Non-Clinical Study Report

1. Name of medicinal product (Marketing
Authorisation number, if any):

Budesonide AstraZeneca (Intemational Non-proprietary
Name Budesonide)

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Medicinal product with complete dossier (stand-alone
dossier)

2) conducted studies

Yes

2. Pharmacology:

Budesonide has a high affinity for the glucocorticoid receptor (GR) and has displayed broad anti-allergic and
anti-inflammatory effects in animal studies. The efficacy of budesonide in preclinical animal models and
clinical diseases has been well documented over many years.

1) primary pharmacodynamics

Steric Aspects
Budesonide is a chiral compound and is developed as

racemates. Budesonide is a mixture of about 50/50 of epimer
A (228) and epimer B (22R), both of which possess high
glucocorticoid activity. The 22(R) epimer has slightly higher
receptor affinity (850-RD-0102), topical-local anti-
inflammatory potency (850-RD-0010), and hepatic first-pass
inactivation than the 22(S) epimer. The potency of
budesonide is in between that of the two epimers. Neither of
the epimers has a markedly better topical/local to systemic
ratio than budesonide.

Gluconeogenic Properties and Affinity for Glucocorticoid
Receptors

Budesonide is a glucocorticoid because it induces glycogen
deposition in the liver of adrenalectomized rats (850-RD-
0004).

The binding affinity of budesonide for GR is at least 2 times
higher than triamcinolone acetonide (TAAC) and
prednisolone acetonide, and 8 and 200 times higher than
dexamethasone and hydrocortisone, respectively (850-RD-
0102), however, it is somewhat lower than mometasone
furoate and fluticasone propionate (FP).

Two main metabolites of budesonide, 63-OH-budesonide
and 150-OH-prednisolone, have low affinity for the
elucocorticoid receptors.

The KD for budesonide in human white blood cells is
approximately 6x101° M (Klint and Axelsson 1987). The
KD of budesonide for the GR is 0.5 nmol/L. Effective anti-
inflammatory concentrations of budesonide are 10 to 100
nmol/L, which are reached in human airways by inhalation.

Hyvdrophilicity and Lipophilicity

Budesonide was developed to have high intrinsic activity as
well as stability against local inactivation in target organs
such as the lung and the skin, but with a high systemic
inactivation in the liver. At the target organs, an optimal
glucocorticoid requires a suitable balance between
hydrophilic and lipophilic properties to facilitate cellular
uptake of the formulation and subsequent reach of the
intracellular GR.




'The solubility of budesonide in water is at least one hundred
times higher than beclomethasone dipropionate (BDP), and
FP, but lower than that of TAAC and flunisolide.

Once inside the cells, budesonide has been shown to
transform into highly lipophilic fatty acid, 21-esters (Tunek
et al 1997). Although budesonide is less lipophilic than BDP
and FP, the budesonide-21 esters (i.e., oleate, stearate,
palmitate, and palmitoleate) are 2-3 orders of magnitude
more lipophilic than all these steroids including budesonide
itself. The intracellular transformation from a steroid to a
steroid ester appears to be a unique property of budesonide
(Tunek et al 1997). Hence, the lipophilicity of the steroid
inside the cells does not necessarily correlate with the water
solubility of the steroids. Thus, the airway uptake and
intracellular binding of budesonide are improved by its
optimal combination of hydrophilic and lipophilic properties
(Brattsand 1997). The moderate water solubility enables its
dissolution in the epithelial lining fluid whereas the
lipophilic property facilitates its intracellular uptake, after
which it is partly and reversibly transformed into the much
more lipophilic ester form inside the cells.

Reversible Faity Acid Esterification

The retention of inhaled budesonide in the airway tissue as
fatty acid esters has been shown in vitro in cells of rat
(Wieslander et al 1998a; 850-RD-0360), and human airways
{Wieslander et al 1998b) and in vivo in tissues of rat (Miller-
Larsson et al 1998; 850-RD-0371) and man (Tunek et al
1997, Thorsson et al 1998; Petersen et al 2001). Inside the
cell, budesonide becomes esterified in the C-21 position to
form fatty acid esters. This esterification process transforms
intact budesonide, which has moderate lipophilicity, into
highly lipophilic budesonide-oleate. Budesonide-oleate,
which has no measurable glucocorticoid activity, can be
hydrolysed by intracellular lipase to release budesonide.
This esterification/hydrolysis process is dependent on the
budesonide concentration (Tunek et al 1997; Miller-Larsson
et al 1998; Wieslander et al 1998a; 850-RD-0360).

Recent data has further underlined the importance of this
mechanism for the airway selectivity of budesonide (Miller-
Larsson et al 1998; Jendbro 2001). The airways, especially
trachea, possess a high capacity to form and accumulate
budesonide-oleate. Because the intracellular ester pool is
small in absolute terms, its subsequent release has just a
minor impact on plasma levels of budesonide. Thus,
esterification would contribute to the improved selectivity of
budesonide for airways and lungs over tissues such as
muscle, and also to a favourable risk benefit ratio for
budesonide versus other GCs not forming such esters
(Skoner 2003).

2) secondary pharmacodynamics

In animal toxicology studies, high doses of budesonide, like
other glucocorticoids, have shown effects such as inhibitions
of growth and body weight gain, induction of adrenal
suppression or lymphoid depletion in lymphoid tissues. The
potency of budesonide to induce decreases in growth,
adrenal and thymus weights and white blood cell count in
imice was similar to that of BDP (850-RD-0041). Repeated
administration of budesonide to ovariectomized rats did not
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induce gestagen-like and uterotrophic effects (850-RD-0007,
Tunek et al 1997). Budesonide did not change the relaxant
effect of theophylline on bronchoconstriction. Overall,
budesonide was more potent in local anti-inflammatory
effect and weaker in systemic effect including inhibition of
pituitary-adrenal gland activities in comparison with other
steroids such as BDP.

3) safety pharmacology

Cardiovascular System:

Budesonide had no effect on arterial blood pressure, heart
rate or ECG after a single i.v. dose up to 125 pg/kg in rats.
Budesonide (2 umol/L) also had no effect on inotropic and
chronotropic effects on spontancously beating guinea pig
auricles (850-RD-0008).

Respiratory System:
Acute 1.v. injection of <88 pg/kg of budesonide did not
affect pulmonary resistance or compliance (850-RD-0008).

Renal System:

Budesonide did not reduce sodium secretion and urinary
volume in sodium- and water-loaded and adrenalectomized
rats (850-RD-0009). Thus, budesonide does not have
mineralcorticoid activity. Like other glucocorticoids,
budesonide enhances potassium secretion and water diuresis
(850-RD-0009).

Central Nervous System (CNS):

At an i.p. dose of 40 mg/kg in conscious mice, budesonide
had no effects on parameters reflecting CNS and autonomic
nervous system activity, skeletal muscle function and pain
responses (850-RD-0081).

4) pharmacodynamic interactions

Budesonide did not interact with the bronchorelaxing
properties of isoprenaline in vitro (850-RD-0031) or ir vivo
(850-RD-0008). Budesonide pretreatment did not affect
terbutaline-induced skeletal muscle contractions (850-RD-
0035), or change the relaxant potency of theophylline on
airway smooth muscle (850-RD-0053). To mimic acute
intensive treatment of asthma, the potential effect of
budesonide (2 mg/kg, p.o.) on the i.v. toxicity of terbutaline
-B> agonist), noradrenaline (o~ and B-agonist) and
theophylline was studied in mice (850-RD-0036). No
interaction was noted regarding the LDso of the terbutaline
and theophylline, but a slightly enhanced LDso of
noradrenaline was found.

3. Pharmacokinetic properties:

1) analytical procedures and reports on their
validation

Budesonide was analyzed using validated methods based on
liquid chromatography coupled to tandem mass
spectrometry. The limit of quantitation was 0.025 nmol/L at
a sample volume of 1 mL. The lower limit of quantification
(LLOQ) for budesonide is judged to be appropriate for the
purpose of measuring systemic exposures in animals and
man.

The inhaled doses in the reports were calculated based on
the test atmosphere concentrations and the minute volume
(adjusted according to body weight). The values thus derived
represent only a rough estimate of the “true” dose inhaled by
the animals.




2) absorption

Absorption and systemic availability of budesonide have
been studied in various species (mouse, rat, dog, rabbit,
imonkey) after various routes of administration (oral,
inhalation, epicutancous and rectal).

Absorption of budesonide in the rat following inhalation or
intratracheal (1.t.) instillation was rapid; maximum plasma
concentration was observed at the first sampling time point,
5 min, after dosing. Bioavailability was approximately 50%
following inhalation of powder (850-RD-0390) and ranged
between 42% and 148%. after 1.t. instillation. The 148%
value may have been due to a drug-drug interaction between
budesonide and pentobarbital, an anaesthetic agent used in
the study. In an 1solated perfused rat lung experiment, 45%
of the budesonide dose instilled was absorbed rapidly, within
30 min, while another fraction was absorbed more slowly
into the pulmonary circulation, indicating that a fraction of
the dose was retained in lung tissue and from there slowly
released into circulation (Ryrfeldt et al 1989; 850-RD-0266).

In dogs, absorption was also rapid following inhalation of a
dry powder aerosol or a nebulized suspension. The
maximum plasma concentration, Cmax, was generally
obtained within 15 min, i.e., the first two sampling points.
The systemic availability was identical between the two
formulations, and ranged between 56% and 60% (850-RD-
0376, 850-RD-0402).

Oral bioavailability of budesonide is fairly high in the mouse
(35%), and the rat (22 to 32%), and lower in the dog (12.7 to
18.6%) and monkey (1.9 to 2.1) (850-RD-0428; 850-RD-
0158; 850-RD-0161; 850-RD-0059/2; 850-RD-0330).

Published data on the bioavailability of glucocorticoids is
scarce. A high bioavailability (more than 50%) was reported
in the rat, mouse and dog after oral administration of
flunisolide, another glucocorticoid (Chu et al 1979). The oral
bioavailability of flunisolide was considerably lower in the
rhesus and Cynomolgus monkeys (less than 5%), which is in
accordance with the results for budesonide. These data show
that there are large interspecies differences in the oral
bioavailability of glucocorticoids.

3) distribution

Plasma protein binding of budesonide has been estimated to
be approximately 92% in the rat, and >85% in the mouse,
dog and human (850-RD-0349). The protein binding of
budesonide is stmilar to that reported for other synthetic
glucocorticoids.

Extensive tissue distribution, with low distribution in the
central nervous system, was observed in whole body
autoradiography studies with 3H-budesonide in the mouse
following intravenous (i.v.) administration Andersson et al
1986; 850-RD-0002) and in the rat following i.t. instillation
(850-T0O-0137; 850-RD-0367). Radioactivity was also found
in the foetuses and placenta of pregnant animals.

The volume of distribution (Vp, L/kg) afteri.v.
ladministration was calculated to be approximately 20.3 in
the mouse, 4.8 to 9.2 in the rat, 4.7 to 6.9 in the dog and 2.8
L/kg in the monkey.
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4) metabolism

The metabolism of budesonide has been investigated both in
vitro and in vivo in various species, including man. A good
correlation was found between in vitro and in vivo
metabolism study results and there are only small qualitative
species differences in the metabolic pathways of budesonide.

Budesonide is mainly biotransformed in the liver to polar
metabolites. However, extrahepatic metabolism in the
intestinal mucosa cannot be ruled out. With the exception of
conjugation to sulphate (Meloche et al 2002; Pacifici et al
1994), no metabolism to polar metabolites has been detected
in the lung (Andersson and Ryrfeldt 1984). The polar
imetabolites are excreted in urine and bile in proportions that
differ between species.

The metabolic rate of budesonide was similar between
mouse and human liver (Andersson et al 1982); no
consistent sex difference in metabolic rate has been observed
(850-RD-0139; 850-RD-0144). In the rat, the rate was
approximately half of that in the mouse and human; also the
male liver has a rate 4-8 times higher than the female liver
(850-RD-0138; Andersson et al 1982).

'The individual biotransformation rates of the two
lbudesonide epimers (22 R and 22S) have also been studied.
In the mouse liver, the 22R epimer was transformed 5-6
times as fast, and in the human liver, about twice as fast as
the 228 epimer. No such pronounced differences in
metabolic rate were found in the rat liver (Andersson et al
1982; 850-RD-0139; 850-RD-0144).

Major metabolic deactivation pathways of budesonide in the
liver involve hydroxylation reactions at C22, C23 and C6
(Edsbacker et al 1983; 850-RD-0173; Edsbécker et al
1987a).Hydroxylation at C22 is stereoselective as it involves
only the 22R epimer. C22-hydroxylation results in the
formation of 16a-hydroxyprednisolone via an intermediary
butyrate ester (850-RD-0156; 850-RD-0162; Edsbécker et al
1987b). Thus, the 16a,17a-acetal group of budesonide is
cleaved from the molecule as butyric acid. Hydroxylation at
(23 results in the formation of 23-hydroxybudesonide. This
pathway preferentially involves the 228 epimer of
budesonide. Hydroxylation at C6 results in the formation of
6B-hydroxybudesonide and involves both epimers of
budesonide. Another pathway that may be related to
hydroxylation at C6 is the formation of 6,7-dehydro
budesomde. In addition to hydroxylation reactions,
budesonide can also be reduced in the A-ring in the liver and
conjugated with sulphate in the 21-position. However, the
latter pathway is considered as a minor route of metabolism.

Hydroxylation of budesonide at the C22 and C6 positions is
catalyzed by CYP 3A enzymes in human liver microsomes
(850-RD-0320; Jonsson et al 1995). This was shown using
specific P450 inhibitors and antibodies as well as correlation
lanalysis of the metabolism with different P450 marker
activities. It is likely that hydroxylation at C23 is also
catalyzed by CYP3A enzymes.

The biological formation in vitro of the 21-aldehydes of
budesonide and cortisol was demonstrated in human, rat and

mouse (SC-104766-1). The 21-aldehyde of budesonide and




0

cortisol were formed in liver microsomes, and the 21-
aldehyde of budesonide is also formed in liver mitochondria,
but these metabolic pathways are less prominent than other
metabolic pathways in the cell. The metabolism of the 21-
aldehydes of budesonide and cortisol in cytosol was rapid.
These in vitro results indicate that the capacity to eliminate
21-aldehydes of steroids by the liver enzyme systems is
likely to be high if such compounds are administered or
formed biologically in vivo. The turnover of the 21-aldehyde
of budesonide in human liver tissue calculated from intrinsic
clearance values suggested a more rapid disappearance than
formation from budesonide.

A unique property of budesonide is that in the presence of
adenosine-5-triphosphate (ATP) and coenzyme A, it can
undergo reversible conjugation with fatty acids in the
lung/airways and probably in many other tissues as well
(850-RD-0359; Tunek et al 1997).

Budesonide oleate (R=C17H33), palmitate (R=C15H31),
linolate (R=C17H31), palmitoleate (R=C15H29) and
arachidonate (R=C19H31) have been identified as lipophilic
metabolites of budesonide in human lung and liver
microsomes (850-RD-0359; Tunek et al 1997). In general,
slucocorticoids esterified at the C21 position with fatty
acids, have minimal, if any, affinity for the glucocorticoid
receptor (Wiirthwein et al 1992). The fatty acid conjugates
of budesonide are very lipophilic compounds, and studies
indicate that they are retained in the cells where they are
formed (850-RD-0360/2). However it has been shown that
the fatty acid conjugates of budesonide can be hydrolyzed
(Tunek et al 1997; 850-RD-0359; 850-RD-0360/2). Thus the
reaction 1s reversible and budesonide activity is recoverable
by the action of lipases. The lipophilic metabolites may be
regarded as an intracellular pool of inactive budesonide but
with recoverable budesonide activity (Jendbro 2001). This
may contribute to the long duration of anti-asthmatic effect
observed in humans treated with budesonide.

5) elimination

Excretion via facces was the predominant route of excretion
of radioactivity in both the rat and the dog after various
routes of administration of 3H-budesonide, indicating
extensive biliary excretion. In the rabbit, approximately
equal amounts of radioactivity were excreted in urine and
faeces. Experiments in rats with bile fistulas (850-RD-0006)
and isolated perfused livers (850-RD-0064) confirmed an
extensive biliary excretion. No unchanged budesonide was
found in the urine or bile samples. This demonstrates an
extensive biotransformation of budesonide. After nasal
instillation in humans, the major route of excretion was via
the urine (850-CR-6003).

6) pharmacokinetic interactions (non-clinical)

The main metabolites formed from budesonide in human
liver microsomes have been identified as 16a-
hydroxyprednisolone and 68-hydroxybudesonide. These
metabolites are formed via the cytochrome P450 (CYP)
enzyme system and the isoform(s) responsible for
metabolism were identified (850-RD-0320; Jonsson et al
1995). The results indicate that the formation of the major
metabolites 16a-hydroxyprednisolone and 63-
hydroxybudesonide from budesonide is catalysed by




isoenzymes within the CYP3A subfamily. Generally, due to

the high potency of budesonide, the doses given in treatment
of asthma and rhinitis are very low (0.1 to 1.6 mg) in
comparison with most other drug treatments. This would
imply that the ability of budesonide to slow down
climination of other CYP3A substrate drugs by competitive
inhibition is limited.

7) other pharmacokinetic studies N/A

4. Toxicology:

The toxicology of budesonide has been studied in single- and repeated-dose toxicity studies, reproductive
toxicity, genotoxicity, and carcinogenicity studies. Studies in immature animals have also been conducted.
Repeat-dose studies were conducted in several species (mouse, rat, rabbit, dog, and monkey) using oral,
subcutancous, epicutaneous, and inhalation routes of administration, for durations up to 12 months.
Dimension of pivotal toxicology studies are in line with industry standard.

1) single-dose toxicity 'The acute toxicity of budesonide is similar to that of other
potent glucocorticoids such as beclomethasone diproprionate
and fluocinolone acetonide. LDso values after inhalation
exposure are lower than oral administration.

The LDso vs administration route in different species was:
Mice >100 mg/kg inhal, >800 mg/kg PO, 36-100 mg/kg SC
Rat > 68 mg/kg inhal, ~400 mg/kgPO, 15mgkg SC
Dog > 1 mg/kg inhal N/A NA

IN/A: Not available.

In mice, the subcutaneous (SC) LDso is lower with R-epimer
of budesonide (32 to 64 mg/kg); than with the S-epimer
(250 mg/kg)

(Studies - T2897; 850-RD-0221; T1571; T1882; T2896;
850-21-D29; T1881; T2892).

2) repeated-dose toxicity Repeat Dose Toxicity Studies in Rats
Inhalation Studies:

In a 14-day dose-ranging study with lactose powder blend
(T3260), the inhaled dosages were 0.54, 4.4 and 49
ug/kg/day. Reduced body weight gain and food consumption
were observed at 49 pg/kg/day. Reduced thymus weights
occurred in all treated males and high dose females. In a 1-
month study with lactose powder blend (T3289) the inhaled
dosages were 0.28, 3.3 and 43 pg/kg/day. Budesonide was
rapidly absorbed and reached Cmax 0.23 to 0.4 h after
dosing completion. Exposure was dose-linear without
accumulation or gender difference. The AUCs were 1.4 and
15 nmol.W/L at 3.3 and 43 pg/kg/day, respectively.
Glucocorticoid effects were only seen at 43 pg/kg/day and
included reduced body weight gain, slightly increased
haemoglobin concentration and decreased thymus weight.
After one-month of off-dose, all parameters returned to
control values. The mid dose, 3.3 pg/kg/day is the no-
observable-adverse-effect level NOAEL).

In a 3-month study with a chlorofluoro carbon pressurized
metered dose inhaler (CFC pMDI) formulation, the inhaled
doses were 29, 105 and 428 pg/kg/day (T841).
Glucocorticoid effects included hair loss, reductions in food
intake and body weight gain or body weight loss, reduced
lymphocytes and WBC, increased neutrophils, and slight,




transient increases in urea and aspartate aminotransferase
(AST), seen mostly in the mid or high dose animals.
Reduction in thymus, liver, adrenal and spleen weights
correlated with atrophy of thymus and adrenal cortical
fissues and reductions in small lymphocytes in spleen, lvmph
nodes and thymus. Also in females, there was acinar
development of mammary tissues with small amounts of
secretion. No treatment-related changes in the ultrastructure
of pulmonary tissues or tracheal ciliary activity were noted.
A NOEL was not identified because glucocorticoid effects
were observed at all doses.

In a 12-month study with a CFC pMDI formulation, the
inhaled doses were 6.5, 8.5 and 49 pg/kg/day (T1190).
Effects observed predominantly in the high dose group were
generally similar to those seen in the 3-month study. No
effects on respiratory mechanics, blood gas and blood pH
were observed, although tracheal mucociliary transport rate
suggest slightly greater mucus production in males. The mid
dose, 8.5 ng/kg/day, was the NOAEL.

In a 3-month study with a heptafluoropropane (HFA) pMDI
formulation, doses were 1.1, 7.5 and 51 pg/kg/day (96199-
01). Treatment-related changes, similar after 1 or 3 months
of exposure, were minor and occurred only at 51 pg/kg/day;
and included hair loss around the head, and reductions in
body weight gain, food intake, lymphocyte counts and
thymus weights. The only microscopic finding was dermal
atrophy and reduced number of deep hair follicles in all high
dose males terminated after 1 month. The mid dose,

7.5 ug/kg/day, was the NOAEL.

Oral Studies:

In a 1-month oral toxicity study, rats were given 0.05, 0.5,
5.0 or 50 mg/kg/day (T609). Severe glucocorticoid effects
were observed at 5.0 and 50 mg/kg/day, and included
severely decreased body weight and food consumption,
gastric ulceration, intestinal bleeding, atrophy of the adrenals
and lymphoid tissues and mortality (25% at 5.0 mg/kg/day
and 100% at 50 mg/kg). Effects observed at 0.05 and 0.5
mg/kg/day included decreased WBC and lymphocyte counts
and atrophy of the thymus and adrenals, and increased
mammary duct proliferation and secretion. The reference
compound, triamcinolone acetonide, given at 5 mg/kg
(equimolar as the 5.0 mg/kg/day budesonide dose) produced
similar effects. However, triamcinolone acetonide produced
more severe gastric lesions than budesonide and killed 83%
of the treated rats before study termination. A NOAEL was
not established.

Subcutaneous Studies:

A 2-week study (RR800447) at doses of 0.01, 0.1 and 1
mg/kg/day produced weight loss at 1 mg/kg/day and
decreased weight gain at 0.01 and 0.1 mg/kg/day, along with
dose-related increases in erythroid parameters,
reticulocytopenia. and leukocytopenia (with
lvmphocytopenia and increased neutrophil count). Serum
alanine aminotransferase (ALT) and AST activities
increased markedly at 1 mg/kg/day, and correlated
microscopically with increased perilobular fatty deposition
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and focal necrosis of the liver. Dose-related decreases of
thymic, splenic and adrenal weights correlated
microscopically with severe atrophy of these organs in the
high dose animals. In the follow-up 4-week s.c. study
(RR800448), budesonide dosages of 0.10, 1.0 and 10
ug/kg/day produced only a slight decrease in lymphocyte
counts in the treated males and decreased thymic weights at
10 pg/kg/day. No microscopic changes were observed.

Two 6-month toxicity studies were conducted in rats. The
ifirst study (T1233) used dosages of 5, 20 and 80 ug/kg/day
land resulted in dose-related decrease in body weight gain,
increases in packed cell volume, haemoglobin
concentrations and red blood cell (RBC) counts, and marked
reductions in total lymphocyte and white blood cell (WBC)
counts. Microscopic changes included lymphoid atrophy,
panacinar hepatocytic fine vacuolation, and dilation of the
uterus. The other study (T1563) used dosages of 0.01, 0.1
and 5.0 pg/kg/day and resulted in only a slight decrease in
adrenal weight. Thus, 5 pg/kg/day was confirmed as the
INOAEL and 0.1 pg/kg/day was identified as the NOEL for
chronic s.c. dosing in rats.

Repeat Dose Toxicity Studies in Rabbits
Subcutancous and Epicutaneous studies:

Subcutaneous dosing at 25 and 100 pg/rabbit once daily for
one month produced slight liver weight increase and slight
adrenal weight decrease at the high dose and dose-related
adrenal atrophy, thymus regression, and minimal hyperplasia
of the endometrium (T611).

Budesonide ointment applied epicutaneously at 100
mg/rabbit for 2 or 6 months: at 0.025% or 0.1% in the 2-
month study (T610), and 0.025 or 0.01% in the 6-month
study (T799), produced a slight liver weight increase (male)
and a slight decrease in adrenal weight (female) in the 0.1%
group after 2 months. No glucocorticoid effects were found
in the 0.025% group at all or in the 0.01% group after 6
months.

Repeat Dose Toxicity Studies in Does
Inhalation studies:

Budesonide in a CFC pMDI formulation was administered at|
nominal dosages (200, 600, or 2000 pg/dog/day) for 6
weeks, and 6 or 12 months. In the 6-week study (T631),
atrophy of the thymus, lymph nodes and adrenals occurred at
2000 pg/dog/day. In the 6-month study (T775), WBC counts
were decreased in the mid and high dose females and plasma
cortisol concentrations were decreased in the high dose
group and also in the mid-dose group after 5 months.
Cortical atrophy of the adrenal gland and thymus regression
were noted in the high dose group. In the 12-month study
(T1199), obesity and alopecia were observed in the high
dose group and high dose females showed no signs of being
in heat. A shift towards a higher fraction of neutrophils was
noted in the high dose females and the activity of alkaline
phosphatase (ALP) was increased in both high dose males
and females. Suppression of adrenal function was noted in

11 dose groups, most notably at Week 16. Treatment-related
trophy of the adrenals and lymphoid organs, increased
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occurrence of dermatitis and alopecia were noted in the mid
and high dose groups. In the high dose animals, there were
also obesity and slightly increased liver glycogen and
possibly reduced function of the ovaries. No effect on the
respiratory tract was observed in any of the studies. A
NOAEL was not identified because of the adrenal
suppression at all dose levels.

In a 1-month study with budesonide in an HFA pMDI
formulation (97119-01), dogs received budesonide HFA at
inhaled doses of 10.3, 43.4 pg/kg/day, or budesonide CFC at
an inhaled dose of 76.4 pg/kg/day. Dose-related
olucocorticoid effects such as reduction in body weight gain,
suppression of adrenal function, increase in liver weight, and
decreases in thymic and adrenal weights were observed in all
three treated groups. Also, there was a dose-related increase
in the incidence and severity of hepatocytic glycogen
deposits and thymic and adrenal cortical atrophy. Testicular
tubular atrophy was observed in both the vehicle and
budesonide-treated groups, although the finding was more
prevalent in the CFC pMDI group. No local toxicity or
irritation in the respiratory tract was noted.

Oral Studies:

In a one-month oral toxicity study (T617), budesonide
dosages of 10, 100 and 1000 pg/kg/day were administered.
An additional group of dogs received beclomethasone
dipropionate (1000 pg/kg/day) for comparison.
Glucocorticoid effects, observed at 1000 pg/kg/day and the
reference groups, included atrophy of the adrenals and
lymphoid tissues, slight fatty deposit in the myocardium,
increased glycogen in the liver and liver enlargement. In the
mid-dose group, only adrenal and thymus atrophy and slight
liver enlargement were noted. The low dose, 10 ug/kg/day
was the NOAEL.

Repeat-Dose Toxicity Studies in Monkeys
Oral Studies:

Two oral toxicity studies in monkeys have been conducted
with budesonide formulated in a controlled ileal release
formulation (Budesonide CIR).

In the 4-week dose-finding study (T2507), monkeys were
given budesonide in gelatin capsules once daily at 0.1, 0.33
and 1 mg/kg/day. No treatment-related effects were
observed. Cmax was achieved 3 h after dosing and the
exposure was dose-proportional. No accumulation or sex
difference in exposure was noted.

In the 6-month study, monkeys were given budesonide CIR
in gelatin capsules at 0.5, 2.0 and 5.0 mg/kg/day (T2760). A
dose-related increase in plasma concentration was observed.
Glucocorticoid effects observed in the mid and high dose
animals included body weight loss or lower body weight
lgain, and slightly reduced plasma cortisol concentrations.
Additional effects observed in the high dose animals were
elevated plasma protein (and globulin) and glucose,
increased liver weight and decreased adrenal weights.
Microscopically, reduced thymus cellularity was noted in 2
lhigh dose males and reduced adrenal cortical width was
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noted in all treatment groups in a dose-related manner. The
low dose, 0.5 mg/kg/day. is considered the NOAEL.

3) genotoxicity: Budesonide has been evaluated in a battery of genotoxicity
in vitro tests, including the bacterial reverse mutation in Salmonella
(T1198; T1599), mammalian gene mutation in mouse
lymphoma cells (T1627), unscheduled DNA repair in rat
hepatocytes (T1688), chromosome aberrations in human
peripheral blood lymphocytes (T1626), and Drosophila sex-
linked lethal test (T1654). Budesonide did not have a
positive effect in any of the tests.

in vivo {including additional toxicokinetics IBudesonide showed no mutagenic activity in the CD-1
assessment) imouse bone marrow micronucleus test, orally dosed at 12.5
and 100 mg/kg (T1208).

4) carcinogenicity: The carcinogenic potential of budesonide was evaluated in
long term mouse and rat studies.

long-term studies Chronic Drinking Water Studv (91 weeks) in Mice (T1535):
Based on the findings from a 3-month dose ranging study
(T1217), Budesonide was administered in the drinking water
for 91 weeks to three groups of CD-1 mice at dose levels of
10, 50 and 200 pg/kg/day. A statistically significant dose-
related decrease in survival was noted for the males only. All
other evaluation criteria were comparable in all groups.
Upon microscopic examination, a variety of spontaneous
lesions was observed which were not related to treatment.
No carcinogenic effect was present.

Chronic Drinking Water Studies (104 Weeks) in Rats:
Following a 3-month dose ranging study (T1216), three
carcinogenicity studies in rats were conducted; all of which
tested at a high dose of 50 pg/kg/day.

The first study (T1557) was conducted in Sprague-Dawley
rats at dosages of 10, 25 and 50 ug/kg/day. There were
statistically significant increases in astrocytomas in males at
50 pg/kg/day, and primary hepatocellular neoplasms in
males at 25 and 50 pg/kg/day, compared to the concurrent
control. Because the incidences of brain tumours in control
Sprague-Dawley animals tended to be variable, two
additional studies were conducted.

The 27 study (T1996) was conducted in male Fischer-344
rats. which have a low and less variable incidence of glioma
than Sprague-Dawley rats, and compared budesonide

(50 pg/kg/day) with equimolar of prednisolone and
triamcinolone. Only brain and spinal cord were examined
microscopically. Primary brain tumour (glioma) was not
detected in animals given budesonide or prednisolone, and
only one incidence was seen in the triamcinolone-treated
animals.

The 3rd study (T1997) was conducted in male Sprague-
Dawley rats in the same laboratory as the 1% study, and also
included equimolar prednisolone and triamcinolone for
comparison with budesonide at 50 ug/kg/day. Both the
brain and liver were evaluated microscopically. Budesonide
and reference compounds did not induce increase in central
nervous system tumours in male Sprague-Dawley rats.
However all three compounds were weakly tumorigenic in
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male rat liver. The liver effect is attributable to the
pharmacologic effect of the glucocorticoids.

short-term studies No short or medium term carcinogenicity studies were

or mid-term studies conducted as long term studies were conducted in two
species.

additional studies (the two additional studies conducted in rat are described
above).

5) reproductive and developmental toxicity: Reproductive and developmental toxicity studies included a

fertility study in rat, embryofetal toxicity studies in rat and
rabbit and a peri- and post-natal study in rat. Studies in
juvenile animals were conducted in rat and dog.

effect on fertility and early embryonic In a fertility and peri- and post-natal development study in
development rats (T833) budesonide was administered s.c. at dosages of
5, 20 and 80 pg/kg/day to female rats for 10 weeks (2 weeks
before mating, thru gestation, until 3 weeks post partum),
and to males for 11 weeks (9 weeks before mating and
during mating) to assess reproductive performance and pern-
and post-natal development. There was no effect on mating
performance. Conception rate was slightly decreased in the
high dose group. At doses >20 pg/kg/day, maternal weight
eain was decreased along with decreases in pre- and post-
natal survival at birth and during lactation. The low dose, 5
ug/kg/day, was the NOEL for both maternal and foetal
effects.

embryotoxicity In an embryofoetal toxicity study in rats (T824), no
teratogenic effect was detected at nominal inhaled dosages
of 10, 50 and 100-250 pg/kg/day, although a slight but
significant decrease in foetal weight was observed at the
high dose. In a separate study (T720) in rats in which
budesonide was administered s.c. at 20,100 and 500
ug/kg/day, teratogenic effect was detected at 100 and 500
ng/kg/day.

In the rabbits administered budesonide s.c., teratogenic
effect was seen at 25 and 125 pg/kg/day but not at 5
ug/kg/day (T721).

prenatal and postnatal toxicity In a peri- and post-natal study (T834) in rats in which
budesonide was administered s.c. at 5,20 and 80 pg/kg/day,
la decrease in body weight gain during gestation as well as a
decrease in foetal survival and growth during the lactation
period were observed at > 20 pg/kg/day. No adverse effects
on either the dams or the offspring were observed at 5

ng/kg/day.

studies in which the drug is administered in the [Three studies in young rats have been performed: two
offspring (juvenile animals) and/or late effect is [inhalation studies of 1- and 6-month durations used the
assessed budesonide nebuliser suspension and a 3-month study used
s.c. injection. Two inhalation studies in young dogs of 3-
month duration, using the budesonide nebuliser suspension,
have also been conducted.

In the studies with budesonide nebuliser suspension, 10-day
old rats at study start received an average of 2.1, 9.7 or 47
ug/kg/day for 1 month (96249-02). Glucocorticoid-related
effects were mostly observed at 47 pug/kg/day and included
reduced body weight gain, atrophy of lymphoid tissues, and
reduction of BALT (bronchial associated lymphoid tissue).




The NOEL was 2.1 pg/kg/day. In the 6-month study (97071-
01), 25-day old rats at study start received an average of 7.3
or 211 pg/kg/day. Glucocorticoid effects on the thymus,
spleen, lymph nodes were observed at 211 pg/kg/day mostly,
and no effect on BALT was observed. The low dose, 7.3
ug/kg/day was approximately the NOEL as only a small
number of animals were affected, and the effects were
minimal. In both studies, no respiratory tract irritation was
observed.

In the 3-month study (T1817), 6- to 7day-old rats were given
budesonide s.c. at dosages of 0.2, 2 and 20 pg/kg/day.
Triamcinolone acetonide (20 pg/kg/day) was used for
comparison. Dose-related effects on growth and body
weights were noted. During the third week, 4 high dose
animals in the budesonide group and 3 animals in the
triamcinolone acetonide group died; the cause of death was
sastrointestinal haemorrhage. Glucocorticoid effects were
also noted in haematology and blood chemistry parameters
and in histology of lymphoid tissues and thymus, which
tended to be more severe in the triamcinolone acetonide
oroup. The mid dose, 2 pg/kg/day was the NOAEL. Overall,
effects seen in young rats were similar to those seen in adult
rats.

Two 3-month inhalation studies in young dogs have been
performed with budesonide nebuliser suspension. The dogs
were two weeks old in one study (97214-1) and
approximately 5 weeks old in the other (97058-01) at study
start. The dosages were similar: 1.6, 8 and 40 pg/kg/day with
the 5-week old and 1.8, 7.5 and 37 pg/kg/day with the 2-
week old pups. Both studies showed dose-related
glucocorticoid effects, such as reduction in body weight
oain, suppression of ACTH-stimulated release of cortisol,
and reduction in blood lymphocytes. In the study in 5-week
old pups, immune-suppression from the treatment might
have attributed to parvovirus infection and early termination
of a moribund high dose female. Effects observed in the
surviving animals included atrophy of lymphoid organs and
adrenals, and liver hepatocyte rarefaction, mostly in the high
dose animals. In the study in 2-week old pups, there was also
erythroid and myeloid depletion of the bone marrow in the
high dose group and a shift toward higher myeloid to
erythroid ratio in all treated males and mid and high dose
females. No effect on respiratory tract was found in either
study. Overall, effects seen in young dogs were consistent
with glucocorticoid effects seen in adult animals.

In conclusion, the glucocorticoid effects of budesonide were
similar between young and adult animals.

6) local tolerance

A number of the inhalation toxicology studies were
conducted using the Budesonide Nebuliser Suspension
formulation. In the 1-month inhalation study in 10-day old
rats, no effects on the respiratory tract were noted with the
exception of a dose related reduction in BALT (bronchus
associated lymphoid tissue), which is an expected
pharmacological effects of the drug (96249). In the 6-month
inhalation study in young rats (25-day old), no findings were
noted in the airways of animals including animals exposed to

an excipients only formulation. (97071). And, no
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morphological changes were seen in the respiratory tractin |
the 3-month studies in young dogs (97214, 97058).

Additionally, Budesonide has been evaluated for skin, eye
and nasal irritation (RR800774, 80063, 81052, 80071,
81051, 83079, 79010, 79024). The formulations of
budesonide used in those studies consisted of cream (in a
vehicle of white Vaseline, liquid paraffin, cetostearyl
alcohol, cetomacrogol 1000, citric acid, sodium acid, sorbic
acid water) or ointment (in a vehicle of propylene glycol,
white wax, liquid paraffin and white Vaseline).

Budesonide was not irritating to the rat or pig skin and only
caused slight, transient erythema in rabbit skin.

Budesonide cream or ointment caused only mild and
transient conjunctival hyperaemia in rabbit eye when applied
daily for 20 days. A slight, persistent corneal opacity was
seen in one rabbit in a 5-day study with budesonide solution.

Budesonide did not cause nasal irritation in dogs when given
via inhalation (in sorbitan trioleate and Freon) at 2x200 pg
or 2x400 pg/day once daily for 3 months.

7) additional toxicity studies:

antigenicity (antibody production)

Antigenicity studies have not been conducted because there
was no evidence of such immunological effects of
budesonide in repeat dose toxicity studies or in clinical
trials.

immunotoxicity

Specific immunotoxicity studies have not been conducted
because the design of the general toxicity studies was
considered sufficient to assess the immunotoxic potential of
budesonide.

mechanistic study

Mechanistic studies have not been conducted, as the
principle nonclinical findings observed are widely
recognised as being related to glucocorticosteroid activity.

drug dependence

Dependence studies have not been conducted because there
was no conclusive evidence of any adverse effects on the
central and peripheral nervous systems in safety
pharmacology and repeat dose toxicity studies, or in clinical
trials.

toxicity of metabolites

No specific studies were conducted with budesonide
metabolites, as all major metabolites of budesonide
identified in humans were present in rats and/or dogs

toxicity of impurities

The impurities/degradation products of budesonide have
been qualified in toxicology studies. The specific related
substances in budesonide drug products are 16-a-
hydroxyprednisolone, 16,17-dehydro-21-
hydroxyprednisolone, Dhomobudesonide, 14,15-
dehydrobudesonide, 11-ketobudesonide, and 21-aldehyde of
budesonide.

Two of the budesonide degradation products, 21-aldehyde of]
lbudesonide and ARD200738XX (16,17-dehydro-21-
hydroxyprednisolone) which is a part of the peak
constituting Degradant B have been evaluated for
genotoxicity. 21-Aldehyde of budesonide was mutagenic in

the Ames bacterial reverse mutation test (99289-01),




equivocal in the human peripheral blood lymphocyte test
(93319-01), but was negative in the unscheduled liver DNA
synthesis assay (00131-01), and the Syrian embryonic cell
(SHE) cell transformation assay (6569-136). AR-
D200738XX was negative in the Ames test (01322-01), but
was positive in the human peripheral blood lymphocyte test
(24820-0-4490ECD). Based on the weight of evidence, both
impuritics are not considered to pose a safety risk to patients
using the drug products.

other Excipients:

Budesonide nebuliser suspension contains the inactive
constituents: citric acid, sodium citrate, disodium edetate,
polysorbate 80, sodium chloride, and water.

Inclusion of this formulation in a number of the inhalation
toxicology studies conducted (1-month inhalation study in
voung rats, 96249, 6-month inhalation study in young rats,
97071, and two 3-month studies in young dogs, 97214,
97058), confirmed the safety of this formulation.

5. Conclusions on non-clinical study Pharmacology of budesonide has been characterized
extensively in animal models. Studies in human volunteers
and patients have confirmed its anti-inflammatory effects.
Inhaled budesonide has a better ratio between the topical
anti-inflammatory effects and systemic glucocorticoid
activities than other glucocorticoids, enabling it to achieve
efficacy in maintenance treatment of asthma, while
minimizing systemic effects. Budesonide has been shown to
undergo reversible esterification with fatty acids in the
airways, which prolongs retention of budesonide and result
in a long duration of action within the airways/lung.

Budesonide is rapidly absorbed from the airways into the
systemic circulation. The mean systemic bioavailability 1s
>50% in the dog and rat after inhalation. The plasma protein
binding is between 85% to 92% in the laboratory species.
The tissue distribution of radioactivity from 3H-budesonide
is extensive and included endocrine organs, foetuses and
placenta of pregnant animals. Low distribution into brain
and spinal cord was noted. Budesonide is rapidly eliminated
in all species investigated, due to extensive hepatic
metabolism catalysed by CYP 3A. A small fraction of the
dose administered to the lung is retained in the trachea
and/or lung for a longer time period. The retained fraction
consists largely of budesonide 21-fatty acid conjugates, from
which budesonide activity is recoverable by the action of
lipases. The pharmacokinetic properties, principally the
formation of fatty acid conjugates in the airways and the
rapid metabolic clearance in the liver, may have attributed to
the favourable ratio in topical/systemic properties of the
drug. Excreted metabolites are mainly found in facces via
biliary excretion after dosing by various routes in rats and
dogs. In the rabbit, equal amounts are excreted in urine and
facces. No unchanged budesonide has been found in urine or
bile. Data on the ADME of budesonide in man has
confirmed that the selection of animal species used in the
toxicological testing was approprate.

The general toxicity of budesonide in the laboratory animal
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species is consistent with its pharmacologic effects or
exaggerated pharmacological effects. The toxicity, which is
dependent on the dose and exposure duration, is similar
among the laboratory species regardless of the route of
administration or the excipients. Most frequently observed
effects have included lymphoid atrophy in the spleen and
thymus, adrenal suppression, decreased circulating
lymphocytes and increased liver enzymes. Liver necrosis
and gastric ulcer have also been observed at high doses.
Budesonide is not genotoxic and was not carcinogenic in the
mouse. The liver tumours observed in the rat are consistent
with a class effect and have no clinical relevance. Similarly,
the effects of budesonide on embryo-foetal development are
consistent with the class effect of glucocorticoids in animals
and have no clinical relevance.

In conclusion, the clinical use of budesonide nebuliser
suspension is supported by the extensive preclinical safety

database of budesonide.
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[Mepexnan 3 anrnifcbkoi MOBH Ha YKPaiHCBKY MOBY ,( ?

3BiT npo JoKIiHIYHI JOCHiAKEeHHS

1. Ha3ga sikapcekoro 3acofy (3a HasBHocTi — |Bynecorin Actpa3eneka (MiXkHapoiHa HEMATEHTOBAaHA
HOMED peeECTpauiiiHoro NOCBiYeHH): Ha3Ba — OyJ1ecCOoHin)

1) Tun nikapcpkoro 3acofy, 3a AKUM JTikapchKuit 3aci6 3a MOBHHM IOCKHE (ABTOHOMHE JOCKE)
npoBounacs abo MIaHyeThCs peecTpallis:

2) [IpoBeneHi 1ociiHKEHHS Taxk

2. Papmakonozia

ByaecoHi 1 BOJNIOJIi€ BECOKOIO CIIOPITHEHICTIO 10 IMTIOKOKOPTHKOiAHOTo penentopa (I'P) Ta B qoC/imkeHHIX
Ha TBapHHAX OyJI0 MOKA3aHO HOro WIMPOKi IIPOTHANEPrivyHMi Ta NpoTH3ananbHuit epexTH. EdekTnBHICTR
GyaecoHimy Ha JOKJIIHIYHMX MOZETIAX TBAPUH i NMPH KIILHIYHMX 3aXBOPIOBaHHAX Oyna 1o0pe
3aJOKyMEHTOBaHa NPOTAroM 6araTboX poKis.

1) IlepBuHHa papMakoAMHAMIKA. Crepud4Hi acnekTu

bByznecoHix — 1e XipanbHa CIoJyKa, II0 BUPOOIAETECS Y
BHIJIAAI paueMaTtiB. BygecoHin e cymimmmo eniMepy A
(22S) Ta enimepy B (22R) y cniBBiqHOIIEHHI ITPHOINU3HO
50/50, o6uara 3 AKHX MAIOTh TJIIOKOKOPTHKOIAHY
axkTuBHICTB. EnmiMep 22 (R) xapakrepusyeThecs TPOXU
BHIIMMH CTIOpiAHeHICTIO 3 peenrropoM (850-RD-0102),
MiCLIEBOIO TpoTH3anaibHy aicto (850-RD-0010) Ta
[HAKTHBALIIO «IIEPLIOTO MPOXOHKEHHS B MeYiHIl, HiK
enimep 22 (S). AKTHBHICTh OyAECOHINY 3HAXOAUTHCA B
InianasoHi MiXk [IUMHU ABoMa eniMepaMu. JKonHoMy 3
eniMepiB He BJaCTHBE MOMITHO Kpallle CIiBBiJHOLIEHH:A
MICLIEBOT AT IO CHCTEMHO] i1, MOPiBHAHO 3 GyAECOHIIOM.

["MiokoHeoreHHi BAACTHBOCTI TA CIIOPIAHEHICTS 3
[IIHOKOKOPTHKOITHUMH PEUENTORamMi

BynecoHin € rIOKOKOPTUKOIAOM, TOMY IIO BiH CIIPUYMHIE
BiIKJIa/IeHHA TITIKOTeHy B MEYiHLli aJpeHaIeKTOMOBAHHX
uypie (850-RD-0004).

CriopifHeHicTh 38’ s13yBaHHs OynecoHiny 3 I'P € npunaiimHi
BJIBIYi BUILOKO, HIK Y TpiaMiMHONOHY aueToHiay (TAALL)
Ta peaHI30I0Hy aneToHixy, Ta B 8 i 200 pasiB BUIIOIO, HiXX
y JekcaMeTa30Hy Ta riipOKOPTH30HY BiamnosiaHo (850-RD-
0102), npoTe BOHA € HE3HAYHO HIDKYOIO, HIXK Y MOMETA30HY
dypoary Ta dayrrkazony npomnioHaty (PII).

JTBa ocHOBHUX MeTabonitu GynecoHiny, 6-OH-OynecoHin i
15a-OH-nipegHi30JI0H, BOJIOAIOTH HU3bKOK CIOPiTHEHICTIO
3 MIIOKOKOPTHKOTIHHMHM pelieNITOpaMH.

Koncranra nucomianii (K,) s 6yaecoHiny B ieKoLMTax
TroaMHK cTaHOBUTE Npubam3Ho 6x107'° M (Klint and
Axelsson 1987). K, 6ynecouniny ania I'P ctaHoBUTE

0,5 umons/11. EdeKkTHBHI NpoTH3ananbHi KOHIEHTpaLil
OynecoHiny craHoBnsaTh Bix 10 o 100 HMons/1, ki
OCATAIOTHCS B AMXAJIbHUX IUIAXaX JIIOAWHH NPH iHrasLwii.

TiapodinbuicTs i ninodinbHicTh

Byneconizn 6yno po3pobneHo sk colyKy 3 BUCOKOIO
BHYTPILIHBOI aKTHBHICTIO, @ TAKOXK CTiMKICTIO O MicIEBOT
iHakTHBaLii B OpraHax-MillleHsX, TAKUX SK JIEreHi Ta 1IKipa,
aJie 3 BUCOKOIO CHCTEMHOIO iHaKTHBaLIi€o B neviHii. I1pu
MOTPAIUIAHHI 10 OpraHiB-MilleHeH ONTUMaIbHHUN
IFOKOKOPTUKOIA Ma€ BOJIOAITH BiXMOBiAHUM GanaHCOM MiX
rigpo¢ibHUMH Ta Nino¢GiNbHIMHU BIACTHBOCTAMH IS
[oJierweHHs KIITHHHOrO NOTTMHAHHS Npernapary Ta
MOJANBIIOr0 JOCATHEHHs BHYTPilIHBOKIiTHHHOTO ['P.




Poauunnicts 6ynecoHiny B BoJli € MpUHAHMHI B CTO pa3iB
BHL1010, HDX y 6extomeTa3zoHy qunponionaty (BIIT) Ta
OP, ane Hwx4o10, HiX y TAALL i dnyHizonigy.

OnUHHUBLIMCH BCEPEAMHI KIITHH, OY1eCoHi, 1k 0yno
[0Ka3aHO, IIEPETBOPIOETHECS B BUCOKOMINOdinbHi 21-edipu
knpHux kucnot (Tunek et al 1997). Xoua GyznecoHia MeHI
minodinenuii, Hixk BAII Ta @I, cknanni edipu 6yneconiny-
21 (To6TO OJNeaT, cTeapart, MANbMITAT i MANEMITONIEAT) Ha 2—
3 cryneni ninodiMbHILI, HDK YCi i CTepoiAx, BKIIOYHO 3
OynecoHiioM. BHYTpiLIHbOKTITHHHE IEPEeTBOPEHHS
cTepoiny B ckiaguuii edip crepoimy, MIMOBIpHO, €
yHiKasIpHOIO BnacTuBicTio Oyneconiny (Tunek et al 1997).
Omie, inodinbHICTh CTEPOiy BCepelHi KIITHH He

000B’ A3KOBO KOPEJIFOE 3 PO3YUHHICTIO CTEPOIIB Y BOLI.
Takum YUHOM, 3aXOIUIeHHs OyIeCOHIAY AUXaTbHUMU
LIAXaMH Ta BHYTPIIIHBOKJTITHHHE 3B’ A3yBaHHA
MOKPALLYIOTHCS 32 PaXyHOK ONTHMAJIBHOTO MOEAHAHHS HOTO
riapo¢ineHuX i ninodineHux Bnactipocrei (Brattsand
1997). IlomipHa pO34MHHICTH Y BOJli pOOHTH MOXKIHBUM
floro po34MHEHHS B PiJUHI eniTellialbHOT TKAaHHHH, Y TOH
yac sIK J1inoginsHi BIACTUBOCTI MOJErMYIOTh HOro
BHYTPILIHbOKJIITUHHE MOIJIMHAHHS, TiCJIS YOro BiH
4aCTKOBO Ta 3BOPOTHO MEPETBOPIOETHCS B Habarato
ninogineuimy GopMy ckaagHoro edipy BcepeaAnHi KIITHH.

O6opotHa ereprdikanis JKHPHUX KHUCJIOT

YTpHMaHHs BAMXYBaHOro OyJAecoHify B TKaHMHAX
MUXanbHUX LUIIXIB y BUMIIAAL CKIaAHUX edipiB KUPHUX
kuca0T 6yN10 NPOAEMOHCTPOBAHO in Vitro Ha KIITHHAX
urypis (Wieslander et al 1998a; 850-RD-0360) Ta
nuxansHUX unisxax moauad (Wieslander et al 1998b) i in
vivo B TkaHnHax urypiB (Miller-Larsson et al 1998; 850-
RD-0371) Ta mroguuu (Tunek et al 1997; Thorsson et al
1998; Petersen et al 2001). Ycepeauni kiniTHHHA OynecoHin
etepuikyerbes B no3uuii C-21 i3 yTBOpeHHSIM CKIIaIHUX
eipiB >kMpHUX KucIOT. I1ig yac 1poro nporecy
eTepudikauii iHTakTHIHA OyaecoHiA, 0 BOIOAIE HOMiIPHOIO
utino(inbHICTIO, MePEeTBOPIOETECA HAa BUCOKOJINOMiNbHUN
Gyneconin-onear. ByaecoHin-onear, mo He Bonogie
BHMIPIOBAHOIO INTIOKOKOPTUKOITHOKO aKTHBHICTIO, MOXeE
MmiZu1aBaTHCs TiAPOIi3y Mil Ai€r0 BHYTPiUIHbOKIIITHHHOT
ninazu 3 BUBIIBHEHHAM Oyzaeconiny. Lle# mponec
eTepu(diKaLlii/riaponisy 3aeXXKHUTh Bifl KOHLIEHTpaLii
Gyneconimy (Tunek et al 1997; Miller-Larsson et al 1998;
Wieslander et al 1998a; 8§50-RD-0360).

OcTtaHHI AaH] 10e pa3 HAroJOCHIH Ha BaXKJTHBOCTI LIEOTO
MEXaHI3MY UIs CeJIeKTUBHOCTI OyJIECOHIY B IMXATBHHX
wiaxax (Miller-Larsson et al 1998; Jendbro 2001). JuxanbHi
LITAXH, OCOOJIMBO Tpaxesl, MalOTh BUCOKY 34aTHICTh
YTBOPIOBATH Ta HAKONM4yBaTH OynecoHig-oneat. OCKibKY B
abCcooTHOMY BUPaKE€HHI BHYTPIIIHBOKIITUHHUX CKIAJHAX
ehipis HebGararo, iX MofaIblIe BUBLUILHEHHS YHHHUTD JIHLIE
HE3HAaYHHI1 BIUTMB Ha piBeHb GyAecoHixy B riasmi. Takum
YUHOM, eTepudiKallis CHOpUATHME ITiIBULIIEHHIO
CeneKTHBHOCTI Oy/IeCOHIAY B JUXATIbHUX LIUIAXAX i JIETCHIX Y
MOPIBHAHHI 3 TKAHWHAMM, TAKUMHU AK M’ 513U, & TAKOXK
CTIpUATHME BCTAHOBJICHHS CIIPHSATIIMBOTO CITiBBiTHOIIEHHS
KOpHCTh/pH3HK 14 OyaecoHiay B nopiBHAHHI 3 iHmMMH 'K,
110 He yTBOpATh Taki edipu (Skoner 2003).




2) BropuHHa ¢papMakoguHaMiKa.

V pocipkeHHAX TOKCHKOJIOTiT Ha TBapUHaX MpH
3aCTOCYBaHHI BUCOKHX J03 OyecoHiay, fK i iHIIMX
rTIFOKOKOPTHKOIAIB, 6y10 MPOIEMOHCTPOBAHO TaKi eeKTH,
1K YTIOBUJTBHEHHS POCTY Ta 3HIDKEHHS IPUPOCTY MacH TiJa,
IHAYKLis NPUrHiYeHHs HaJHUPKOBHUX 3a1103 abo
BUCHRKEHHS JTIMGOIIHOT TKaHUHH. Y MUILEH 3AaTHICTD
OyzieCOHIy MPU3BOIUTH IO YNOBIJIBHEHHS POCTY,
IMEHLIEHHS! MacH HaTHUPKOBUX 3aJ103 Ta TUMYCa, a TAKOXK
KiTbKOCTI JefikonuTiB Oyna ananoriudoro takiit y BT
(850-RD-0041). IToBTopHE BBeieHH: OyHeCOHiAY Iypam
ics oBapieKTOMil He CIIPHYMHMWIO recTareHONOAIOHUX Ta
yrepotpogiunux edektis (850-RD-0007, Tunek et al 1997).
By/iecoHil He BIUTMBAB Ha po3ciabimoody it Teodiliny
Ha OponxocnasM. Y LioMy OynecoHia Bononis
MOTY)KHILIOK MiCLIEBOIO NMPOTU3ANAIBHOIO Ji€l0 Ta
c1a0II0I0 CHCTEMHOIO i€10, BKIIOYHO 3 IPUIHIYEHHAM
aKTHBHOCTI rinodisa Ta HaQHUPKOBMX 3aJ103, Y MOPIiBHSAHHI 3
iHluMu ctepoinamu, Hanpukaag BT

3) dapmakosioria Oe3neku.

ICeplieBo-cyauHHa CUCTEMA

BymecoHin He BIUTMBaB Ha apTepiaJIbHUN TUCK, YACTOTY
cepuieBux ckopouens abo EKI miciis ogHopasoBoro
BHYTPIiLIHEOBEHHOTO BBEICHHS H03H A0 125 MKI/KT y
uypis. BynecoHin (2 MKMOJIB/JT) TaKOX He BIUIMBAaB Ha
{HOTPOTIHI Ta XpOHOTPONHI eeKTH Ha BYILIKa IIepelcepab,
{10 CIIOHTAHHO CKOPOYYIOTHCS MOPCHKUX CBHHOK (850-RD-
0008).

JluxanbHa cucTeMa

OnHOKpaTHA BHYTPIilUHBOBEHHA iH €Ki < 88 MKr/kr
OyoecoHiay He BIUIMBAJIA Ha OIip JISTEHEBUX CYAUH abo
roaaTIMBicTh JiereHs (§50-RD-0008).

Hupkosa cucrema

bynecoHia He 3MeHIIyBaB CeKpellilo HaTpito Ta 06’ eM cedi y
L[ypiB MiCJis COIBOBOTO Ta BOJHOTO HABAHTXKECHHA Ta
anpeHonekromizoranux mypis (850-RD-0009). Takum
4HUHOM, OyZIeCOHIZl He BOJIOJIi€ MiHEPATIOKOPTHUKOITHOIO
aKTUBHICTIO. SIK 1 iHIIII MTFOKOKOPTHKOIAH, OynecoHin
MOCKITIOE CEKPeNilo Kailo Ta BogHUH Aiypes (850-RD-
0009).

[lenTpansha Hepeoea cuctema (LIHC)

[Ipx BHYTpiLIHLOOYEPEBUHHOMY BBeAeHHI 1034 40 MI/KT y
MHILIEH, 110 3HAXOAMINCH Y CTaHi CBiIoMOCTi, OyAecoHi He
BIIMBAB Ha IlapaMeTpH, 1O BiXoOpaxkaloTh aKTHBHICTb
L[HC i BereTaTHBHOT HEPBOBOI CHCTeMH, QYHKIIIO
cKeneTHUX M’a3iB i 6onboBi peaxuii (850-RD-0081).

4) ®apmakoarHaMivHi B3aeMOAIl

Byneconin He B3aeEMOisB i3 OpOHXOpeTaKCaHTHUMH
BJIACTHBOCTAMM i301peHaniny in vitro (850-RD-0031) abo
in vivo (850-RD-0008). Ilonepenne 3acTrocyBaHHS
OymecoHiay He BIUIMBAJIO Ha BUKIMKaHI TepOyTaliHOM
ckopo4eHHs ckeneTHHX M’a3iB (850-RD-0035) i ne
3MIHEOBAJIO P03¢/1abiTioI0u0i aKTUBHOCTI TeodiniHy Ha
rnaneHsKi M’a3u auxanbHuX uuiaxie (850-RD-0053). 3
METOI IMITaL] JTIKyBaHHA FOCTPOTrO MPUCTYIy aCTMH, Ha
MHILAX BUBUABCS NOTEeHLiHHMI edekT OynecoHiny (2 Mr/xr,
epopalibHO) Ha BHYTPIITHBOBEHHY TOKCHYHICTh arOHICTY
repOyTaniny-f2, HopaapeHaniny (o- Ta B-aroxicT) i
reodininy (850-RD-0036). He Gyno BigsHaueHo B3aeMoxil
ioa0 LDso TepOyTaniny Ta Teodininy, ane 6y1o BUABIECHO
Hesnayne 36inpwenHa LDso HopaapeHaniHy.




3. ®apmMakoKiHeTHKA

1) AHaniTHYHI METOJMKY Ta 3BITH LIOAO iX
BaJTigaLii.

Byaeconin aHalli3yBaBcs 3 BHKOPUCTAHHAM BaTiJOBaHHX
METO/1iB, 3aCHOBaHUX Ha piAMHHIN XpoMarorpadil B
NOENHAHHI 3 TAHIEMHOIO Mac-crieKTpoMeTpieto. Mesxa
KiIbKiCHOrO Bu3HaueHHs ctaHoBwia (0,025 HMouk/n IpH
06°eMi po6u 1 M. HiokHe Mexka KiJTbKiCHOrO BU3HA4eHHS
(LLOQ) 6ynmecoHiny BBa>kaeThCs NPUIAATHOIO 1T LUTeH
BHMIpPIOBAHHS CHCTEMHOIO BIUIMBY Ha TBAapHH i JIIOJMHY.

Inransuiiini 1034 B 3BiTax 6yNo po3paxoBaHO Ha OCHOBI
KOHUEHTpALii y BIMXyBaHOMY MOBITPi Ta XBWIMHHOIO

06’ eMy auXaHHA (CKOPUrOBaHMX BiAMOBIOHO TO MacH Tina).
OTpuMaHi TaKMM YHHOM 3HAYEHHS BiOOPaskaloTh TIIBKM
npuOIM3HY OLIHKY «iCTHHHOT 1034, 1O BAMXAIACs
TBApUHAMH.

2) BcMokTyBaHHS.

BCMOKTYBaHHS Ta CUCTEMHA TOCTYTIHICTE OyAECOHINY
BHBYAINCA B Pi3HUX BUAIB TBapUH (MMILI, 1IypH, cobaKH,
KpoJti, MaKaKH) Miciisl pisHUX criocobiB 3aCTOCyBaHHA
(mepopanbHuil, iHranAiHaKMHA, NiAWKipHAN 1 peKTaNbHKI).

BemokTyBanHs OyecoHiy y umypiB micis iHranauii abo
iHTpaTpaxeanbHoi (i/T) iHCTHIALIT 6yJ10 IIBUAKKM;
MaKCHMa/bHa KOHIEHTpALlis B [U1a3Mi crocTepiranacs B
MOMEHT MEepLIOro B3ATTA NpobH, yepe3 5 XB micias
3acTocyBaHHs, BiooCTyNHICTh CTaHOBWIAa TPUOIH3HO

50 % micns inransauii nopouky (850-RD-0390) i
konusanacs Big 42 % no 148 % micns /T iHcTHIALII.
3uauenHs 148 % morno 6yTH OB’ 13aHUM 3 JTiIKapCHKOIO
B3aeMoJli€lo OyaecoHiny Ta meHToOapbiTary, aHecTeTHKA,
BMKOPHMCTaHOTO B JIOCIiUKEHHI. B excrepiMenTi 3
i30150BaHNM TTepdy3iHHUM NOIHKOKEHHAM JIETEHDb Y
ugypis 45 % BBeJieHOT 1031 Oy 1eCOHIly BCMOKTYBAIOCH
IIBUAKO, poTsroM 30 XBUIIMH, y ToM 4ac sk iHIIa ¢pakuis
BCMOKTYBA/I0Cs TIOBIJIbHILIE B JIETeHeBUil KPOBOOOIr, 10
BKa3ye Ha Te, 1110 YaCTHHA O3 3aJIHMIINIACS B JIETCHEBHX
TKaHMHaX i 3BiTH MOBITBHO BUBLIBHSIIACA B KPOBOOGIT
(Ryrfeldt et al 1989; 850-RD-0266).

V cobak BCMOKTYBaHHs TaKoX OyJ0 IIBUIKHM Iic/s
IHTaJIsALIT CYXOro MOPOIIKOBOrO aepo30iko abo CycneHsii 3a
inonomoroio Hebynaiizepa. MakcumanbHa KOHIEHTpaLlis B
rasMi Cmax, sk npaBuiio, gocsAraiacs nNpoTsaroM 15 xs,
rofTo B MEPLIMX ABOX TOYKax Binbopy npob. CucteMHa
IOCTYNHICTE OyNa iJeHTUYHOIO 11 ABOX JIKapChKUX GOpM
'Ta KoJHBasacs Big 56 % mo 60 % (850-RD-0376; 850-RD-
0402).

[Tepopanbta 6100CTYNHICTh 6yAECOHIMY € NOCHTD
BrcoKow0 y MHuLei (35 %) i mypis (Bix 22 mo 32 %), Ta
k4010 y cobak (Bim 12,7 no 18,6 %) i makaxk (Bin 1,9 no
2,1 %) (850 RD-0428; 850-RD-0158; 850-RD-0161; 850-
RD-0059/2; 850-RD-0330).

Ony6nikOBaHMX JaHUX OA0 61010CTyMHOCTI
rIoKoKopTHKoiAie Hebararo. [Ticia nepopansHOro
3aCTOCYBaHHS QUIYHI30Jiy, iHILIOTO [NIIOKOKOPTHKOIAY,
MOBiZOMJISLIOCS TTPO BUCOKY GiomocTymnHicTh (6inbi 50 %)
y 11ypiB, muneii Ta cobak (Chu et al 1979). TlepopaiisHa
GiogoctynHicTs GuyHizomigy Gyna 3HAYHO HIKIOIO Y
Makak-pesycie i sBaHCBKMX Makak Cynomolgus (MeHe

5 %), WO Y3roKYEThCS 3 pe3yJIbTaTaMH AJis OyaecoHiny.

1{i maHi MOKa3ylOTh, 11O ICHYIOTH BEJIMKI MIXKBHIOBI




[JIFOKOKOPTHKOIIB.

BiIMIHHOCTI B nepopaipHiii 6iogocTynHoCTi (

3) Poznopin.

3B’ a3yBaHHa Oy/1ecoHiqy 3 GiNkaMy M1a3MH CTaHOBHTE
npubnusHo 92 % y wypis ta >85 % y muiuel, cobax i
mroavby (850-RD-0349). 38’ sa3yBanHs 3 GinkaMu
OyeCOHIy aHAJIOTYHO 3B’ A3yBaHHIO 3 GiIKaMM 1HIIHX
CHMHTETHYHHX IIFOKOKOPTHUKOIIB.

3HAaYHMIT PO3MOLLT Y TKAHHHAX Ta HU3BKUM PO3NOALN Y
LeHTpaJIBHIl HepBOBIH CHCTEMI criocTepiraaucs B
apTOpagiorpadiuHKuX TOCHiKEHHAX BCOTO OpPraHi3My NMpu
3acTocyBanHi 3H-GynecoHimy B MuLIeii micns B/B BBEJCHHA
(Andersson et al 1986; 850-RD-0002) ta y uypis micis i/t
iHcTHauii (850-TO-0137; 850-P/1-0367). PagioakTHBHICTE
TakoX OyJa BUsBJIEHAY U101 Ta B IUIALICHT] BariTHUX
TBapUH.

06’em posnoainy (Vp, JI/Kr) micns B/B BBeJSHHS CTAHOBHB
npubnusuo 20,3 y mumiei, Bix 4,8 no 9,2 y mypis, Big 4,7
o 6,9 y cobak Ta 2,8 n/kr y Makax.

4) MeTtabomizM.

Merta6onism 6ynecoHiny BUBYaBCH 5K in Vitro, TaK i in vivo
y pi3sHUX BUIB TBapHH, BKJIIOUHO 3 JIIOAUHOK. byso
BHABJICHO JIOCTATHIO KOPENALIIO MK pe3ysIbTaTaMH
nociikeHb MeTabomi3My in Vitro Ta in vivo, 1| MK PisHUMH
6i0JOriYHUMH BHAAMH € JIHILIE HEBEHKI AKICHI BiIMiHHOCTI
B MeTaboJiuyHKX HuIsixax OyaecoHiny.

BynecoHig B 0CHOBHOMY MeTa0oMi3yeThes B NEYiHII 10
monspHUX MeTabosiTiB. OHaK HE MOXKHA BUKIIIOYATH
no3anediHkoBUi MeTaboi3M y cIu30Biil 060moHLi
KMIIEYHMKA. 33 BUHATKOM KOH torauii 3 cysbhaTroM
(Meloche et al 2002; Pacifici et al 1994), y nerensx He
BUSIBJIEHO MeTab0J1i3My MONIpHUX MeTaboiTiB (Andersson
and Ryrfeldt 1984). [TonspHi MeTaGoiTH BUBOAATECA i3
Ceyero Ta XKOBUIO B MPOMOPLIAX, IKi pO3pi3HAIOTECS B
pi3HKX 610JOriYHUX BUAIB.

[IBuakicTs MeTabonismMy OynecoHiny B nmediHIi MULIEH Ta
moauuy 0yna ogHaxoBoro (Andersson et al 1982); He
crnioctepiraiocs cTifikux crareBux BiaMiHHocTeH (850-RD-
0139; 850-RD-0144). ¥ mypis uei nokasHux 6ys
npubIM3HO YABIYi MEHIIWM, HDK y MHUILEH i IoaeH; Takoxk
MoxasHUK MeTaboJ1i3My B neviHIi caM1iB € B 4-8 pa3ip
BHMLIMM, HiX y camuip (850-RD-0138; Andersson et al
1982).

[Isuakocti 6ioTpaHcdopmallil KOKHOTO 3 IBOX €IliMepiB
Oymeconiny (22 R i 22S) Takox BuBuamucs. Y MediHIi
muiueit enimep 22R Tpancdopmysaecs B 5—6 pasiB
IIBHLIE, & B IEYiHLi JTFOAWHHU NMPUOIM3HO B (Ba pa3H
mBHALIE, HDK ermiMep 22S. YV mediHLi mypiB Takux
BUP)XEHUK BIIMIHHOCTEH y IIBUIKOCTI MeTabonisMy He
suaBieHO (Andersson et al 1982; 850-RD-0139; 850-RD-
0144).

OCHOBHI HIIAXHM MeTaboiuHOl iHaKTHBaLlil OyIecoHiny B
MeYiHIi BKIIOYAIOTh PeaKLil I JpOKCHIFOBAHHS B O3HLIAX
C22, C23 i C6 (Edsbécker et al 1983; 850-RD-0173;
Edsbicker et al 1987a). INigpokcumoBans B nosuuii C22 €
CTepeoceIeKTUBHIM, OCKIIBKH B HhOMY Oepe yuacTh TiIbKH
enimep 22R. V pesynsrarti C22-ripoKCIUTIOBaHHS

YTBOPIOEThCSA 160-TiAPOKCHITPEIHIZ0I0HY Y€epes
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npomikHuUii edip GyTupatHoi kucaotu (850-RD-0156; 850¢
RD-0162; Edsbicker et al 1987b). Takum uunom, 16a, 170-
alieTalibHa rpymna OyaecoHiny BiAIIeITIoeThCs Bif
MOJIEKYJIH K OyTHpaTHa KHCIOoTa. Y pe3ysbTarTi
rigpokcumoBanns B no3uuii C23 yTBoproeTbes 23-
rigpokcubyaeconiny. Lei mniax nepeBaxHo XapaKTepHHiA
nyis 22S-enimepy Gyneconiny. ¥V pesynbrtari
rizpokcuoBadss B nosuuii C6 yTeoproeTscs 6f-
rigpokcuOyaecoHiny; uei LTIX XapaKTepHHit JUIs 00HaBOX
eriiMepis OynecoHiny. IHmmit nutax, skuif Moxxe 6yTH

[OB’ A3aHUI 3 TiIPOKCHWIIOBAaHHAM Y no3uuii C6, — e
yTBopents 6,7-nerinpobyneconiny. Ha noparok ao peaxitiii
ripOKCHIIOBAaHHS OYIECOHI] TaKOX MOXKe
BiZIHOB/IIOBATUCA B A-KUJTBLI B MEHiHII Ta KOH IOTYBaTHCA 3
cynbdarom y 21-nozuwii. OgHak ocTaHHIHA MeTaboiHIA
11JISIX BBOKAETHCA IPYTOPSIAHUM.

[igpokcunioBants 6yneconiny B nosunisx C22 ta C6é
katanizyerbes depmentamu CYP 3A B mikpocomax
neuinky moauHH (850-RD-0320; Jonsson et al 1995). Ie
Gyn0 NpoAEMOHCTPOBAHO 3a AOTIOMOrOK0 crieHbivHIX
inriditopis P450 i aHTUTIN, a TaKOXK KOpeNsALiHHOro
anasizy MeTabosi3My 3 pi3HOIO akTHUBHICTIO Mapkepa P450.
MoBipHo, WO rinpokcHToBaHHA B mosuwii C23 Takox
karanizyerscs pepmenramu CYP3A.

Bionoriune yTBOpeHH in vitro 21-anpperiais 6yaecoHiny
Ta KOPTH30JTy GY/I0 TIPOIEeMOHCTPOBAHO Y JIFOJMHH, IIYPiB
ra mutueii (SC-104766-1). 21-anpaerin OyaecoHiny i
KOPTH30J1 yTBOPIOBAIUCA B MiKpocoMax IeYiHKH, a 21-
anbzierin 6yIeCOHIAY TaKOXK YTBOPIOETHCS B MITOXOHPIAX
neyiHkH, ajge i MeTaGoiudi LUIAXY MEHII MOMITHI, HiX
[igui kriTHHHI MeTaGoniyni msaxu. Mera6ormism 21-
anperinis 6yaecoHify Ta KOPTU3011y B UKTOIUIA3Mi OyB
meuakum. Li pe3ynsTaTy in vitro BKa3yloTh Ha Te, 110
30AaTHICTE yoyBaTH 2 1-anbaeriay cTepoiniB GepMEHTHUMH
cHCTeMaMH MeUYiHKH, HMOBIpHO, Oy/ie BUCOKOI0, AKIIO TaKi
CIOJTIYKH BBOJATHCS ab0 YTBOPIOIOTECS Gi0JIOriYHHM
nuisxoM in vivo. O6opot 21-aneaeriny 6ynecoHiny B
TKAHWHAX TIeYiHKH JIOJUHH, PO3paxoBaHUil Ha OCHOBI
3HayeHb BHYTPILIHBOTO KJIipeHCY, CBIIUUTH MPO LIBHAALIE
RHUKHEHH#, HDK YTBOPEHHS 3 OyIecoHiny.

VHiKaabHA BIACTUBICTH Oy/€COHIAY MOMsTae B TOMY, L0 3a
HasBHOCTi afeHo3uH-5’-Tpudocdary (ATD) ta
kodepMeHTy A BiH MOXe niZiaBaTHCs 060pOTHIH
KOHforanii 3 >)KUPHUMH KHUCIIOTaMH B JIETSHAX/ IUXaTbHAX
magxax i, iMoBipHO, TakoxX y 6araTboX iHIIMX TKAHUHAX
(850-RD-0359; Tunek et al 1997).

Omear 6yneconiny (R = C17H33), nagsmitat

(R = C15H31), ninonat (R = C17H31), nanemironear

(R =C15H29) i apaxigonat (R = C19H31) 6ynu
inentudikosani Kk ninodineHi MeTaboiTH GyAECOHITY B
MiKkpocomax JiereHb Ta nedinky jonunu (850 RD-0359;
Tunek et al 1997). 3aranom, rIFOKOKOPTHKOIAH,
erepuikosani XXUPHUMH KucsiotaMu B nosuuii C21, maioTs)
MiHiMaJIbHYy CIIOPiXHEHICTh i3 IIFIOKOKOPTUKOIAHUM
pelienTopom, SAKLIo BoHa B3araii € (Wiirthwein et al 1992).
Kon’'torati 6yIecoHiy 3 XKUPHUMH KHCIIOTaMH € YK€
NinoguIbHAMH CIOIYKaMH, Ta AOCTIAYKEHHS [I0Ka3yI0Th,

1110 BOHHM nepe0yBatoTh B KIITUHAX, ¢ BOHH YTBOPHOKTECS
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(850-RD-0360/2). OnHak Gyno noka3aHo, 10 KOH ForaTtd £\
PKMPHUX KHMCJIOT OYAECOHILY MOXKYTh Ni/IaBaTUCh
rigpoinizy (Tunek et al 1997; 850-RD-0359; 850-RD-
0360/2). TakuM YHHOM, peakxilisi € 3BOPOTHOIO, Ta
aKTHBHICTE OYIE€COHIAY BiIHOBIIIOETHCS il Ji€I0 JdiMas.
JTinodineHi MeTabonmiTH MOXKHA pO3IIAAaTH AK
BHYTPIIIHbOKIITUHHUH ITyJ1 HEaKTHBHOTO Oy[ecoHiay, aje
3 BiZIHOBJIIOBAHOIO aKTHBHICTIO OynecoHiny (Jendbro 2001).
Mo3K/IMBO, Le CIIPUAE TPUBAJIOMY aHTHACTMAaTUYHOMY
edekTy, L0 cnocTepiracTbes y JoeH, ki 3aCTOCOBYIOTh
OyaecoHi .

S) Bueenenns.

BuBeneHHs 3 KanoM Oyila NepeBaXkatoyuM HITIXOM
BUBEIEHHS Pa/li0aKTUBHOCTI SIK y IIYpiB, TaK i B cobak
micJisA pisHKUX crnoco6iB 3actocyBanHa 3H-OynecoHiny, 1o
BKa3y€ Ha BUCOKHIA CTYIIiHb BUBEJCHHS 3 XKOBYIO. Y KpOJIiB
i3 Ceuero Ta KAIOM BUBOJWIACS NMPUOIU3HO PiBHI KiIBKICTH
panioakTuBHOCTI. EXCIepUMeHTH Ha Iypax i3 )KOBYHUMH
Hopuismu (850-RD-0006) ta izoneoBaHo nepdopalieo
nedinkd (850-RD-0064) niaTBepAUIN BUCOKHHA CTYIiHb
BMBEICHHs OyecoHiLy 3 )koBUI0. V 3pa3kax cedi Ta XKOBYi
He GyJ10 BUABJICHO He3MiHeHui OynecoHin. Lle cBiT4nTh
Mpo BUCOKHMIi cTyNiHb GioTpaHchopMalil 6yaecoHiny.
[Ticns HasanpHOT IHCTUIIALIT Y JIFOAMHH OCHOBHUM LIJIAXOM
BuBeneHHs OyB yepes ceuy (850-CR-6003).

6) dapMakoKiHETHUHI B3aeMOZIT (HOKTiHiYHi).

OcHOBHI MeTab0JIiTH, IKi YTBOPIOIOTECS 3 Oy/IecOHITY B
MIKpOCOMax Ne4iHKY JIIOAMHY, OyiM ifeHTHdIKOBaHI IK
16a-rigpoxcunpenuizonoH ta 6B-rinpoxcubyneconia. Li
MeTaboJTiTH YTBOPIOIOTHCA 32 JOTIOMOTro0 (GepMEHTHOL
cuctemu uuroxpomy P450 (CYP), ta Gynu inentudikopaHi
ak i30¢opmu, BinnoBinansHi 3a Metaborism (850-RD-0320;
Jonsson et al 1995). Pesynprat MoKa3yloTh, WO YTBOPEHHA
3 Oy/ZIeCOHiAY OCHOBHHMX MeTaboiTiB, 160-
rizpokcHUnpeHizonoHy Ta 6B-rifpokcHOyAecoHIny,
Katanizyerbes izodepmentamu nigpoaunu CYP3A.

SIK MpaBuUiIo, Yepes BUCOKY aKTUBHICT OyaecoHiy A03H,
(110 3aCTOCOBYIOTECS HPH JIIKYBaHHI aCTMH Ta PUHITY, €
ny>ke Hu3bkumi (Big 0,1 g0 1,6 Mr) B MOpPiBHSAHHI 3
OinpLIicTIO iHILIKMX Aikapchbkux 3aco0iB. Lle o3Hauae, mo
3IaTHICTH OyJeCOHIY YMOBIIHHIOBATH BUBEJSHHS IHIINX
CYP3A-cyGeTpaTHHX NpenapaTiB LUIIXOM KOHKYPEHTHOTO
raJbMyBaHHS € 00MEXKEHOIO.

7) Tnmi $papMakoKiHeTHUHI DOCHTiPKEHHS

He 3acTocoByeTbCs.

4. TokcHKOJIOTIA

Tokcukonorist GyAecoHiy BUBYAIacs B AOCIiKEHHAX TOKCUYHOCTI 32 OJHOPA30BOr0 Ta IIOBTOPHUX
BBEJICHb, JOC/Ti/UKEHHSX PENPOAYKTUBHOI TOKCHYHOCT], FTEHOTOKCHYHOCTI Ta KaHlleporeHHocTi. Takox Oyito
MPOBEEHO JAOCTiKEHHS Ha CTaTeBOHE3PIIHX TBapHHAaX. JJOC/iIKEHHS TOKCHYHOCT] 3@ IIOBTOPHUX BBECHD
MpOBOAMIKCA Ha ASKUIBKOX BHAax (MHUIII, UTypH, Kpoli, CobaKH Ta Makaky) i3 BAKOPUCTAHHAM
NepopanbHOro, MiAUIKIPHOTo, HALIKIPHOTO Ta iHranALiiHOro crnoco6is 3aCTOCYBaHHs MPOTAroM 1o 12
micsis. [TapaMeTpy ONOPHUX KIIHIMHKX ROCIiKEHb TOKCUKOJOTIT BiINOBAAI0TE raly3eBUM CTaHAapTaM.

1) TokcHYHICTD Y pa3i OHOPA30BOro BBEAECHHA

TokcnunicTs OyIECOHITY TIPH OTHOPa30BOMY BEZICHHI €
AHAJIOrYHOKO TaKili TOKCHYHOCTI {HIIMX CHIIBHOAIIOYKX
FIIIOKOKOPTHKOI/IB, TAKMX K GEKIOMETa30Hy JUMIIPOIIOHAT
i QpiryounHosnoHy aneroHiny. 3HadeHHs LDso micas
IHrajisiLlifHOro BIUTUBY € HIDKYHMHU, Hi3K IIPH NEPOPAILHOMY
3aCTOCYBaHHI.

LDso 3a pisHux cnioco6iB 3acTOCYBaHHA B Pi3HUX BUIIB

Oymna TaKoro:




Mumi  >100 mr/kr, >800 Mr/kT, 36-100 mr/kr, /:)J?

iHranauiiso, MepopaibHo, niqWKipHo,
[lUypsn >68 Mmr/kr, =400 mr/xr, 15 mr/kr,
iHransuiixo, MEPOPAIEHO, i JIKipHO,
Cobaku > 1 mr/kr, He H3
iHranauiityo, 3aCTOCOBYETBCA.

HJI — Hemae naHux.

Y mumieid npu niamkipHomy (/1) BBeaeHHi LDso €
HIDKYOI0 MU 3acTocyBaHHi R-enimepy Gyneconiny (sig 32
no 64 mr/kr); Hix 3 S-emimMepy (250 mr/kr).

(JTocnimxenns - T2897; 850-RD-0221; T1571; T1882;
T2896; 850-21-D29; T1881; T2892).

2) TOKCHYHICTB Y pa3i NOBTOPHHX BBEJIEHB JTocnipkeHH:A TOKCHYHOCTI IIPH NOBTOPHUX BBEJICHHAX HA
Lypax
JlocnimkeHns iHraissiiHOro 3aCTOCYBaHHA

V 14-neHHOMY OOCIIIPKEHHI 3 METOKO BU3HAYEHHA
ONTUMATLHOI 1031 MOPOUIKOBOT cyMimti OyaecoHimy 3
naxto3oto (T3260) inransauiiiyi no3u cranosw 0,54, 4,4
ra 49 MKr/Kr/mo0a. 3HWKEHHS IPUPOCTY MacH Tija Ta
3MEHLLIEHHS CIIOXKMBaHHS DKi Bii3Ha4YaIocs npy 103i

49 MKr/Kr/mo6a. 3MeHIlIeHHA MacH THMYcCa Bi3HayaJlocs B
YCiX CaMIiB i cCaMHLb, IKi OTPUMYBaJIM BUCOKi J03H. Y
OIHOMICAYHOMY JOCI{JDKEHHI MOPOLIKOBOT CyMilii
Oyneconimy 3 nakro3oto (T3289) inransuiiini 1031
cranosuiu 0,28, 3,3 ta 43 mMxr/kr/moGa. BynecoHia meuako
BCMOKTYBaBcs Ta gocsraB Cmax 0,23—0,4 rox micns
BBejleHHs. Bruine 6yB no303ae:xHUM, 6e3 ypaXyBaHHA
Hakomu4enHs abo reHaepHUx BiamiHHOCcTel. AUC
cranosuia 1,4 ta 15 uMone x roa/n npu nosax 3,3 i

43 Mxr/kr/moba signmosinHo. ImokokopTHkoinHi edexTH
criocTepiranics TUIbKK npy 1031 43 MKr/kr/noba, 10 HUX
HaNeKaad 3HHKEHHs! IPUPOCTY MacH Tijla, He3HaYHe
MiABMINEHHs KOHIEHTPAaLil reMorao0iHy Ta 3MeHIIEHH
macu Tumyca. Ilicas oqHoro micsi BigMiHU npenapaTty BCi
napameTpi MOBEPHYJIUCS 10 KOHTPOJIbHHX 3HAUEHb.
Cepennsi 103a, 3,3 MKI/kr/noba, € 03010 Ipenapary, npu
sKiii He criocTepiraroTbes mobiuni seuma (NOAEL).

V 3-MiCAYHOMY JOCHIKEHHI 3 a€PO30JIEHUM A03YIOUUM
iHransTopoMm 3 XJI0pGTOPBYIIIEBOAHEBUM CKJIAOM
3aCTOCOBYBAH IHrasALikHI qo3u 29, 105 Ta

428 mxr/kr/no6a (T841). I'mrokokopTHKOINHI epeKTH
BKJTIOYAJIH BUMAJAHHA BONIOCCS, SMEHILIEHHS CIIOKHMBaHHS
i Ta 361bLICHAS MacH Tia abo BTpaTy MacH Tina,
3MEHIIEHHS KiNbKOCTI IIMGOLHUTIB 1 JIEHKOLUTIB,
MiABMILEHHA KUIBKOCTI HeTpodisiB Ta HeBeNMHKe
TUMYACOBE MiABUIECHHS PiBHIB CEYOBUHH Ta
acniapraramiHoTpancdepasu (ACT), mo croctepiranocs B
OCHOBHOMY Y TBapHH, SIKi OTPUMYBaJIH cepeHIo abo
BUCOKY J103Y. 3MEHIIEHHS MacH TUMYca, MeYiHKH,
HAJHUPKOBHX 3aJ103 i CeNe3iHKH KOpeoBaio 3 aTpodicro
THUMYyCa Ta KOPTHKATBHUX TKaHHH HaJHHPKOBHX 3a/103 i
3MEHLIEHHAM KiJIbKOCTI Maiiux JiMQoUHUTIB B celesiH,
niMgpaTaHux By3nax i Tumyci. Takox y camuip
BiI3HAYABCA ALMHAPHUI PO3BUTOK TKAHHH MOJIOYHOI
3aJ1031 3 HEBEJIMKOIO KiIbKicTIO cexpeTy. [Top’sa3aHuX 3
TiKyBaHHAM 3MiH YJIBTPacCTPYKTYPH TKaHWHHU JIereHs abo
AKTUBHOCTI LTiapHOT cCHCTEeMH Tpaxei He Bil3Ha49eHo.




INOEL e 6y1n0 ineHTH}iKOBaHO, OCKIJIBKH
TIIIOKOKOPTHKOIAHI e(heKTH crocTepiraaucs npu Beix J03ax.

YV 12-MicSYHOMY JOCTiAKEHHI 3 aepO30JIBHAM JO3YIOUYHUM
iHranATOpPOM 3 XJI0pGTOPBYIJIEBOAHEBUM CKIAI0M
3aCTOCOBYBA/IM IHraALiKHI 103H 6,5, 8,5 Ta 49 MKr/kr/no6a
(T1190). Edexry, 1110 CIIOCTEPIrarOThCs MEPEeBAKHO B TPYTIi
IBHCOKUX /103, OYJIH B LIJIOMY aHAJIOTIYHUMH eeKTaM, 110
criocTepiraloThes B 3-Micas4HOMY JocimpkeHHi. He
Big3Havanucsa epeKTH Ha MeXaHiKy JUXaHHS, ra3u Ta pH
KPOBi, XO4a IIBUJIKICTH MyKOI[HWJTIapHOTO TPaHCHIOPTY B
rpaxef, KIMOBIpHO, CBIAYMTH PO HE3HAYHE 301/bIIEHH
BHPOOHHLITBa cnu3y Yy 4onoBikiB. CepenHa no3a,

8,5 mkr/kr/noba, 6yna NOAEL.

Y 3-MicsHHOMY JOCHIKEHHI 3 aepO30JIEHUM A03YI0UHM
IHFAITOPOM 3 renTadTOpIpONIaHOBUM CKIIaAOM
racTocoByBaau jgo3u 1,1, 7,5 Ta 51 mMxr/kr/no6a (96199-01).
3MiHH, OB’ 3aHi 3 JIIKyBaHHAM, 110 OyJIM aHAJIOT1YHUMH
micas 1 Ta 3 MicauiB BBy, Oy/nM He3HAUHUMH Ta
Big3HavYanucs Jidile nmpy Ao3i 51 mkr/xr/no6a. Bonn
BKJIIOHAIH BUIAJaHHS BOJIOCCS HABKOJIO I'OJIOBH, a TAKOX
SHIJKEHHS MPHPOCTY MacH Tijia, 3SMEHIIEHHS CMIOXKMBaHHSA
K1, KUTbKOCTI NiM$ouTiB i Macu TuMyca. €IUHOIO
3HAXIAKOK MIKPOCKOMIYHMX JOCIiIKeHs Gyna aTpodis
1IKipy Ta 3MEHIIEHHs KiBKOCTi MTUO0KHX BOJMIOCAHHUX
(omikyniB y BCiX caMLiB, SKi IpUiiMaay BUCOKI 103H,
3aCTOCYBAaHHA AKUX NMPUIMHIIIH Yepe3 1 micsaus. Cepenns
nosa, 7,5 Mxr/kr/no6a, 6yna NOAEL.

ﬂOCJ’]iﬂ)KCHHﬂ NEPOPANIbHOTO 3aCTOCYBAHHA

Y opHOMICAYHOMY IOCIIDKEHH] TepopaabHOI TOKCHYHOCTI
uypam Beoqmu aosu 0,05, 0,5, 5,0 abo 50 mr/kr/moba
(T609). TsKKi epeKTH IIMIOKOKOPTUKOINIB criocTepiranycs
npu ao3ax 5,0 ta 50 Mr/kr/no6a i BKIIOYaIH pizke
3MEHLIEHHs MacH Tijla Ta CIIOXKHMBAHHS DKi, BUPa3Ky
UTYHKa, KHIIKOBY KPOBOTeUY, aTpodilo Ha{HUPKOBHUX
3an03 i niMdoinHoi TkaHuHK Ta cMepTh (25 % npu

5,0 mr/kr/no6a ta 100 % npu 50 mr/kr). o edekTis, o
criocTepiratorses npu gosax 0,05 ta 0,5 mr/kr/no6a,
HasIeXKanH 3MEHILIEHHS KiUTBKOCTI JIEMKOUMTIB i J1iM(OLUTIB,
atpodis TUMyca Ta HaJHUPKOBHX 3aJ103, a TAKOXK
36insmenns nponidepauii Ta cekpenii IPOTOK MOJIOYHHX
3a5103. 3aCTOCYBaHHS CIIOJIyKH NOPIiBHAHHA, TPiaMIIMHOJIOHY
aLleTOHIY, IO BBOAMIIACS B HO3i 5 MI/Kr (€KBiMOJNApHA, K i
o3a Oyaeconiny 5,0 mr/kr/no6a), npu3BoaMIIO 10
ananoriunux edektis. OgHaK TPIaMUMHOJIOHY alleTOHIN
MPU3BOAHB JO CepPHO3HIIIMX MOMIKO/KEHb IIUTYHKA, HiK
OynecoHin, i cnpuynHiIe cMepTs 83 % mypis 1o
zapepiueHHs gocikenHs. Ilokasnnk NOAEL ne
BH3HAYABCH.

JTocaimKeHHA NiALIKIPHOTO 3aCTOCYBaHHs

YV 2-TikueBomy pociimkeHHi (RR800447) B nozax 0,01,
0,1 Ta 1 Mr/kr/mo6a crocTepiranacs BTpaTa MacH Tija Ipu
no3i 1 Mr/kr/moGa ta 36inplIeHHs MacH Tisa nipu jo3ax 0,01
i 0,1 Mr/kr/no6a, a TakoK [0303a51€KHE 30LIBIIEHHS
rnapameTpiB epUTPOILY, PETHKYIOLUTONEHIT Ta
neitkoumTonenii (3 mMdouuToneHieo Ta 361IBIEHHIM
kinbkocTi HeliTpodinie). CHpoBaTKOBa aKTHBHICTh

i/

ananinamidotpancdepasm (AJIT) ta ACT nomitHo



UTOCITI[IDKEHHAX KOpetoBaia 3i 301JIbIIeHHAM
nepinoOynsIpHAX )KUPOBUX BiAKIAAEHb i BOTHHIIEBUM
Hekpo3oM neuinky. [Tos’s3aHe i3 3acTocyBaHHAM
Oy[ecoHiy 3MEHILIEeHHA MacH TUMYca, CeJIe3iHKH Ta
HaHUPHHKOBHX 3J103 KOPEJIIOBAJIO 3 BCTAHOBJICHOIO B
MiKpOCKOMIYHUX JOCHIIKEHHAX BXKKOIO aTPOdicro IMX
OpraHiB y TBapHH, SKi OTPUMYBaJIH BUCOKI JI03H.

YV KOHTpPOJIBHOMY JOCIIi/DKEHHI II/III BBE/IEHHS Yepes 4
ki (RR800448) nozu 6yneconiny 0,10, 1,0 i

10 mMxr/xr/moba cipH4MHAIN JTHIIE HEBEINKE SMECHIICHHSA
KiJIbKOCTi JIMGOLIMTIB Yy HOJIOBIKiIB Ta 3MEHIICHHS MacH
rumyca Ha 10 Mxr/kr/no6a. XXonHux 3MmiH, ineHTH}iKOBaHAX
y MiKpOCKOITIIYHHX JOCHiIKEHHSAX, He BiI3HauaIocs.

Ha 1mypax 6yso mpoBeAeHo JBa 6-MiCIYHUX AOCIIHKEHHS
ToKkcHuHOCTI. Y nepiuomy nociimpkerHi (T1233)
3aCTOCOBYBAINCH 103U 5, 20 Ta 80 Mxr/kr/noba, i B
pe3ybTaTi crocTepiranocs 10303aJ1eKHE 3HIKEeHHS
MPUPOCTY MACH TiNa, 301IbLIEHHS FeMaTOKPHTY,
KOHIIEHTpallil reMoryo0iHy Ta KiTBKOCTi €pUTPOLIUTIB, a
TAKOK BiA3HAYAIOCS 3HIDKEHHS 3arajlbHOI KiJIBKOCTI
nimounTis i netikouuntie. 3MiHY, 0 OyIH BUABICHI Y
MIKpPOCKOITIYHHX JAOCIIDKEHHX, BIUTIOYAIH JTiMPOIaHY
aTpodilo, maHauMHApPHY APiGHY BaKyOJIi3aLlilo reraToLMTiB i
poswKperHs MaTku. B iHmomy mnocnimkenHi (T1563)
sactocoByBani gosu 0,01, 0,1 Ta 5,0 mxr/kr/no6a, 1o
TMPH3BESIO JIMILIE IO HEBEJIUKOro 3HIKEHHsS MacH
HAaZHUPKOBMX 3a103. TakM YHHOM, IIPH 3aCTOCYBaHHI ¥
1ypis 103y 5 Mkr/kr/noba 6ymno miarsepmkeHo sk NOAEL,
a no3y 0,1 Mkr/kr/no6a 6yno inentudikoraHo sk NOAEL
1151 XPOHIUHMX MiJIIKIPHAX iHGEKLiH.

OCIiZKEHHS TOKCHYHOCTI MPH NOBTOPHUX BBEICHHAX HA
Kpoiax
JTocnimKeHHs MiIMKIpHOro Ta HaIIKipHOro 3aCTOCYBaHHS

[TinikipHe BBeAGHHS 403 Y po3paxyHKy 25 Ta 100 MKr Ha
KpoJisi OMH pa3 Ha 100y NPOTAroM OJIHOTO MicALd
NPH3BOIKIO 10 HE3HAYHHX 301bIIEHH MacH Ne4YiHKH Ta
SMEHIIEHHs MAacy HaJ(HUPKOBHX 3aJ103 MPH BUCOKHX 03aX i
1o303aekH01 arpodii HAZHUPKOBHUX 3aJ103, perpecii THMyca
Ta MiHiMaJIbHOT rinepruiasii eHnomerpito (T611).

'V KpoJtiB 3acTOCOBYBaHHS Ma3i 6yaecoHiTy miAKipHO B
no3i 100 mr Ha kpons npotsaroM 2 abo 6 micanis, Masi
0,025 % a6o 0,1 % y 2-micsariHOMY mocnimxenHi (T610) Ta
0,025 a6o 0,01 % y 6-micsunomy nociimkenHi (T799)
IPU3BOAMIIO JI0 JIETKOTO MOLIKOUKEHH NeqiHKH,
3OUTBLIIEHHA MacH Tija (caMIli) Ta HE3HAYHOrO 3MEHIIEHH
MacH HaJHUPKOBHX 3a103 (camui) y rpymi 0,1 % uepes 2
micsii. Yepes 6 micaLiB )koqHUX edeKTiB
rIFOKOKOPTHKOIIB HE Bi3Ha4asIoCh Hi B Ipymi Masi

0,025 %, Hi B rpyni ma3i 0,01 %.

OCTiZKEHHS TOKCHYHOCTI IIPU NOBTOPHMUX BBEIEHHAX Ha
cobakax
JTocatiKkeHH s iHrasaLiHHOro 3aCTOCYBaHHA

By/1ecoHi1 BBOJUITH 3 aepO30JIEHUM JI03YIOUYHM
iHraasToOpoM i3 XJIOPGTOPBYIJIEBOJHEBUM CKIAIOM Yy
HoMmiHanBHUX Ho3ax (200, 600 aGo 2000 mkr/cobaka/noba)
npoTarom 6 THXKHIB Ta 6 abo 12 micanis. V 6-TIKHEBOMY
nocnipkenni (T631) atpodis THMyca, TiMpaTHIHUX By3/TiB

30inbIyBasacs npu 103i 1 Mr/kr/moba Ta B MiKpOCKOMIHHKX|




T2 HaJHUPKOBHX 3aJ103 BiA3HAYAIUCS MIPU 1031 _,
2000 Mkr/cobaka/noba. V 6-micsunomy mocmimxenni (T775)
yepes 5 MICsLiB KiNBKICTh JISHKOLMTIB 3MEHIIHIACA B
cCaMMLb, SIKi OTPUMYBAJTH CEPETHIO Ta BUCOKY JI03H, &
KOHLIEHTPALlisl KOPTH30JIy B I1a3Mi 3HU3WJIACA B TPy 3
BHCOKOIO 03010, a TAKOXK B IPYII 3 CEPEHBOIO JO30IO0.

V rpymi, sika OTpUMyBaJla BUCOKY 03y, OyiIH Bif3HaueHi
KOpKOBa aTpodis HaIHUPKOBUX 3aJ103 Ta perpec TUMYca.

V 12-micsunomy pociimkenni (T1199) oxupinag Ta
asiorneLlisi CocTepiraikcs B rpyIi, AKa OTPUMYBaJIa BUCOKi
7103H, a B CAMHUIIb, AKi PHIMaIA BUCOKI 1034, He 6yno
o3Hak Tiukd. 3pyiueHHs B 6ik Buioi dbpaxuii Hefirpodinis
OyJ10 Big3HAYEHO B CaMMLIb, SIKi OTPUMYBAJI BUCOKI O3H, &
aKTHBHICTB y>kHOT docdaTazu (JI®) 36insiyBanacs Ak y
CaMiliB, TaK i y caMHIlpb, AKi IpuiMalid BUCOKi JO3H.
[Mpursivents GyHKUIT HAJHUPKOBHX 3aJ103 BiI3HAYAIIMCA B
yCiX JO30BHMX IPYITH, 0COOIMBO Ha TIXKHI 16.

[Tos’sg3aHa 3 JIiKyBaHHAM aTpodis HaAHHUPKOBHX 3aJ103 i
iniMm¢oinHuX OpraHie, MOYACTIMIAHHS BUNAIKIB JEPMATHTY
Ta ajoneiii BiA3HaYaJIuCh y Ipymax, aKi OTpuMyBaJld
Cepe/HIO Ta BUCOKY J03U. Y TBapHH, fKi OTPHMYBAJIH
BHCOKI 103M, TAKOX CIIOCTEPIralics O)KUPiHHS Ta HE3HAYHE
[iBUIIEHHA PiBHS TJIIKOreHy B NediHLi Ta, iIMOBipHO,
sHIKeHHA QYHKUIT se4HUKiIB. JKOIHOrO BIUIMBY Ha
NUXATBHI IUJIAXH He CIIOCTepiragocs B )KOJHOMY 3
nochiimxers. NOAEL He 6yno BU3Ha4eHO uepes
npurHiveHHs GyHKUii HaJHUPKOBHUX 3aJI03 TIPU BCiX PIBHAX
03H.

B ogHOMICSYHOMY IOCTikeHHI OyIecoHiny 3 aepo30JIbHUM
[103YIOYHMM IHTaJIITOPOM i3 XJI0pGTOPNPONaHOBHM CKIAIOM
(97119-01) cobaxu oTpumMyBaiu OyAecoHiA B iHTAIALIHHMX
nosax 10,3, 43,4 mxr/kr/no6a abo GynecoHin y cxiaai
aepo30JIbHOr0 JO3YIOUOTO iHraJIATOopa 3
X10p(hTOPBY/IELEBUM CKIIAZIOM B iHraIALiHHiH 1031

76,4 Mxr/xr/no6a. Jlo3o3anexHi epeKTH IIIIOKOKOPTHKOIAIB,
Taki AK 3HWKEHHS PUPOCTY MAcH Tilla, NpUrHiYeHHA
(yHKLiT HAAHUPKOBHUX 3aJ103, 301JIBIIICHHA MacH TEe4iHKH Ta
3MEHLIEHHs MAaCH TUMYCa Ta HaJJHHPKOBHX 3aJ103,
criocTepiranucs B ycix Tppox rpynax. Kpim Toro,
criocrepiranocs Ko303aiexkHe 301IbIIeHH] 4aCTOTH Ta
TAKKOCTI BIAKIAZEHHS [1IKOTeHY B renaTouuTax i aTpodis
KOpPH TUMYCa Ta HaJHUPKOBHX 3aJ103. ATpodis KaHaJIbLIiB
f€4OK CIIOCTepiranacs K y KOHTPOJIBHIH rpymi, TaK i B
rpyni 6yzecoHiy, Xxoua 1ie sBHile 6y/10 NOMUPEHIINM B
rpyni, sika npuiiMana xyuopdTopByrielieBHi ckian. Micuesa
TOKCH4HICTh aB0 MO pa3HeHHs JUXaIbHUX UIAXIB HE
BiA3HaYaIMCA.

HOCHi,ﬂ}KGHHﬂ NepopajibHOro 3aCTOCYBaHHA

V OIHOMICAYHOMY JOCTIDKeHH] TOKCUYHOCTI 32
nepopansHoro 3actocysanns (T617) 3acrocoByBaiv 103K
Oyneconimy 10, 100 i 1000 mkr/kr/no6a. Jlonatkosa rpyna
cobak oTpuMyBaia 6eKII0MeTa30Hy JUITPONioHAaT

(1000 mKkr/kr/no6a) ans nopiBHAHHA. [ JTIOKOKOPTUKOIAHI
edexr, sKi ciocTepiranucs Ak npu g03i 1000 Mxr/kr/go6a,
Tak 1 B KOHTPOJIBbHIM IpyIi, BKIIOYAIH aTpodilo
HAAHHUPKOBHX 327103 Ta JIM(OIIHOT TKAHKHH, HE3HAYH]
HKUPOBI BiflKIaieHHs B MioKap/i, 301IbIIEHH 3amaciB
rJIKOTeHy B MediHii Ta 30UIbIIeHHs NediHky. Y Ipymni
cepeiHbol 1031 Bii3HA4YANHCs TiIbKH aTpodist HAAHHPKOBHX




325103 | TUMyca Ta He3HauHe 30ibIeHHs nevinkd. Husbka |
nosa, 10 mxr/kr/mo6a, ctadosuna NOAEL.

JTocIiKeHHS TOKCHYHOCT] NPH MOBTOPHUX BBEJIEHHSAX HA
IMaKaKax
JlocaimKeH s IepOopaIbHOTO 3aCTOCYBaHHSA

Ipa MOCHiPKEHHS MepopaIbHOT TOKCHYHOCTI Ha MaKaKax
Gysu poBezieHi 3 GyAecoHiIoM y cklafi npenapary 3
KOHTPOJILOBAHHM BUBITBHEHHAM Y KITyOOBiil KHILLII.

B 4-Trb>KHEBOMY JOCTI/DKEHHI 3 MiAOOpY ONTHMAIBHOI 1031
(T2507) makaku OTpUMYBaTH OYI€COHI y )KEIaTHHOBHX
Karicysiax oguH pas Ha no6y B nosax 0,1, 0,33 ta

1 mr/kr/noba. EdexTiB, NOB’A3aHKX 3 JTiKyBaHHAM, HE
criocrepiranocs. Cmax 6y10 goCArHyTO Yepe3 3 roJUHA
nicjis BBeJEHHA I03H, Ta eKCIo3uiis 6yma mponopLiiHoo
nosi. JKogHoro Hakonu4eHHs aGo CTaTeBol pisHHULI B
MOKa3HUKaX eKCIO3HLIT He BiI3HAYEHO.

Y 6-Mica4HOMY JOCIiKEHH] MakakaM JaBaiii OyAecoHi y
CKINajii Tperapary 3 KOHTPOJIBOBAaHHM BHBIIBHEHHAM Y
K1y0OBiH KU B )KEJATHHOBUX Kancyiax y no3ax 0,5, 2,0
ra 5,0 mr/xr/no6a (T2760). Cnocrepiranocs A0303aJIe3KHeE
36inblIeHHS KOHUEHTpauii 6yaecoHiny B miasMmi. EdexTtn
IIIOKOKOPTHKOIAIB, LII0 CHOCTepirainucs y TBapuH, AKi
OTPHMYBAJIH CEPEeIHIO Ta BUCOKY JI03H, BKIIIOYaJIH BTPaTy
MacH Tisa abo 3MeHIIeHHs Habopy MacH Tina, a TAaKoX
HEBENHKE 3HIDKEHHs KOHLEHTpallii KOPTH30JIy B IIa3Mi.
JTonarkoBumu edeKkTaMu, Ki CIIOCTEPIiraad y TBapHH MpU
BHCOKHX [103aX, OyB miJBHILCHHH piBeHb Oinka (Ta
ra00ys1iHy) ¥ rJ0KO3U B IU1a3Mi KPOBi, 30iNbLIEHH Macu
neyiHkH Ta 3SMEHUICHHS] MaCH HaJHUPKOBHUX 3aJ103. Y
MIKPOCKOTIIUHUX JAOCITIIKEHHAX 3HIKEHHS LeI0NAPHOCTI
rrumyca Oya Biq3HaueHo B 2 caMiliB, Ki OTPUMYBAJIH
BHCOKI JI03H; 3MEHIUEHHS LIMPUHU KOPH HaIHHUPKOBHX 32103
Gyn10 Big3HaueHO B yCiX rpynax JiKyBaHHs 3aJIeXHO Bill
imosu. Huseka nosa, 0,5 mr/kr/no6a, BBaxkaetecst NOAEL.
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3) FeHOTOKCUYHICTB:
in vitro

Byneconizn 6ymo ouiHeHO B cepii TecTiB Ha FeHOTOKCHYHICT,
30KpeMa TECTH Ha 3BOPOTHY MyTallilo B GaKkTepisax
Salmonella (T1198; T1599), MyTauito resa ccapLiB y
knituHax nimpomu muneii (T1627), He3zanaHOBaHY
penapauiro JJHK y renarouurax uxypis (T1688),
xpomocomHi abepallii B nepudepUuHHX KPOB’ AHUX
nimdouurax moaunu (T1626) Ta TecT 3YEILIEHHX 31 CTATTIO
peuecuBHuUX MyTaLiil y nposodin (T1654). Byneconin He
YHIIUD TO3UTHBIOIO e(eKTy B JKOAHOMY 3 TECTIB.

In vivo (BKJIFOHAIOYH JOJATKOBY OLIIHKY 3
TOKCHKOKiHETHKH)

He 6yno BHABASHO MyTareHHOT akTMBHOCTI OyiecoHiay B
recTi Ha IHAYKI{I0 MIKpOAAEpP B €PUTPOLUTAX KICTKOBOTO
mo3ky muieit CD-1 npu nepopajibHOMY BBEIGHHI B 103aX
12,5 ta 100 mr/xr (T1208).

4) KanueporeHHicTh

Kanueporensuii noteHuiaa 6y/1ecoHiy OLIHIOBABCA B
10BFOCTPOKOBUX JOCIIDKEHHAX Ha MUIIAX 1 Hypax.

TIOBrOCTPOKOBI IOCITiIPKEHHS]

Tpupaie AocnifkeHHs NUTHOI Boau (91 TiwkaeHb) Ha

muiax (T1535)

Ha mizcTaBi pe3yabTaTiB TPUMICIHHOTO JOCTIIPKEHHS
inianasony 103 (T1217) GyaecoHia BBOAWIN 3 NUTHOO
B01010 TPOTAroM 91 TwkHIB TppoM rpynamM Mumeii CD-1
npu piBHaAX go3u 10, 50 i 200 Mkr/kr/no6a. CTaTHCTHYHO

3Hayyllle 10303a1€XKHE 3SMCHIICHH BHKMBAHHA

f



BiZ3HAaYaIOCA TUIBKH Y caMIiB. Yci iHi kpurepii ouinku (7

Oy/IH CMiBCTAaBHUMH B YCiX rpyrnax.

V MIKpOCKONIYHOMY HOCIIKEHHI CrIocTepiraaucs
PI3HOMAHITHI CIIOHTAaHHI MOLIKO/HKEHHS, He OB’ 3aHi 3
MIKYBaHHAM.

KanueporenHoi aii He criocTepiranocs.

Tpueane pocaimkeHHsa nuTHol Boau (104 TiskHI) Ha Iypax

[Ticna 3-MicsSHHOTO AOCIIHKEHHA 3 BUOOPY ONTUMAIIBHOL
nosu (T1216) Gyno rpoBeeHO TPH AOCITiIKESHHS
KaHLIEPOr€HHOCTI Ha 1ypax. Yci Iypi OTpHMYBaIH BUCOKY
ino3y 50 Mkr/kr/goba.

[Mepiue mocnimpxenns (T1557) 6yno nposemeHo Ha myypax
ninii Cnipar — Jloyani B nozax 10, 25 i 50 mkr/kr/mo0a.
CnocTtepiranocs CTaTUCTUYHO 3Haudyle 30ibIIeHHS
KIJIbKOCTI acTPOLIMTOM Y caMLIiB IpH 103i 50 Mkr/kr/noba ta
NepBUHHHUX renaToLeToNspHUX HOBOYTBOPEHb Y CaMIIiB
npu go3ax 25 i 50 Mxr/kr/noba y nopiBHsHHI 3
napasnenbHOK KOHTPOJIBHOK rpynoo. OCKiIbBKM YacToTa
IYXJIHH TOJIOBHOI'O MO3KY Y KOHTPOJIBHUX TBapuH Cnpar —
Jloyni Mania TeHaeHuio 6yTy BapiabensHoOrO, 6yI10
npoBeieHO ABa OAATKOBHUX JIOCHIDKEHHS.

pyre nocnimkenns (T1996) 6yno npoeeaeHo Ha caMUAX
wypiB @iwep-344, y IKMX 4acTOTa IMTIOMH € HIXKYOO i
MeH1 BapiabenpHOI0, HiXK Y 1rypiB Cripar — J{oyai:
nopieHioBaecs 6yaeconin (50 Mkr/kr/noba) 3
€KBIMOJIIpPHUMH MPeHi3070HOM i TpiamuuHonoHoM. [1ig
MiKPOCKONOM JOCIiKYBAIH TiIBKU FOJIOBHUH i CIMHHUN
MO30K. Y TBapuH, siKi OTpuMyBasu OyaecoHin abo
npenHizonoH, 6ysa BUABIEHO IEPBUHHY IIyXJIUHY
roJIOBHOIO MO3KY (TJ1ioMa); Y TBapHH, SKi OTpUMYBaJId
TPiaMIHHOJIOH CIIOCTePIraBcs TiIbKH OJUH BUMANOK INTiOMHU.

Tpete nocnimkenns (T1997) 6yno npoBeneHo Ha camMLAX
utypis Cnipar —/loyai B Ti# sxe naboparopii, 1o i nepiue
nocnifpkeHHs. BoHO TakoX BIUTIOYAIO eKBiIMOJISIPHI
MPe/HI30JIOH 1 TPiaMIIMHOJIOH U1 MOPIiBHAHHA 3
Gyneconinom y n03i 50 mxr/kr/noba. I Mo30k, i meuinka
JIOCTi Ky Banncs Nig MikpockoroM. BynecoHin i koHTponbHi
CMONYKH He MPU3BEJIM A0 3011bLIeHHS BUNA/IKIB ITyXJIHH
LieHTPaNbHOT HEPBOBOT CUCTEMH y caMuiB 1iypiB Crpar —
oyni. OnHak Bci Tpu crosiykH Gyiu ¢i1abo OHKOreHHHMH B
medvinii caMuiB U1ypiB. EQexT Ha nediHky MoscHIOETbCA
(hapMaKoa0ri4HOIO Ai€0 IMOKOKOPTHKOIIIB.

KopoTkoTpuBani HocailKeHH]
a60 MOCIVKEHHS CepeaHbOT TPHUBAIIOCTI.

KopoTtkocTpokosi a60 cepeIHEOCTPOKOBI JOCIIKEHHS
KaHLIEPOT€HHOCTI He TIPOBOAMINCS, OCKIIBKH JOBrOCTPOKOBI
10CiIKEeHHs POBOJAVIKCS Ha JIBOX BHU/AX TBAPHH.

TonaTkoBi AOCTiIHKEHHS

(/IBa noHaTKOBHMX JOCITIIKEHHS, POBE/IEeH] Ha Lypax,
OIIMCAHO BHLIIE).

5) PenpoykTHBHA TOKCHYHICTb Ta TOKCUYHHH
BIUIMB HA PO3BUTOK IOTOMCTBA.

JTocnimKeHHs: TOKCUYHOCTI 711 penpOAYKTHBHOI CHCTEMH Tal
PO3BHMTKY IJIOJIa BKJIFOUAJIH AOCHIPKEHHS QepTUNBHOCTI Ha
[ypax, XOciiLKeHHs eMOpiodeTanbHOl TOKCHUHOCTI Ha
[ypax Ta KpoJjisix i JOCHiHKEeHHs nepi- Ta MOCTHATAJILHOTO
PO3BUTKY Ha 1ypax. JlocaiKeHH Ha IOBEHUIbHUX
TBapHHAX [IPOBOIMIMCA Ha HIypax i cobakax.

Brumie Ha GepTUIIBHICTE i paHHIN
eMOpiOHaNBHUI PO3BHUTOK.

V nocnimxeHHi ¢pepTHIBHOCTI, Nepi- i MOCTHATAIEHOrO
po3erTKY Ha Iypax (T833) 6ynecoHix BBoaWIN MiALIKIPHO
B 03ax 5, 20 i 80 mxr/kr/no6a camuusam mypis npotsarom 10
THKHIB (32 2 TYDKHI 10 CHIApIOBaHHA, Ii Yac BariTHOCTI, 10
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3 THOXKHIB TiCTIs TOJIOTIB) Ta CaMLISIM HPOTAroM 11 THXKHIB -
(3a 9 TIOKHIB IO crIaprOBaHHA i MiJl Yac CaplOBaHHA) AJIA
OLIIHKY penpoAyKTUBHOI QYHKIIT i mepi- Ta MOCTHATANBHOTO
po3BuTKy. Ha ciapoByBaHHs He BIUIUBAJIO 3aCTOCYBAaHHS
Gyneconiny. Yacrora 3auyarrs Oyiaa TpOXU MEHIIOKO B Ipymi
BrcOKoi 1o3u. IIpu mozax >20 Mkr/kr/no6a npupict MacH
TiJ1a MaTepi 3HIKYBABCS Pa3oM 31 3MEHILEHHAM Mepi- Ta
MOCTHATAIILHOIO BHXKUBAHHA IIPY HapOJDKEHHI Ta Mif 9ac
makranii. Huseka 1o3a, 5 Mxr/kr/no6a, 6yina NOEL sk s
BIUIMBY Ha MaTip, TaK 1 Ha IJTiA.

EMO6pioToKCHUYHICTB YV nocnimkeHHi em6pioTokcH4yHOCTI Ha mypax (1824) ne
OyJ10 BUSABJICHO TEPATOreHHOro eeKTy NpH HOMiHATBHUX
inransuinaux gosax 10, 50 1 100—250 mxr/kr/mo6a, xo4a
P BUCOKIH 031 CHIOCTEpIrajiocsi HEBEJIMKE, alle 3HaYHe
3MeHIUeHHS MacH Ioga. B okpemomy mocnimkensi (T720)
Ha Lypax, IKUM OyJecOoHix BBOAWIH MiAKipHO B Ao3ax 20,
100 i 500 mkr/kr/noba, TeparoreHHuit edgekt 6yB BHABIECHUH
npu go3zax 100 ta 500 mxr/kr/moba.

Y KpoJiB, SKUM BBOJIMIH OyIEeCOHi/ MiAIIKipHO,
TepaTOreHHUi edeKT crocTepirases npu go3zax 25 i
125 mkr/kr/noba, ane He npu 5 Mkr/kr/noba (T721).

[IpenHaTajibHa Ta OCTHATAIEHA TOKCHYHICTh Y JOCHIIKEHHI B Mepi- Ta MOCTHATaJbHOMY Iepiofax
(T834) Ha wypax, skuM OyNEeCcOHi BBOAKWIM MiJUWKiPHO B
no3ax 5, 20 i 80 mkr/kr/mo6a 3HWKEHHs PUPOCTY MacH Tijla
IiJ] Yac BariTHOCTI, 4 TAKOK 3MEHIIEHHS BIDKMBAHOCTI Ta
pOCTY Mojia B Nepio roAyBaHHA IPYUTIO CIIOCTepirauucs
npu no3ax >20 mxr/kr/noba. XKogHux nobiuHux peakuiit Hi
Ha CaMHullb, Hi Ha IOTOMCTBO He CIIOCTepiraiocs npu Ao3i

5 Mkr/kr/noba.

JOCTiIPKEHHS, TIPH IKUX Mpernapar yBOAUTECS |ByJ1o MpoBeAeHO TPH AOCIIIKEHHA Ha MOJIOAMX Iypax: JBa
[IOTOMCTBY (HECTAaTEBO3PLINM TBapHUHAM) MOCHiHKEeHHS iHraJIsIiiHOrO 3acTOCYBaHHs TPUBANicTIO 1 Ta
ra/ab0 OLiHIOETHCS BijianeHa Jis 6 micsLiB i3 BUKOpUCTaHHAM OYIECOHiNY, CycHeH3il W1
HeOynaizepa i 3-MicsaHe JOCIiKEHHS 3 BUKOPHCTAHHAM
n/w iH’ekuiid. Takoxx Oyau npoBesieHi ABa JOCIi/DKEHHS
iHraysuifHOro 3acToCyBaHHs TPUBAJICTIO 3 MicALl B
MoJoAnX co0ak i3 BUKOPUCTaHHAM OynecoHiny, CycneH3il
s HeOynaiizepa.

V DoCniIKeHHAX i3 BUKOpUCTaHHAM OyaecoHiqy, CycneHsii
st HeOynakzepa urypu BikoM 10 1HIB Ha mOYaTKy
MOCTIIKeHHs OTpUMYBaJIM OyJecoHia y cepeqasomy 2,1, 9,7
a60 47 mkr/kr/no6a npotarom 1 micsaus (96249-02).
EdexTH, noB’13aHi 3 IIIFOKOKOPTUKOIAaMH, B OCHOBHOMY
criocTepirainucs npu 103i 47 MKr/kr/no6a Ta BKIOYaIU
3HIDKCHHS TPUPOCTY MAacH Tia, atpodiro iM¢oigHol
TKAHWHM H 3MEeHIIeHHs J1iMGOIIHOT TKAHUHH, TIOB’ SI3aHOT 3
Oponxamu. NOEL ctanoBuna 2,1 mxr/kr/go6a. V 6-
micsaHoMy pociimkeHHi (97071-01) urypu BikoM 25 AHIB Ha
NOYATKY JOCTiKEHHS OTPUMYBAIM JO3H B CepeaHbOMY 7,3
a60 211 mkr/kr/mo6a. I'mrokokopTUKOigHi edeKTH Ha THMYC,
ceJie3iHKy, NiM(aTHYHI BY3JIH CIIOCTEPIraaucs B OCHOBHOMY
npu no3i 211 mkr/kr/no6a, Ta >kOQHOTO BIUTMBY Ha
TiM$oiaHY TKaHHHY, OB’ 43aHy 3 OpOHXaMH He
crnioctepiranocs. Husbka no3a, 7,3 Mkr/kr/no6a, npubIvM3HO
sianosigana NOEL, ockinbku no6iuHi peakuii
CITOCTEPirayiucs JIMILIE B HEBEJIMKOI KiIBKOCTI TBapUH, a
edextu Oynu MiHiManbHUMH. B 060X mocnimkeHHAX He
crioctepiranocs Mopa3HeHHs AUXaTbHUX IUIAXIB.




V 3-micaudomy pociimkenHi (T1817) mwypu BikoM Bix 6 10
7 nHiB oTpuMyBaiiu OyecoHin niamkipHo B no3ax 0,2, 2 Ta
20 Mkr/kr/no6a. J{ns nopiBHAHHA BUKOPHUCTOBYBABCS
TpiaMLKHONOHY aueToHix (20 Mxr/kr/no6a). BinsHauanucs
nozo3anexHi egexTy Ha picT i Macy Tina. [Iporarom
TPETHOTO THXKHS ITOMepJd 4 TBapHHU B TPYIIi 3 BUCOKUMH
nozamu OynecoHiny Ta 3 TBapHH B IPYIli TPIaMLIMHOJIOHY
AlleTOHIY; MPUYMHOK CMEPTi CTAIO0 LITYHKOBO-KHIIIKOBA
KpoBoTeya. [JIIOKOKOPTHKOINHI eheKTH TakoX Bil3HagaInCs
B FeMaTOJIOTIYHUX Ta OiOXIMIYHHX MapameTpax KpoBi, B
ricrosorii miMoINHNX TKaHUH i THMYCAa, AKi MaJId
TEeH/ICHIIIIO OyTH OLBLI BAXKKUMHU B FPYIi TPiaMLIMHOJIOHY
arneroHiny. Cepenns no3a, 2 Mxr/kr/nob6a, 6yna NOAEL. V
uisioMy eeKTH, AKi COCTepIiraloThes Y MOJIOANX IIypiB,
Oynu aHanoriuHi edekram, SKi CIOCTEPIraloThCs B JOPOCIHX
urypiB. Byio nposeneHo aBa 3-MiCSYHMX OOCHiAXKECHHS
{HraALIHHOTO 3aCTOCYBaHHS B MOJIOAHMX cO0aK i3
BUKOpUCTaHHAM OynecoHimy, cycneHsii ansa HeGynaizepa.
Ha nouaTky mocnimkeHHs Bik coGak cTaHOBMB NPHOIH3HO 2
TYDKHI B OHOMY AociimkeHHi (97214-1) ta npubausHo 5
TKHIB B iHoMY (97058-01). JlozyeaHHs Oynr CXOKUMU:
1,6, 8 i 40 mxr/kr/mo6a ans cobak y Biui 5 TikHiB i 1,8, 7,5 1
37 Mkr/kr/nob6a ansa cobak y Bini 2 TokHiB. B 060x
MOCTIDKEHHSX BiI3HAYAIINCS A0303aIexKHI edeKTH
[JIIOKOKOPTHKOIIB, TaKi K 3HWKEHHS IPAPOCTY MacH Tila,
npurHiyeHHs ctumyiasoBaHoro AKTT BuBinsHEHHS
KOPTH30JTY Ta 3MEHIICHHS JTiMQOIHTIB B KpoBi Y
\mocikeHHi Ha cofakax y Billi 5 TIDKHIB IPUTHIYEHHS
iMYHITeTy Bif JiKyBaHHA MOIJIO OYTH OB’ 3aHO 3
MapBOBipYCHOIO iHEKLi€IO Ta paHHIM aroHi3yl0YuM
BMHUpaHHIM CaMHLi, Ka OTpPUMyBaJia BUCOKY 03y. Edekrn,
1[0 CTIOCTEPIraIncsl y TUX TBapHH, SKi BIKWIH, BKIIOYAIH
atpodiro 1iMPOiAHNX OpraHiB Ta HAAHUPKOBUX 3aJ103, &
TaKOX PO3PIKEHHS IelaTOLMTIB Y NeviHLli, B OCHOBHOMY Y
TBApHH, SIKi OTPHMYBaJIM BUCOKI JO3H. Y JOCHIIDKeHHI Ha
cobakax y Billi 2 THDKHIB TaKOK CIIOCTEPIranocs epUTpoinHe
Ta Mi€JIoTHe BUCHAXKEHHsI KICTKOBOrO MO3KY B IpyTi 3
BHCOKOIO JIO3010 Ta 3pyIIeHHs B GiK BUIIOrO 3Ha4EHHS
CMiBBIHOLICHHA MI€JIOIY 10 €PUTPOILY B YCiX CaAMIIB i
CaMMIIb TIPH cepeHiit Ta BUCOKIl qo3ax. B xoaHOMY
nocnikeHHi He 6yJI0 BUSIBJICHO BIUTHBY Ha AMXaJIbHI
UIIxy. Y LijoMy eeKTH, aKi CoCTepiraroTbesi B MOIOANX
cobak, BiAnmoBigany epexTaM IJIFOKOKOPTHKOIAIB, AKi
CIIOCTepiraloThesl B JOPOCIHX TBAPHH.

Takox cIlii 3a3Ha4YUTH, L0 MIIOKOKOPTUKOIHI eheKTH
OynecoHimy 6yJiv OHAKOBUMH Y MOJIOJMX 1 JOPOCIIAX
TBapHH.

6) MiciieBa nepeHOoCUMICTh

Byio npoBeaeHO HU3KY TOKCHKONOTIYHUX AOCITIDKEHb
{HrJIALIRHOTO 3aCTOCYBaHHS 3 BUKOPUCTaHHAM OyAecoHiy,
cycrniensii s HeGynalizepa. Y oqHOMICIYHOMY
TOCITIPKeHHI IHralsUiiiHoro 3acrocyBants Ha 10-geHHHX
1ypax He GyJ0 Bii3HAUEHO KOTHOrO BIUIMBY Ha JUXaJbHi
[IUTSIXH, 32 BUHATKOM /I0303aJI€XKHOTO 3MEHIIEHHA
1iMQOINHOT TKAHUHH, ITOB’13aHOT 3 OpOHXaMH, LIO €
ouikyBaHUM GapMaKoNOriqHOIO Aiclo mpenapaty (96249). V
6-MiCSIUHOMY OCTiJUKEHHI iHraJsILiHHOTO 3aCTOCYBaHHS Ha
MOJIOAUX LEypax (BikoM 25 nHiB) He OyII0 BHABICHO XKOAHUX
e eKTiB Ha AUXaIbHI LUIAXH TBAPHH, BKJIFOUHO 3

[TBApUHAMH, IKi OTPUMYBAJIH JiKapchKy GopMy, L0 MicTHIa




TiNbKK JonoMixHi pedoBunu (97071). V TpumicsuHux
OCHTIIXKEHHAX Ha MOJIOJIUX coDakax He criocTepiranocs
DPKOAHUX MOP(OIOriYHMX 3MiH y quXansHuX mosaxax (97214,
97058).

Kpim Toro, 6ynecoHin 6yB oLiHeHuU# i3 TOUKH 30py
noApa3HeHHs WKipH, oueii i Hoca (RR800774, 80063,
81052, 80071, 81051, 83079, 79010, 79024). V uux
NOCITiIPKEHHAX BUKOPUCTOBYBAJIH TaKi JIikapchki GopMH, K
KpeMH (siK Hocii Oynu BUKOpUCTaHi Oinuii BazesiH, piakui
napadiH, neTocTeapunoBuii crimpt, reromaxporon 1000,
MMMOHHA KHCJIOTa, HATpi€Ba KUCIOTA, BOAM 3 cOpOiHOBOT
KHCIIOTOI0) a60 Ma3i (K HociT Oy/IM BUKOPHCTaHI
NpOIiJIeHrITiKOb, Oinui Bick, piakuii napadin Ta 6innit
BasesiH).

BynecoHin He MpU3BOAMB 10 NOAPa3HEHHs LIKipH Y LTypiB
260 CBHMHEH i CIPHUYHHAB JIMLIE JIETKy THMYACOBY €PHTEMY
Ha IIKipi KpomiB.

Kpem a60 mazp OynecoHify CpUYHHIM TilIbKU JIETKY Ta
CKOPOMHHYILY T'ilepeMiro KOH IOHKTHUBY B OLli KpoJs IIPpU
IOICHHOMY 3aCTOCYBaHHi IpoTaroM 20 gHiB. Y 5-geHHOMY
OCII/DKEHHI 3 BUKOPHUCTAHHIM PO3YHHY OY/IECOHI
He3Ha4yHe CTilike MOMYTHIHHS poriBKH OyJIO BiI3HaUeHO B
OJTHOTO KpOJIA.

Byneconin He npu3BOAKB 10 NOApa3HEHHs Hoca y cobak
npu iHransuisx (B ckiazni cop6iTaHy Tpuoseaty Ta ppeoHy)
B 103ax 2x200 mMkr/noba abo 2x400 mMkr/noba oquH pas Ha
100y npoTsarom 3 micsLiB.

7) JomaTtkoBi AociimkeHHS TOKCUYHOCTI

AHTHreHHICTb (YTBOPEHHS aHTHTLJ)

JlocTiHkeHHs aHTUT'€HHHUX BJIaCTUBOCTEH He IIPOBOIIINCH,
OCKINBKH He 0yJI0 0/iepsKaHO JaHUX IOJ0 iMYHOJIOTIHHHMX
edekTiB OyIecoHiy B AOCTI/HKEHHAX TOKCHYHOCTI
[IOBTOPHUX 7103 200 B KIIHIYHUX JOCIIPKSHHAX.

[MyHOTOKCHYHICTB

[linboBi foCTiKEHH IMyHOTOKCHYHOCTI He IPOBOJUIINCS,
OCKITBKH BBXKAJIOCS, L0 MIAHY JOC/iIXKEeHb 3arajibHOl
TOKCUYHOCTI AOCTaTHBO ISl OL[IHKH iIMyHOTOKCHYHOTO
MmoTeHUiany 6yaecoHiny.

TToc/timKeHHS MEeXaHi3MIB JTil

JlociikeHHS MeXaHi3MiB i1 He POBOJUINCS, OCKUIBKH
BBa)KA€THCA, 1110 OCHOBHI OJIepKaHi JOKNiHIYHI JaHi,
3YMOBJIEHI INTIOKOKOPTHUKOITHOIO i€FO0.

JlikapchbKa 3aJIeXKHICTh

J{ocati/pkeHHs 3a1eXKHOCTI HE IPOBOJWIMCS, OCKUIEKH HE
iCHYBaJIO [EPEKOHIMBUX JAOKA3iB OO HAIBHOCTI Oyab-aKO1
no6iuHoi Ail Ha LeHTpanbHy Ta nepudepruiHy HEpBOBY
CHCTeMY B Mexax (hapMaKoJIOTiuHUX JOCTiIPKeHb
0e3MeYHOCTI Ta TOKCUYHOCTI 32 MOBTOPHHUX BBe/IeHb a60
KJTiHIYHUX BUPOOYBaHb.

ToxcuuHicTE MeTabOJIITIB

He npoBoaunucs nineoBi gocnipkeHHs MeTaboniTiB
OynecoHiy, OCKLIbKM BCi OCHOBHI MeTaboniTu GyaecoHimy,
1[0 BU3HAYAIOTHCA B JIOAUHY, OyaH HasBHI B IypiB Ta/abo
cobax.

TOKCHUYHICTH TOMILIIOK

Byno npoBeneHO TOKCHKONOTI49HI JOCIiPKEHHS
momimox/npoayKrie posnagy Oyneconiny. KoHkpeTHumu
CTIOpiIHEHVIMH PEYOBUHAMH B JIIKapCHKHX 3acobax
Gynecouiny € 16-o-rigpokcurnpeaHizonoH, 16,17-geriapo-

2 1-rimpokcunpenHizonoH, nomodyaeconin, 14,15-



nerinpobyneconia, 11-kerobyaeconin i 21-anpaerin
6y 1eCOHIY.

byJ/10 OLliHEHO Ha FTeHOTOKCHYHICTE JiBa MPOAYKTH PO3Naxy
Oyneconiny, 21-ansperig 6yneconiny Ta ARD200738XX
(16,17-perinpo-21-rinpokcunpeaHi3onoH), oCTaHHiI#H i3 AKMX
€ JaCTHHOIO MiKy, 0 CTAHOBHUTH JerpagaHt B.

bByno oTpumaHoO MyTareHHWH pe3yibTat 2 1-anpaeriny
Gyneconiny B TecTi EiiMca Ha 3BOpOoTHY MyTallito GakTtepiit
(99289-01), cymHiBHHIT pe3yabTart y TecTi JiMdonuris
nepudepnyHoi Kpori moaunu (93319-01), ane

HEraTHBHHI — B aHaJIi3i mo3arutaHoBoro cuutesy JJHK
neuinku (00131-01) i B ananisi TpaHcdopmallii mepBUHHUAX
eMOpioHaIbHHUX KTITHH CHPIHCHKOro XxoM’auka (6569-136).
bByno orpuMaHO HeraTuBHUH pe3ynsrar ARD200738XX B
tecti Efimca (01322-01), ane no3suTusHuii — y TecTi
niMmpouuTie nepudepuyHoi kposi moaunu (24820-0-
4490ECD). [pyHTYH0OUMCH Ha CYKYHHOCTI 10Ka3iB,
BBAXKAETHCSH, 11O OOM/BI JOMIIIKK He CTAHOBJIATH HeOe3meKu
[UIs MALi€HTIB, AKi NIPUHMAalOTh JiKapchKi 3aCO0H.

[HiIE

Jlonomi>kHi pe4oBHHM

BynecoHin, cycnensis mis HeOynaiizepa MiCTHTh HEaKTHBHI
KOMITOHEHTH: IMMOHHY KHCJIOTY, HATPil0 LIUTPAT, JHHATPIIO
ezeTar, nojicopbar 80, HaTpiio xy0pH Ta BOLy.

[Tpu BxoveHHI Hiel mikapcbkoi GOpPMHU J10 HU3KH
NpOBeEHUX TOKCUKOJIOTTYHUX AOCIiIKEeHb IHrSLIHHOTO
3actocyBaHHA (1-MicsauHe HOCIiPKeHHS iHraIALiitHOro
3aCTOCYBaHHA Ha MOJIOAMX Iypax, 96249, 6-MmicsuHe
IHrayanifHe JOCTiIPKeHHI Ha MOJIOAMX Iypax, 97071 i apa
3-MIiCAYHHX NOCHIHKEHHs Ha MOJIoAuX cobakax, 97214,
97058) 6yno niaTBepmKeHo Ge3MeKy LBbOro Mpenapary.

5. BHCHOBKH 1110710 JOKJTiHIYHOI'O BUBYEHHS

dapmakostorist 6ynecoHiay MHUPOKO AOCHIPKYBaIacsa Ha
MOAENAX TBapUH. A IOCTiHKEHH Ha JOOPOBOJBLIAX i
rnawieHTax MiATBEPAWIM Horo NpoTU3anaibHi eheKTy.
[Hranauiiinmii OynecoHin Mae kpalie CriBBIIHOIIEHHS MiX
MiCLIEBUMU NPOTH3ANATIBHUMH €(DEeKTaAMH Ta CHCTEMHOIO
MIFOKOKOPTHKOTAHOIO aKTHBHICTIO, HiX 1HLII
[JIOKOKOPTHKOIAH, LIO 103BOJIAE HOMY JOCATTH
€(EKTHBHOCTI NP MIATPUMYIOUYOMY JIIKYBaHHI aCTMH 3
MiHiMi3aLli€lo cucTeMHUX edekTiB. ByJio nokasaHo, mo
OynecoHin ninmaeTbes 3BOPOTHIN eTepudikallii 3 JKUPHUMHU
KHCIOTaMH B AUXATBHUX LUISIXaX, 110 TPOAOBKYE
yTpuMaHHs 6yaecoHiny Ta 3abesnedye TpuBay Ail0 B
MUXaNTbHUX HUTAXaX/JereHsiX.

BynecoHix BUAKO BCMOKTYEThCS 3 JUXAIBHUX LUIAXIB B
cucTeMHHUI KpoBoTiK. CepeHsl cHCTeMHa AOCTYIHICTh Y
cobaxk i 11ypiB micias iHransauii craHoBUTE >50 %. ¥V
11a60paTOpHUX BHIB 3B’ A3yBaHHA 3 61/IKaMH TU1a3MU
cTaHOBUTH Bif 85 % 1o 92 %. Poznozin panioak THBHOCTI
3H-OynecoHiny B TKAHHHAX € 3HAYHUM, BKJIFOYHO 3
€HJOKPHMHHUMHU OpraHamH, IJIOJIOM Ta IUIALEHTOIO BariTHUX
TBapuH. Bin3HaueHO HU3bKHIi pO3MOAIN Y FOJIOBHOMY Ta
CIIMHHOMY MO3KY. ByecoHiz mBHUaKo BUBOAUTHCA 3
OpraHi3My BCIX JOC/TI/PKEHUX BUAIB Yepe3 IHTCHCHUBHHIA
meTaboli3M y nediHL, 3aBsgKky KaTtatizauii 3 6oky CYP 3A.
HeBenuka 4acTHHA /1034, BBEACHO] B JIEreHi, 3aJIMILIIAETHECS B
Tpaxei Ta/ab0 nereHsx NpoTAroM GUIBII TPUBATIOTO MEPIOLY
qacy. YTpuMyBaHa QpaKkuis CKIagacTbCs B OCHOBHOMY 3

KOH’10raTiB OyHecoHiny Ta 2 1->KHpHOT KUCIIOTH, AKTUBHICTE




OyIecOHInyY B IKMX BiJHOBJIIOETHCS 332 PAXyHOK Al jimas.
dapMaKOKiHeTHYHI BIACTUBOCTi, FOJIOBHUM YHHOM
YTBOPEHHA KOH’IOraTiB >KUPHUX KHUCIIOT B AUXAIbHUX
LUIAXAX 1 WBHAKUHA MeTaboNIIYHMIA KIipeHC B MeYiHLi,
MO>KYTb OYTH MOACHEHI CIIPUSITIUBUM CITiBBiTHOLICHHIM
MicUeBHX/CHCTEMHHX BIIACTHBOCTe npemnaparty. [licis
BBeieHHsA OyaecoHIAy pi3HUMHU criocoGaMu y IypiB i cobak
BHBEJeHi MeTabOoJIiTH B OCHOBHOMY BHABJISIOTECS B KaJi MPH
BHBE/IEHHI 3 )KOBUIO. Y KpOJIIB i3 CEUEIO i KalOM BUBOAATECS
PiBHI KinbKOCTI npenapaty. HeamiHeHuit 6ynecoHin He
BUABJIEHHI Hi B cedi, Hi B >koBYi. J[aHi 110 BCMOKTYBaHHIO,
posnofiny, Merabos1i3My Ta BUBEICHHIO OYACCOHIAY Y
JIFOAMHH MIATBEPAMIH, 10 BUOIp BUIIB TBApHUH,
BUKOPUCTaHHUX Y TOKCHKOJIOTIYHHX BUNPOOYBaHHIX, OYB
MPaBHIBHUM.

3arajibHa TOKCHUUHICTh OynecoHimy s 1aGopaTopHUX
TBapHH Y3rOIXKYEThCS 3 HOro ¢papMakoJoriYHUMH edeKTaMu
abo nepebinblieHnMH GapMaKoIOriYHUMH eheKTaMH.
TOKCHYHICTB, SKa 3aJIeKUTh Bifl 03U Ta TPHBAIOCTI BILIMBY,
€ OJHAKOBOIO 7151 JabOPaTOPHUX BU/IIB HE3aJIEHKHO Bif
criocofy 3acTocyBaHHS ab0 TOTIOMDKHHX pedoBHH. [o
HaliuacTile crocTepexxeHUX eeKTiB Hanexanu JiMboinHa
aTpodis B cenesiHLi Ta TUMYci, NpUrHiueHHs GyHKUil
HaJHUPKOBUX 3aJ103, 3MEHIIEHHS KUTBKOCTI LIHPKYTIOIOUHX
JTiMGOLMTIB 1 MABULLIEHHS PiBHS MEYiHKOBUX (EPMEHTIB.
[Ipu npuiiMaHHI BUCOKMX 03 TAKOXK CIIOCTEPIirajiuca HeKpo3
MeviHKK Ta BUpa3Ka LITyHka. BynecoHin He €
reHOTOKCHYHHUM 1 KaHLleporeHHUM Ui MuLueid. [Tyxnuau
NeYiHkH, AKi Bif3Ha4anucs y UIypis, BiAMOBiAAIOTH
KJIacOBOMY €(eKTy Ta He MaloTh KJIiHiYHOro 3HaueHHs. Tak
camo edexTu GyAecoHiy Ha pO3BHTOK eMOpioHa Ta mioaa
Y3rOIKYIOTECS 3 KJITaCOBUM €(DEeKTOM IIFOKOKOPTHKOIIIB y
TBApHH i HE MAIOTh KJIIHIYHOT'O 3HAYSHHS.

Takox cJ1iji 3a3HAYMTH, 1O KIiHiYHE BUKOPHUCTAHHS
OynecoHiny, cycneHsii ais HeOynaiisepa nigTpuMyeThes
BEJIMKOIO 623010 JaHUX 100 AOKTiHIiYHOT 6e3meku
OynecoHiny.

3asBHMK (BTACHUK
peecTpauiiiHoro
[OCBIIUEHHS)

/ninnne/

(rmiamnmc)

I€H H POBIHCOH (IAN N ROBINSON)

(ILLB.)

Ie#t nepexmnan 3 aHIIiHCHEKOI MOBY Ha YKpaiHChKY MOBY 3p00JI€eHO MHOIO, IiepexiiafgadeM KocTiounk

IOniero CepriiBHoro
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Clinical Trial Report

1. Name of
medicinal product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report
(CSR):

AstraZeneca LP

Westborough, Massachusetts (MA)

United States of America (USA)

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:

Astra Pharmaceutical Production

Sodertilje

Sweden

Changed to AstraZeneca LP, Westborough, MA, USA in Amendment No. 1.

Current manufacturer details:

registration was
conducted or
planned to be
conducted

AstraZeneca AB
SE-151 85 Sédertilje
Sweden
4, Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal product
for which

5. Full title of the
clinical trial, code
number of the
clinical trial

An evaluation of Pulmicort® Respules™ (budesonide inhalation suspension) versus
Intal® (cromolyn sodium) Nebuliser Solution on asthma-related outcomes in children 2
to 6 years of age, Study DX-RES-2000.

6. Clinical trial
phase

11IB

7. Clinical trial
time frame

From 11 September 1997 through 23 March 1999
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8. Countries
where the clinical
trial was

United States of America (USA)

conducted
9. Number of Planned: 300 (150 per treatment arm)
subjects Actual: 335 (randomised)

10. Primary and
secondary
objectives of the
clinical trial

The primary objective of this 52-week study was to assess the effects of Pulmicort
Respules compared with Intal Nebuliser Solution on asthma-related health outcomes in
paediatric patients 2 to 6 years of age requiring anti-inflammatory therapy for asthma.

The secondary objectives of this study were to compare the following between the
2 treatments:

o  Time to first exacerbation.

e  Time to the first use of additional chronic asthma therapy.

e  Use of breakthrough medications.

e  Night-time and daytime asthma symptom scores.

e Changes in child health status, ie, functional status and general health perception.

e  Changes in caregiver satisfaction with the child’s asthma management programme,
caregiver burden and compliance.

e  Global evaluations of:
—  The effect of therapy.
—  Caregiver satisfaction with therapy.
—  Child health evaluation.

o  Impact of treatment on:

_  Direct health resource utilisation (numbers of hospitalisations, emergency
department visits, unscheduled physician visits and phone calls to physicians).

—  Indirect economic variables (numbers of caregiver days of lost work, caregiver
days of interrupted activity, child’s days lost from school and child’s days in
bed).

11. Clinical trial
design

Multicentre, randomised, open-label, active-controlled, parallel-group study.

12. Key inclusion
criteria

Male or female paediatric patients, 2 to 6 years of age inclusive (at Visit 1), with mild
persistent (Step 2) or moderate persistent (Step 3) asthma as defined by the National
Institutes of Health of the United States (US) Department of Health and Human Services,
with the following symptoms during the last 6 months, as judged by the investigator,
were eligible (newly diagnosed patients need only have met items a and b):

(a) Asthma symptoms on a more frequent basis than 2 times a week, with nocturnal
symptoms more than 2 times a month. The patient could have had a history of
frequent symptoms (ie, more than once a week) affecting daily activities.

(b) One or more asthma exacerbations requiring courses of systemic (oral or parenteral)
steroids during the last 6 months, or 2 or more asthma exacerbations requiring
courses of systemic (oral or parenteral) steroids during the 9 months prior to
enrolment.

(c) Daily use of at least one chronic asthma medication with periodic use of
breakthrough medication for at least 3 months prior to Visit 1. The chronic asthma
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medication could have been an inhaled corticosteroid, nedocromil sodium, cromolyn
sodium or an oral or inhaled bronchodilator.

Patients met the following drug restrictions prior to Visit 1:

e No long-term use (> 14-day courses) of systemic steroids within 12 weeks.
e  No intermittent use (< 14-day courses) of systemic steroids within 15 days.
e  No investigational drugs within 30 days.

Inclusion criteria for Visit 2 (randomisation) were as follows: asthma symptom scores
(night-time or daytime or both) totalling 2 or more on at least 7 of the last 14 days prior
to Visit 2, and use of breakthrough medication during at least 5 of the last 14 days prior
to Visit 2, both as recorded in the patient diary.

13.
Investigational
medicinal
product, method
of administration,
strength

Pulmicort Respules (0.125, 0.25 and 0.5 mg/mL) via a Pari LC-Plus® nebuliser
connected to a Pari Master compressor (Pari Respiratory Equipment, Inc., Richmond,
Virginia, USA) with a facemask or mouthpiece, manufactured by Paul Ritzau Pari-Werk
GmbH, Starnberg, Germany.

The scheduled dosage for the first 8 weeks was 0.5 mg (once a day [QD] or in divided
doses twice a day [BID], at the investigator’s discretion). Thereafter, the dose could be
titrated up or down by the investigator; the minimum dose was 0.25 mg/day and the
maximum dose was 1.0 mg BID.

14. Comparator,
dose, method of
administration,
strength

Intal Nebuliser Solution (USP; Rhéne-Poulenc-Rorer Pharmaceuticals, Inc., Collegeville,
Pennsylvania, USA) via a Pari LC- Plus® nebuliser connected to a Pari Master
compressor with a facemask or mouthpiece. Intal Nebuliser Solution (as specified in the
approved package insert, specifically under the section titled Dosage and
Administration): 20 mg 4 times a day up to Week 8, then titrated at the judgment of the
investigator.

15. Concomitant
therapy

After Visit 2, the following medications were allowed:

Breakthrough medication:

The breakthrough medication to be used throughout the study was a short-acting

B>-agonist (ie, not a methylxanthine). Ideally, it was the same breakthrough medication

used historically by the patient prior to study enrolment. (N.B. Patients were instructed

not to mix or combine nebulised breakthrough medications with either of the study

drugs.)

For asthma exacerbations:

Oral steroids: Oral prednisone and prednisolone (eg, Liquid Pred® syrup; PediaPred®;

Prelone® syrup or tablets) were permitted for asthma exacerbations at the discretion of

the investigator. The dose and duration of oral steroids was to have been between 25 and

40 mg/day for 3 to 7 days; tapering was allowed.

Parenteral steroids: Parenteral (ie, intravenous or intramuscular) steroids were

permitted for asthma exacerbations at the discretion of the investigator.

Additional asthma medications: Additional chronic asthma therapy was added to the

asthma treatment if any one of the following occurred:

e Three or more asthma exacerbations requiring treatment with oral or parenteral
steroids.

o  The patient required more than the maximum recommended dose of study drug
therapy, in the judgment of the investigator.

CONFIDENTIAL AND PROPRIETARY
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The additional chronic asthma therapy could include the following medications (N.B.
Patients were instructed not to mix or combine nebulised breakthrough medications with
either of the study drugs.)

e  Methylxanthines (including short- or long-release formulations).

e  Slow-release oral f2.agonists.

e  Long-acting inhaled B.-agonists (eg, Serevent®).

e  Nedocromil sodium.

e  Other inhaled steroids for asthma.

e  5-Lipoxygenase and leukotriene antagonists (eg, zileuton or zafirlukast).

Other medications: Other medications considered necessary for the patient’s welfare
were given at the discretion of the investigator.

16. Efficacy The primary study variable was the rate of asthma exacerbations over the 52-week
endpoints treatment period.
The secondary study variables were:
e  The time to first asthma exacerbation.
e  The time to the first use of additional chronic asthma medication.
e  Changes from baseline to the 52-week study period in the number of days that
breakthrough medication was used (B-agonist use, oral steroid use).
e  Changes from baseline to the 52-week study period in night-time and daytime
asthma symptom scores.
e  Changes from baseline to the study visits in health status and caregiver burden
(quality of life) scores.
e  Patient Compliance/Caregiver Satisfaction Questionnaire.
e  Health resource utilisation measures.
e  Physician and patient/caregiver global assessments.
e  The proportions of patient discontinuations from the study.
e  Symptom-free and episode-free days.
17. Safety e  Reported adverse events (AEs).
endpoints e  Changes in morning basal and post-adrenocorticotropic hormone (ACTH)

stimulation plasma cortisols (hypothalamic-pituitary-adrenal [HPA]-axis function).

e  Changes in vital signs, physical examinations, height, weight and clinical
laboratory measurements.

18. Statistical
methods

Analysis of variance/covariance was used to compare differences between the treatment
groups for rates of asthma exacerbations, days breakthrough medication used (B2-agonist
use, oral steroid use), asthma symptom scores, quality of life and stimulated cortisol
levels. Survival analysis was used to compare differences between the treatment groups
for time to first asthma exacerbation and time to first use of additional chronic asthma
medications. Chi-squared tests were used to analyse proportions of discontinuations from
the study and physician and patient/caregiver global assessments. Analysis of variance
was used to analyse changes in height. Descriptive summaries were used for all other
variables.
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19. Demographic

data of the study
population (sex,
age, race, etc.)

A total of 335 patients were randomised into the study. Patient demographics were
comparable between the 2 treatment groups. Males comprised 63.9% of the randomised
patients; 80.6% were Caucasian, 13.1% were Black, 2.1% were Asian and 4.2%
comprised other races. The mean + standard deviation (SD) of age, weight and height at
screening were 4.3 (£ 1.4) years (range: 2 to 6 years), 40.6 (= 10.3) Ib and

104.0 (+ 11.0) cm, respectively. The overall mean (x SD) duration of asthma at screening
was 33.0 (£ 17.6) months. The overall mean (+ SD) night-time and daytime asthma
symptom scores on a 0 to 3 scale were 1.3 (= 0.5) and 1.4 (= 0.5) at baseline,
respectively.

20. Efficacy A total of 330 patients were evaluated for efficacy (All Patients Treated [APT]). The
outcomes proportion of patients who were discontinued from the Intal Nebuliser Solution group
(20.4%) was greater than that for the Pulmicort Respules group (8.3%). This difference
was statistically significant (p = 0.002). Efficacy variable results are presented in
Table A.
TABLE A
Adjusted Mean Changes From Baseline Over the 52-Week Treatinent Phase"
=
Variable Intal Nebulizer Selution PULMICORT RESPULES
(n=162) (n=168)
Mean Asthma Exacerbation Rates (10.4v7) 241 1.23
Mean Time to First Asthma Exacerbation (days) 147.78 216.63"
Mean Time to First Use of Additional Chronic 235.09 320.52"
Asthmia Medication (days)
Mean Change in Breakthrough Medication -4.07 %17
Mean Number of Oral Steroid Courses 3.17 235
Mean Change in Nighttime Asthma Symptom 430 054
Scores (0-3 Scale)
Mean Change ia Daytime Asthma Symptom 035 0.63'
Scores (0-3 Scale)
—_—————————
* Last value carried forward,
* p <0001 ** p<0.0001, versus Intal Nebulizer Solution.
21. Safety The mean (= SD) exposure time (APT) was 324 ( 95) days for Intal Nebuliser Solution
outcomes and 350 (z 61) days for Pulmicort Respules.

There were no deaths reported during this study. There were 45 serious AEs (SAEs) in
22 patients during open-label treatment: 9 (6%) patients with 17 SAEs in the Intal
Nebuliser Solution treatment group and 13 (8%) patients with 28 SAEs in the Pulmicort
Respules treatment group. One patient in the Intal Nebuliser Solution treatment group
was discontinued from the study due to AEs (stomatitis, hyperkinesia, skin disorders and
unusual behaviour). All of the SAEs during the open-label treatment period were judged
by the investigator to be of unlikely relationship to study treatment. There were no
clinically relevant differences in the type, incidence or severity of AEs between the

2 treatment groups. There were no clinically relevant differences between treatment
groups in laboratory test values, vital signs or physical examination outcomes.
Assessments to determine the possible effects of study treatment on basal and ACTH-
stimulated plasma cortisol levels, in the subset of patients in whom these tests were
performed, showed no significant differences between the 2 treatment groups.
Furthermore, there was no evidence of HPA-axis suppression in patients treated with
Pulmicort Respules.
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Finally, although not designed as a growth study, height measurements (stadiometry)

showed a statistically significant difference of -0.87 cm in growth velocity between

Pulmicort Respules and Intal Nebuliser Solution.

22. Conclusion Results of this 52-week, open-label study in 330 APT-assessable, paediatric asthmatic
(findings) patients 2 to 6 years of age support the following study conclusions for the
administration of Pulmicort Respules versus Intal Nebuliser Solution:

e  Clinically and statistically significantly fewer asthma exacerbations over a 52-week
period.

e Clinically and statistically significantly longer times to a first asthma exacerbation
and to the first use of additional chronic asthma medications.

e  Clinically and statistically significant improvements in night-time and daytime
asthma symptom scores and clinically and statistically significant reductions in the
use of breakthrough medication.

e  Fewer courses of oral/parenteral steroids.

e  Improvements in quality of life and less use of healthcare resources.

e Greater physician and caregiver satisfaction with the patient’s asthma medication
and ability to manage the patient’s asthma symptoms.

In addition, the following safety conclusions are supported:

e Pulmicort Respules administered for 52 weeks was well tolerated by children
2 to 6 years of age with asthma.

e  There were no clinically relevant differences in the type, incidence or intensity of
AEs in the Pulmicort Respules group compared with the Intal Nebuliser Solution
group.

o  There were no clinically relevant differences in changes in laboratory test values
between the 2 treatment groups.

o  There were no clinically relevant differences between the 2 treatment groups in
vital signs or physical examination outcomes.

e Assessments to determine the possible effects of study treatment on basal and
post-ACTH-stimulated plasma cortisol levels in the subset of patients in whom
these were measured showed no significant differences between the 2 treatment
groups. Furthermore, there was no evidence of HPA-axis suppression by Pulmicort
Respules.

e Although not designed as a growth study, height measurements (stadiometry)
showed a statistical difference for the Pulmicort Respules group compared with the
Intal Nebuliser Solution group. This is consistent with the results of previously
conducted 52-week studies (Pulmicort Respules versus placebo in 3 US pivotal
studies).

Applicant DeocuSigned by:
(Marketing x f[
Authorisation j akwmar
B7UH4FE53B2E4065..
Holder)
Dr Jayakumar Gurunathan

(full name)
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I[Tepexaz 3 aHMTIHCHKOI MOBH Ha YKpaiHCbKY MOBY

3BiT 1po KIiHiYHE BUIPOOYBaHHA

1. Ha3Ba nikapceKoro
3acoly (3a

HasBHOCTi — HOMEp
peecTpaltiifHoro
TIOCBiT4EHHA)

Byaeconia Actpa3eHeka (MiXXHapOJHA HEATEHTOBAHA Ha3Ba — OYECOHIN)

2. 3asBHUK

Haspa Ta agpeca BAacHHKA PeeCTPAaliiiHOro NOCBiAMeHHA HA MOMEHT NPOBEIEHHST
KJiHIYHOro BUNPOOYBAHHSA:

Actpa3eneka JIP (AstraZeneca LP)

Becr6opo, mrat Maccauycerc, Cnony4eri Illtatn AMepuku

(Westborough, Massachusetts (MA), United States of America (USA))

Hazpa Ta aapeca NOTOYHOIO BAACHUKA PeceTPAUIHOI0 NocBiuenns:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e, llIBewia
(SE-151 85 Sodertilje, Sweden)

3. Bupo6Huk

Haspa Ta agpeca 3aBoay-BupoGHHKA, 1110 BUPO6AAB JikapeLKuii 3acif Ha MOMEHT
NpoBeAeHH A KNiHiuHoro BUnpobyBanns:

JlinpHUIA 3 BUPOGHULTBA IPOTHACTMATHYHKX IpeniapaTis (Astra Pharmaceutical
Production)

Conepran’e, lpenis

(Sodertilje, Sweden)

3mineni Ha Actpa3eneka JIP, Bect6opo, mrat Maccayycete, Cnonydeni Hltatu
AMepuKH TOKYMEHTOM Ipo BHECEHHsI 3MiH Ne 1.

Hazsa 3agoay-eHpo0HMKA, 1110 HAPA3i BUpoOase JikapebKiii 3acio:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Cognepran’e, I1Ienisa

(SE-151 85 Sodertilje, Sweden)

4. ITpoBeneHi
JIOCITIDKEHHS:

Tak

1) Tum nikapchKoro
3aco0y, 3a AKAM
npoBogunacs abo
TUIAHY€THCA
peecTpallis

JlikapchKuii 3aci6 3a IOBHUM JOChE (ABTOHOMHE JIOCKE)

5. IloBHa Ha3Ba

Ouinka npenapary Ilyasmikopt Pecynu (6ynecoHin, cycneHssia i iHranauiif) y

KITiHiYHOrO HOpiBHAHHI 3 MpenapatoM IHTal, PO34YHH JUIS PO3NMIEHHS (HATPIK0 KPOMOJIiH), i3 TOYKM
BUIIPOGYBaHHA, 30pY pe3yJIbTaTiB NiKyBaHHSA aCTMH B AiTel BikoM Bit 2 10 6 pokiB. JloCiimKeHH s
KOIOBaHMI HOMEDP DX-RES-2000.

KITiHIYHOTO

BHIIPOOYBaHHA

6. ®aza KIiHigHOrO
BUIIPOOYBaHHA

111B

7. Ilepion npoBeaeHHA
KIIHIYHOTO
BUNPOOYBaHHA

Iz 11 Bepecus 1997 poky no 23 Gepezns 1999 poky

KOH®IIEHIIFHA IHOOPMALILS,
L0 € BJIACHICTIO KOMIIAHII

136



8. Kpainu, ge Cnonyueni llItatn Amepuku (CILA)
HpPOBOJILIOCS
KITiHIYHe
BUIIPOOYBaHHS
9. Kinbkicts sarwtanoBana: 300 (mo 150 y xoxxHiif i3 rpym sikyBaHH:)
JOCITiIKYBaHUX daxtiyna: 335 (KUIBKICTh paHAOMi30BaHUX Y4aCHHUKIB)
10. Meta Ta MeTa IpOro 52-THXHEBOTO HOC/I/KEHHS HOJIAraia B TOMY, 00 OLiHATH BILIKB
BTOPHHHI i npenapaty ITynsMikopT Peciryn B HOpiBHAHHI 3 npenapaToM IHTai, po3ynHOM [Tt
KITiHiYHOTO PO3NMIIECHHS, Ha OB’ A3aHi 3 aCTMOIO Pe3Y/ILTATH JiKyBaHHSA acTMH 3 GOKY 310pOB’s B
BUIIPOOYBAHHS JiTeit BikoM Bim 2 10 6 POKiB, ki MOTpeGyBaInd MPOTH3ANATBLHOT TEpalii aCTMH.
BropuHHi uijti bOro AOCHiHKEHHS IONATATH B HOPiBHAHHI MK IBOMa METOAGMHU
JiKyBaHHS TaKUX 3MiHHUX:
*  yac JI0 MEPIIOro 3arOCTPEHHA aCTMH;
*  yac JI0 MEPIIOro 3aCTOCYBaHHA JOAATKOBOI Tepallii XpOHIYHOI aCTMH;
e YaCTOTa 3aCTOCYBaHHA MOJIETINYBANBLHOTO Npenapary;
e ONIiHKA CUMITOMIB acCTMH BAEHb i BHOUI,
+  3MiHa CTaHy 340pOB’s AUTHHH, TOOTO 3MiHa QYHKLIOHAILHOIO CTATyCy Ta 3aralbHOro

CTIPHUIHATTS BIACHOIO 30POB’S;

+  3MiHa 3aJ0BONIEHOCTI OMIKYHIB IPOrpaMoI0 JiKyBaHHSA acCTMH B JUTHHH, 06CATOM

HABAHTAKEHHSA Ha HUX i JOTPUMaHHAM AUTHHOIO IHCTPYKLIH i3 3acTOCYBaHHA

JOCJIHKYBaHOro TIperapary.

*  3arajpHi OIIHKH:

—  etekr Bix Teparii;

—  3aJ0BOJIEHICTD OMIKYHA TEPaIi€io;

—  OLIHKA BJACHOTO 3J0POB'S NaLli€HTOM;

*  BruruB JiKyBaHHA Ha:

—  npsMe BUKOPHUCTAaHH:A PecypciB CHCTEMH OXOPOHHM 3H0pOB’ S (KiIBKiCTh
rocuiTanizaliii, BiiBiyBaHb BiAiNeHb HEBIAKNIAAHOT JOIOMOTH, [103aIUIAHOBHX
Bi3uTIB 10 niKapiB-crewnianicTiB Ta TeneOHHNX A3BiHKIB
JlikapaM-crienianicram);

—  HempsAMi eKOHOMiuHi 3MiHHi (KLUIBKiCTh po604MX AHIB, IPOMYLIEHHUX OTIKYHOM
yepe3 XBOpoOy AUTHHH, KiNbKiCTh JHIB, y AKi JisUIBHICTE OMiKyHa Oyna
nepepeana yepes XBopoOy IUTHHY, KUTBKICTh JHIB HABYAHHS B IIKOJI,
NPOIYILIEHHX AUTHHOIO Yepe3 XBopoOy, i KiJIbKiCTh IHiB, IPOBEACHUX JUTHHOIO B
JIDKKY yepes XBopoOy).

11. uzaitn BaratoueHTpOBe, paHIOMI30BaHe, BiIKpHTE, KOHTPOIBLOBAHE 32 AKTUBHHMM INperapaToM
KII{HITHOTO IOCHi/DKeHHS B NapalelIbHUX Ipynax.
BUNPOOYBaHHA

12. OcHOBHI KpHTepii
BKJTIOUEHH

KOH®IAEHIIMHA IHOOPMALILS,
1[0 € BJIACHICTIO KOMITAHII

Jlna HaGopy B JOCIIMKEHHS [ AX0MWIM MalicHTH-AiTH OOUBOX CTaTeH BikoM Bial 2 10

6 pokiB BKIIOYHO (Ha MOMEHT Bi3uTy 1) 3 JIErKOI0 EPCUCTYIOUOIO (CTafisa 2) abo

HOMIpHOIO IepcucTyIoUoko (cTafif 3) GpoHXiaJbHOI ACTMOIO 3Ti/IHO 3 BU3HAYEHHAM

HauionansHoro iHCTHTYTY OXOPOHH 310poB’sl MiHicTepcTBa OXOpOHH 3/I0POB’A Ta

comiansHux ciyx6 Cronyyenux Llltaris Amepuku (CLLIA) 3 HasBHICTIO CHMIITOMIB Mic/IA

BCTAHOBJICHHS JIIarHO3Y MPOTArOM OCTaHHIX 6 MiCALIB, 32 BUCHOBKOM JOCIiTHHKA

(mauicHTH 3 yrepuie BCTaHOBJICHMM AiarHO30M IOBHHHI OYNH BiANOBiZaTH TilbKU

IOYHKTaM a i b):

(a) CuMOTOMM aCTMH BHHHKAIOTH 4acTillle, HiX JBidi HA THXKIESHb, @ CAMIITOMH BHOYi —
yacTile, Hik ABidi Ha Micsitk. [TanieHT Mir MaTH B aHaMHe3i YacTi CHMITOMH
(HampHKIaj, YacTille, HiXk OfMH pa3 Ha TIDK/EHD), IO BIUTHBAIOTH HA IOBCAKACHHI
i

(b) Onne a6o MeKibKa 3arOCTPEHb aCTMH, 1IIO MOTPe0yBAIH 3aCTOCYBaHHS KYpCiB
CUCTEMHUX (HepopaibHIX a0 HapeHTepalIbHIX) KOPTUKOCTEPOIliB NPOTArOM
ocTaHHiX 6 Micswis, abo 2 a6o GinbIne 3arocTpeHb aCTMH, IO HOTpeOyBanu




3aCTOCYBaHHA KypCiB CUCTEMHHUX (TIEpOpaIbHUX ab0 MapeHTEpalbHIX)
KOPTHUKOCTEPOIAIB MPOTAToM 9 MicsuiB 10 HaGOpYy B HOCITi/KEHHA.

(c) ILlogeHHe 3acTOCyBaHHA X049a 6 ONHOTO NpenapaTy AN JiKyBaHHA XPOHIUHOI aCTMH 3
MepioAMYHUM 3aCTOCYBAHHAM IOJETIIYBAILHOTO Mpenaparty NpOTAroM loHalMeHIIe
3 Micanis go eisury 1. IIpemapaTamu is JTiKyBaHHSA XpOHIYHOT aCTMH BBAXKAIUCS
iHraAUiitHi KOPTHKOCTEPOINH, HATPil0 HEAOKPOMIN, HATpil0 KpOMOIiH abo
[epopasIbHi UM iHranauiliHi OpoHXOmITHUKH.

Ha momeHT BisuTy | ManieHTH Malli BiAIOBiJaTH TaKUM 0OMEXEHHIM OO0

3aCTOCYBaHHA JiKiB:

¢ BIACYTHICTh TPHBAJIOTO 3aCTOCYBAHHS CUCTEMHUX KOPTHKOCTEPOINiB (KypcH
TPUBATICTIO > 14 OHIB) npoTAroM 12 THXHIB;

*  BIACYTHICTb NepioAMYHOrO 3acTOCYBaHH: (KypCH TPUBAJICTIO > 14 OHIB) CHCTEMHHX
KOPTHKOCTEPOINiB npoTsaroM 15 aHis;

*  BimCYTHICTB 3aCTOCYBaHHs LOCIIDKyBaHHX MpenapatiB npoTsroM 30 aHiB.

Jlna Bisuty 2 (paHIoMisaris) KpuTepil BIOTIOYeHHA OYIIN TAKUMHA: IPOTATOM NpHHAMHI 7

i3 ocranHix 14 guiB 10 Bi3uTy 2 OLIHKA CHMIITOMIB acTMH (YHOYi, BACHB abo i Te, i iHmIE)

B cyMi craHoBmwiIa 2 abo Ginbire, i npoTsaroM MpuHaliMHi 5 3 ocTaHHiX 14 AHIB 10 Bi3UTy 2

HALi€HT 3aCTOCYBAB MOJIeryBaTLHU Npenapart, sk e 3a3Ha49€HO B INOACHHHKY NallicHTa.

13. JocmimkyBaHui
nikapcbkuii 3acio,
cnoci6
3aCTOCYBaHHS, CHIIa
it

IynemikopT Pecmynu (0,125, 0,25 i 0,5 mr/min) uepes HeOynalizep Pari LC-Plus,
nigKIoYe it 10 kommpecopa Pari Master (Ilepi Pecnipatopi Exyinmmenr, Ink. (Pari
Respiratory Equipment, Inc.), M. Piumonn, wrat Bipmkunis, CILIA), 3 Mackoro ais
o6mruys a6o MyHawTykoM BupobuuuTsa [lon-Pino-ITapi-Bepk I'm6X (Paul Ritzau
Pari-Werk GmbH), m. IlITamGepr, Himeuunna.

3ammanoBaHa 7103a Ha nepuii 8 TikHIB cTaHoBMna 0,5 Mr (oxuH pa3 Ha 106y abo B
posaineHux xo3ax ABivi Ha 100y, 3a pilleHHAM AocaiaHnka) ITicad nporo AoCHiAHUK Mir
36U1bIyBaTH a00 3MEHIIYBaTH 03Y; MiHIMallbHa fio3a cTaHoBWIa 0,25 Mr/noby, a
MakcHMalibHa J1o3a cTaHoBmiIa 1,0 Mr ABidi Ha 106Y.

14. TIpenapat
HOpIiBHAHHA, 034,
croci6
3aCTOCYBaHH, CHJIa
aii

Turan, posuvn g posmwieHHs (Papmakomnes CILA; Pon-ITynak-Pope ®apmackroTikanc,
Ink. (Rhone-Poulenc-Rorer Pharmaceuticals, Inc.), M. Konnemkeinn, mrat [lencinbpaHis,
CHIA (Collegeville, Pennsylvania, USA) uepe3 neGynaiizep Pari LC-Plus, nigxmoueHuii
Io koMmmpecopa Pari Master, i3 Mackoto s o61u44s a6o MyHIIITYKOM. IHTa1, pO3YH AN
po3MIIeHHA (K 3a3Ha4€HO B 3aTBEPIXKEHiH iHCTPYKLIl 111 MEMHHOro 3aCTOCYBaHHA,
30KpeMa, Y po3ait «Crocid 3acTocyBaHH: Ta 1o3u»): 20 Mr 4 pa3u Ha 100y 10 8 THXKHIB,
TIOTiM TUTPYBaHHS 3a PillleHHAM JOCiIHHKA.

15. CynyTtha Tepamis

KOHOUIEHLIAHA IHOOPMALILS,
1110 € BIIACHICTIO KOMITAHII

[Ticns BizuTy 2 6yJ0 JO3BOJICHO 3aCTOCOBYBATH TaKi IpenapaTy:
IonerwyBanbHuii npenapar:

IMonerurysansHUM MpenapaToM, Skuit nepeadadanocs 3aCTOCOBYBATH IIPOTATOM YChOIo
JocCTiKeHHs1, OyB [B2-aroHicT KopoTKoi aii (To6To He MeTHIKCaHTHH). B ineani ue 6yB Toi
camuii IoJIeT Iy BalbHUl, AKA NallieHT 3aCTOCOBYBAR 10 HAOOPY B NOCIiHKEHHS.
(ITpumMiTka: narieHTaM 6yJ10 HaJaHO BKa3iBKy He 3MilllyBaTH Ta HE KOMGiHyBaTH
mpernapary A1 HeBiAKIaaHOI JOIIOMOTH, SKi BBOASTHCA 3@ JJOIIOMOTOK 26P030JLHOTO
TIPUCTPOIO, i3 6YAb-IKUM i3 JOCTiIKYBaHHX NpenapariB.)

Ilpu 3arocTpeHHsX aCTMH:

Iepupanbui KoprukocTepoinn: 3a pilleHHAM JOCTITHUKA NPY 3aTOCTPSHHAX aCTMH
6yJI0 JO3BONEHO 3aCTOCYBaHHS IIEPOPATILHUX IIPEAHI30HY Ta NpeHi3010HY (HapHKIaZ,
cupony Jlikeixg ITpex (Liquid Pred); Ieniallpen (PediaPred); cupomy aGo TabneTox
ITpenon (Prelone)). Jlo3a Ta TpUBANICTE MEPOPATILHOTO 3aCTOCYBAHHA KOPTUKOCTEPOiAiB
MOBHMHHI 0yJ11 CTAaHOBUTH Bif 25 no 40 Mr/no6y npotarom 3-7 gHiB; 6yB n03BOJIEHHI
mepexia Ha HIKYY A03Y.

IMapenTepannhi kopTHKOCTepoiAn: 3a pillleHHAM JOCTiJHMKA, IPU 3aTOCTPEHHAX aCTMH
OyJIO ZO3BOJIEHO 3aCTOCYBAHHA NAPEHTEPAJIBHUX KOPTHKOCTEPOiliB (TOGTO
KOPTHUKOCTEPOINIB, 110 BBOAATLCA BHYTPIIIHROBEHHO 260 BHYTPIiIIHBOM’130BO).

HoaaTkoBi npornacTMaTHyHi npenapatu: Ha noparok mo nikyBaHHA actMu Oyna
3aCTOCOBaHa JIOJJaTKOBA Tepallis XpOHiYHOT aCTMH, AKIIO BinGyBanocsa oHa 3 TAKUX IMOJiH:
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e Tpu abo Ginblie BUNAAKIB 3aroCTpeHb aCTMH, L0 NOTpeGyBaid JIiKyBaHHS
MepOpaIbHAMHU 260 MapeHTepaTbHUMHI KOPTHKOCTEpOigaMy;

*  3a pilWeHHAM ZOCTiIHHKA NalieHT NoTpedyBaB A03Y, LI0 MepeBULILYBala
MaKCHMallbHY PeKOMEHIOBaHY 103y JOCIiIKYBAaHOTO Ipemapary.

JlomaTkoBa Tepalis XpoHiYHOT aCTMH MOTJIa BKIIOYATH Taki npenapatu ([Ipumitka:

nanientaM 0yJI0 HaJJlaHO BKa3iBKY He 3MilllyBaTH Ta He KOMOIHYBAaTH IIperapaTy Uil

HEBiIKIagHO1 JOIIOMOTH, sKi BBOAATHCA 3a JOIOMOTOI0 a8pO30JIHOTO IPHCTPOIO, i3

Oy/ab-AKUM i3 HOCHTIKyBaHUX NpenapariB):

¢ ° METWIKCaHTHHH (BKJIIOUHO 3 NperiapaTaMy IIBUIKOro abo IOBLUILHOIO
BHUBLJILHEHH:);

¢ * IepopalbHi ;-aroHiCTH MOBIILHOTO BUBINEHEHHS;

s« iHranauiifHi B,-arouicTu TpHBanoi nii (Hampuknan, CepeBeHT (Serevent));

°  HaTpilo HEJOKPOMIT;

s+ iHI NpOTHACTMATHYHi IHralALiHi KOPTUKOCTEPOINHI MpenapaTH.

¢+ @HTaroHicTH S-JMiMOKCUreHa3M Ta NEHKOTpieHIB (HAIpHKIaj, 3WICYTOH abo
sadipaykact).

Inwi sikapcebKi 3aco6u: 3a pimeHHsIM focmifHuKa 6yny NpHU3HAYeHi iHIIi TikapchbKi

3aco0M, AKi BBR)KJIMCA HHM HEOOXiIHMMU 1151 ONIaronomyyyds nauieHTa.

16. Kpurepii oninku
ebeKTHBHOCTI

TepBUHHOIO 3MiHHOKO JOCIiIXKeHHs 0ya 4acTOTa 3ar0CTpeHb aCTMU IIPOTATOM
52-TIXXHEBOTro Nepiofy JIiKyBaHHS.

BTopuHHHMY 3MiHHUMH JIOCTiKeHH 6yin:
*  yac J0 MeplIoro 3aroCTPEeHHs aCTMH;
*  Yac J0 MepUIOro 3aCTOCYBAHHA JOAATKOBUX MpenapariB Bill XpOHiYHOT aCTMH.

*  3MiHa KiJTbKOCTi JHIB, Y fAKi MallicHTH 3aCTOCOBYBAJIM MONEIIIYBAIbHI NpenapaTH
(B2-aroHicTH, nepopaibHi KOPTUKOCTEPOiAK) BiJ BUXiHOrO PiBHA KO THXKHA 52;

»  3MiHa OL[{HOK CHMIITOMIB aCTMH BHOYi i BAEHB BiJl BUXi/JHOTO piBHSA [0 TIKHA 52;

e 3MiHa OL[{HOK CTATYCY 30O0POB’S NAILli€HTA Ta HABaHTaKEHHA (SKOCTi XHUTT) Ha
OIIKYHIB Bill BUXiTHOTO PiBHA 0O THXHA 52;

e Gau 3a OMUTYBaIBLHUKAMHU IOJ0 JOTPUMAaHHA NALlieHTOM iHCTpYKLili i3 3acTOCyBaHHA
JOCIiKYBaHOTO Mpenapary/3aoBoIE€HOCT] OMiKyHa;

*  3aXOIM 3 BUKOPHCTAaHHA PeCYpPCiB CHCTEMH OXOPOHH 3[0POB’S;
*  3arajbHi OUiHKH JiKaps i malieHTa/onikyHa;

*  YacTKa [MALi€eHTIiB, AKi NPHIMHWIA YIacTh Y AOCIiUKEHHI;

*  KiNbKicTh HiB 6€3 CUMIITOMIB i 6€3 3aroCTpeHb.

17. Kputepii ouinku
Oe3nexu

3apeectpoBaHi HebaxkaHi sBuiIa (HA).

*  3wmiHa parkoBux GasanpHoro i noct-AKTI -ctumynsoBanoro (AKTT —
apeHOKOPTUKOTPONHHI rOPMOH) PiBHIB KOPTH30Jy B 1Ia3Mi KpoBi (pyHKuis
rimoranamo-rino¢izapHo-Haguupkosoi [ TH] cucremn).

*  3MiHH OCHOBHMX ()i3i0JOTiYHHX MOKa3HUKIB, pe3yabTaTiB (i3uKaIBHHX 06CTEHEHD,

MMOKA3HKKIB 3pOCTY, MacCH TiJla Ta KIiHIYHHAX Ja00paTOpHHX MOKA3HHUKIB.

18. CtatucTHuHI
METOIH

Jina mopiBHAHHA BinMiHHOCTE! MK rpynaMu JikyBaHHS LIOA0 YACTOTH 3arOCTPeHb
ACTMH, 3aCTOCYBAaHHA [TOJIETIIYBaIbHUX Mpemnapartis (B2-aroHicTiB, HepopalbHUX
KOPTHKOCTEPOIMIB), OLIHKKA CHMITOMIB acTMH, AKkocTi kUTTA i AKTT-cTuMynboBaHMX
piBHIB KOpPTH30ITy OY/IM BUKOPHCTaHi AucniepciiHui Ta KoBapiauilinuil ananis.
MOpiBHAHHA BIAMIHHOCTEH Mi TpyHaMU JIiKyBaHHS 3a 4aCOM JI0 MEPILOro 3aroCTpeHHs
acTMH Ta 4acoM JI0 MEPIIOro 3acTOCYBaHH:A JOAATKOBHX MPeNapaTiB POTH XPOHIYHOT
acTMu OYB BUKOPHMCTaHHM aHaJli3 BIXKUBAHOCTI. JUId aHaNi3y 4acTOK MaLi€eHTiB, AKi
OPHUIAHAIM YIacTh B JOCTIDKEHHI, i 3aranbHUX OLHOK Jlikaps-crelliaticTa Ta
nauieHTa/onikyHa Oynu BUKOpHCcTaHi KpuTepii Xi-kBaapar. JUta aHamisy 3MiH 3pocTy 6yB

KOHO®IIEHLIAHA IHOOPMALILS,
LIO € BJIACHICTIO KOMITAHII
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BUKOPUCTAHUIM QUCTIEpCiiHMIt aHani3. JIng Beix iHIINX 3MiHHKX Oy/Iu BUKOpHCTaHI
OIHMCOBI MiICYMKH CTATUCTUYHHUX JaHUX. :

19. Temorpadiuni
HOKa3HUKU
IOOCIiAXKyBaHOT
nomynAnii (cTats,
BiK, paca, TOILO)

Vcporo B fociimxeHss Oyno pannomisosaHo 335 nauienris. Jlemorpadiuni
XapaKTEePUCTUKH MALIEHTIB MiX JBOMa IPYIaMH JiKyBaHHA Oyiu 3icTaBHUMY. YoNOBikH
CTQHOBUIIH 63,9% paHaoMizoBauux nanieHTiB; 80,6% yJacHUKiB OyaM NpeaCTaBHUKAMK
€BpOTIeOiNHOT pacu, 13,1% yuacHukiB — HerpoinHoi pacy, 2,1% ydJacHHKiB —
MOHrO101nHOT pacH i 4,2% — npecTaBHUKAMU iHIIUX pac. Cepe/iHe 3HAYEHHA +
cranpapTHe Bigxmwienns (CB) Biky, MacH Tina i 3pocTy Ha MOMEHT CKPHHIHTY CTAaHOBHJIO
4,3 (+1,4) poxiB (mianazom: Bix 2 g0 6 pokis), 40,6 (x10,3) kri 104,0 (+11,0) cMm,
BiZmoBiaHo. 3aranpHa cepeans (+CB) TpuBanicTs aCTMH HAa MOMEHT CKPHHIHTY CTAHOBHJIA
33,0 (£17,6) micauis. Ha Buxignomy pisi 3aransHi cepesiti (+CB) oLiHKH cHMNITOMIB
acTMHM BHOY] i BJIGHb 3a ka0 Bix 0 1o 3 cranosmiy BignosixHo 1,3 (£0,5) 1 1,4 (£0,5).

20. Pesynsratut
edekTHBHOCTI

Veroro olinui epextusHoCTi mignarany 330 nauieHTiB (yci NalieHTH, AKi OTPHMAIH
nikyBanHs). YacTka NanieHTiB, Ski IPUOMHMIN YYacTh Y JOCITiMIKeHH] B rpymi IaTany,
posuuHy s posninenHs (20,4%), Gyna 6inbmoro, Hix y rpyni [yaemikopty Pecrynn
(8,3%). Lla pisHuus 6yia cTaTHCTUYHO 3HawyIIoo (p=0,002). Pe3ynbTaTi 3MiHHHX
e(eKTHBHOCTI TIpeICTaBJIEHI B TabauIi A.

TABJIUIA A
Cxopurosati cepeani 3MiHM Bia BUXiZHOrO piBHA 10 THXKHA 52°

3MinHa InTan, po3unH ms MYJIBMIKOPT
PO3NHNEHHA PECIIVJIH (n = 168)
(n=162)
CepeaHs 4acTOTa 3AroCTpeHb acTMH (K-Th/pik) 2,41 1,23*
{C;ﬁc;glmﬁ Yac JI0 NepLIOro 3aroCTPEHHS acTMH 14778 216,63+
CepeaHiii 4ac 10 NepIIOro 3acTOCYBAHHS 235,09 320,52*
JONATKOBHX NPOTHACTMATUUHMX NPEnaparis
(muin)
Cepenua 3MiHa 4aCTOTH 32CTOCYBAHHA 4,07 6,17+
HOJEriuyBaibHUX Npenaparia
Cepezu:m KiNBKICTB KyPCiB MIepopansHux 317 235
KOPTHKOCTEPOILIN
CepenHs 3MiHa OL{HOK CUMIITOMiB aCTMH BHOYL -0,30 -0,54*
(IIkana 0-3)
Cepennst 3MiHa OLLIHOK CUMITOMIB aCTMH BJIEHb -0,35 -0,63*
(Ikana 0-3)

2 TlepeHeceHHs BIEpe] OCTAHHBOTO 3HAYCHHA.
*p<0,001, ** p < 0,000, y nopisrsHES 3 cycrieH3ieto ana posnuenua luran (Intal)

21. Pesyneratu
Oesnexn

KOH®IJIEHLIITHA THOOPMALILS,
1110 € BJIACHICTIO KOMITAHII

Cepenniii (=CB) uac nikysaHHs (yci NalieHTH, AKi OTPEMaJIH TiKyBaHHA) 3 3aCTOCYBAHHAM
IuTaiy, po3uHHY U1 PO3NMWICHHS, CTaHOBUB 324 (£95) AHi, i3 3acTOCyBaHHAM
IyneMmikopTy Pecmynu — 350 (£61) nHi.

I1po BUIIAAKH JIETANBHOTO Pe3y/IbTaTy B NBOMY JOCIiKEHH] HE MOBIAOMIAIOC.
ITpoTAroM BiIKpUTOro nepiody ZOCHiDKeHHS B 22 MAI€HTIB OyI0 3apeecTpOBAaHO

45 cepitosunx H (CHS): 17 CHA y 9 (6%) nauiedTiB y rpymni IaTany, po3duny ais
posnuienns, i 28 CHS y 13 (8%) nauientiB y rpyni ITynemikopty Pecrryn. Oaun natient
y TPy 3aCTOCYBaHHs [HTany, po3urHy A/ po3NIUIeH A, OyB BUKIIOUESHH i3
Jociimienit yepes HA (ctomarut, rimepkilesis, 3aXxsoproBaHHs IIKipH Ta He3BHYaliHa
noseninka). Yci CHS, o Oy 3apeecTpoBaHi NIPOTAroM BikpuTOro nepioay
JOCIiKeHHS, OLIHIOBATMCS IOCIIIHNKOM K MAIOMMOBIPHO ITOB’ A3aHi 3 JOCTIKYBaHUM
nikyBaHHAM. MiX IBOMa rpymamu JikyBaHHA He OyJI0 KIIHIYHO 3HAUYIMUX BiAMiHHOCTEH
y BHz, 9acToTi a60 cTyneni Bupaxenocti HA. Mix rpynaMu JikyBanHs He OyIio KIIiHI9HO
3HAYYIUX BiMiHHOCTEH y 3HaYeHHAX Tab0paTOPHHX aHAJIi3iB, OCHOBHUX Qi3iomorivnux
noxasHuKax aGo pesyneTatax Gi3HKaIBHOTO 06CTeKEHHA. AHAII3H A1 BUSHAYCHHA
MOXUIMBHX e()eKTiB JOCHiKyBaHoro JikyBaHH: Ha GasaibHi i mocT-AKTT -cTuMynb0BaHi
piBHI KOPTH30IY B IUTa3Mi B MiArpymi nauieHTiB, y AKUX Li aHaji3u Oyau NpoBeneHi, He
[OKa3aIM 3HAYYIIMX BiAMiHHOCTeH Mk ABOMa rpynamu JlikyBaHHA. KpiMm Toro, o3Hak
npurHiyenns I'TA cuctemu B nauieHTiB, ski orpriMysany [lynsmikopt Pecnyny, He
cnocrepiranocs.
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Hacamkinels clli 3a3HAYNTH, 10 BUMIPIOBAHHA 3pOCTy (CTafioMeTpis) MOKa3alu
CTATHCTUYHO 3HAYYILY pi3HHULIO B MIBUAKOCTI pocTy -0,87 cM Mixk NpenapaToM
IIynemikopT Pecrynu Ta npenapatoM IHTai, po3dHHOM UL PO3IMIIEHH, X04a TaKi
BHMIpIOBaHHA i He OYJIN 3aayMaHi AK JOCIiDKEHHS POCTY.

22. BUCHOBOK
(3aKmoveHHA)

Pe3y/IBTaTH IILOTO 52-THKHEBOIO BIIKPHTOTO JOCTiKEHHSA 33 YJacTIO

330 nauieHTiB-AiTel i3 acTMOXO (YC1 MALiEHTH, SKi OTPUMAIIH JiKyBaHH:1) BikoM Big 2 10

6 pOKiB MiATBEPIUKYIOTh HaBeAEHI HUKYe BUCHOBKH JOCTIXKEHHA MOJO0 3aCTOCYBAHHA

ITyneMikopTy Pecirynn y nopiBHAHHI 3 [HTan0M, po34WHOM /UL PO3NMIEHH. 32

52-TrKHEBMI Mepio/ pH 3acTocyBaHHi [TyaeMmikopTy Pecmynu:

°  YacTOTa 3arOCTPEeHb acTMH OyJia 3 KIiHIYHOIO Ta CTATUCTHYHOIO 3HAYYILICTIO
HIDKYOI0;

¢ 3HaYeHHs Yacy JO MepIIOTo 3arocTPEeHHA acTMH Ta A0 NEPLIOro 3aCTOCYBAHHS
JI0JaTKOBHX NpenapartiB MPOTH XpOHiYHOT acTMH OYJIH 3 KIIiHIYHOIO Ta CTATUCTHYHOIO
3HAYYLCTIO GiNbIINMHE;

e Bif3HAYAMMCA KITIHIYHO i CTATHCTHYHO 3HAYYIIi MOKPAIICHHA OLiHKHA CUMITTOMIB
acTMH BHOYI Ta BIEHB i CKOPOUEHHS 3aCTOCYBaHH MOJIETIIYBaNbHIX MpenaparTis;

+  GyJIO MPU3HAYEHO MEHIIEe KYPCiB MepopalbHUX/IapeHTepanbHUX KOPTHKOCTEPOIiB;

e BiA3HAYANKCS NOKpALIEHHS AKOCTi XKUTTA Ta 3MEHIICHHA BUKOPUCTaHHS peCypciB
CHCTEMH OXOPOHH 3[0POB'A;

°  Big3HAYANNCS HiJBHLIEHHS CTYNEHSA 3aX0BOJICHOCTI JIikapA Ta oliKyHa
MPOTHACTMATIYHAMH IIperapaTaMy Ta IXHbOI 31aTHOCTi KOHTPOJIOBATY CUMITOMH
acTMu;

Kpim Toro, miarBepanics Taki BACHOBKH 3 6e3NeKu:

»  Ilpenapar ITynsmikopT Peciynu, Akuil 3aCTOCOBYBAIM NPOTATOM 52 THXHIB, 106pe
[epeHOCUBCS AiTbMH, XBOPUMH Ha acTMY, BikoM Bix 2 10 6 poKiB.

»  He 6yno kniHiuHO 3HAYymKX BinMiHHOCTEH Y BHAI, 4acTOTi a00 CTyNeH] BUpaKeHOCTi
HSI y rpyni ITynemikopT Peciynu y nopiBHAHHI 3 Ipynoro 1HTany, po3duny ans
PO3MUIEHHA.

+  Mix ABOMA rpynaMH JIikyBaHHA He BiI3HAYaIHUCH KIHIYHO 3HAYYUT] BiAMiHHOCTI B
3MiHax 3Ha4eHb 1abopaTOpHHUX aHali3iB.

°  Mix nBoMa rpynamu JiKyBaHHA He Bi3Ha49anuch KIiHIYHO 3HAUYILi BiIMiHHOCTI B
OCHOBHHMX (pi310TOTiUHMX OKa3HUKAX Ta Pe3yNbTaTax (i3sHKanbHOro 0OCTEKEHHS.

e AHajisH AN BU3HAYCHHA MOMUINBUX €(eKTiB JOCIiMKYBaHOTO JIiKyBaHHS Ha
6azanbHuii i noct-AKTI -cTUMY/Ib0BaHMIt piBHI KOPTH30MY B ITa3Mi KPoBi B IiArpyImi
TALI€HTIB, ¥ AKX Li aHaTi3H 6yJIu NPOBeeHi, He MOKa3ay 3HaYYIUX BiAMIiHHOCTEH
MK JBOMa I'pynaMH JlikyBaHHA. OKpiM Toro, o3Hak npurHideHHsa [ T'A cucteMu B
MaLieHTiB, AKi OTPUMYBaNH JiKyBaHHA NpenaparoM IlynemikopT Pecnynn, me 6yino.

»  BumiproBaHHs 3pocTy (CTagioMeTpis) NOKa3aIl CTATUCTUYHY Pi3HHIRO I TPYIH
3actocyBaHHA npemnapaty [Tynemikopt Pecrynu y nopiBHsAHHI 3 rpynoo [Hramy,
PO3YUHY U PO3NUICHHS, X04a I1i BUMIpIOBaHHA i He Oy 3a1yMaHi K JOCTiXEHHS
pocty. Taki BUCHOBKH Y3TOMKY€ETECA 3 Pe3yNIbTaTaMH paHillie POBEJCHNUX
52-twKHeBUX AochimkeHb (ITynsMikopT Pecynu B nopiBHAHHI 3 wianeto B 3-x
6a30BuX AOCHimKeHHAX, mpopeaeHnx y CIIIA).

3asaBHHK (BIaCHUK

[Mignucano y mporpami DocuSign:

peecTpalliliHoro /mignuc/

MOCBITYEHHA) 97094F653B284Ds5...
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(ITIG)

/minnuc/

ITewatka: Ykpaina, M. KuiB, ToBapucTBo 3 oOMexeHoro BianosinanpHicTio «ACTPASEHEKA
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number,
if any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study
Report (CSR):

AstraZeneca R&D Lund

221 87 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Pty Ltd., Australia (supplier)

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sédertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal product for
which registration was conducted
or planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial,
code number of the clinical trial

Investigation of safety and efficacy of budesonide inhalation suspension
in the long-term use in Japanese children with bronchial asthma (open
long-term extension study following Study SD-004-0765),

Study SD-004-0768

6. Clinical trial phase

111

7. Clinical trial time frame

From 06 January 2004 through 22 November 2006

8. Countries where the clinical
trial was conducted

Japan

9. Number of subjects

Planned: Not applicable
Actual: 54

10. Primary and secondary
objectives of the clinical trial

The primary objective was to assess the safety profile of long-term use of
budesonide inhalation suspension in young Japanese children with
bronchial asthma, by evaluation of frequency and intensity of adverse
events (AEs), plasma cortisol, physical examination, height, weight and
clinical laboratory values. i

The secondary objective was to assess the efficacy of budesonide
inhalation suspension administered once daily (QD) or twice daily (BID)
to young Japanese children with bronchial asthma by overall evaluation
on asthma control by the investigator.

11. Clinical trial design

National, open-label, multicentre extension of Study SD-004-0765.
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12. Key inclusion criteria

Children under 5 years old with bronchial asthma who completed

Study SD-004-0765, who were expected to gain clinical benefit from
continued administration of budesonide inhalation suspension as judged
by the investigator and whose legal representative agreed on his or her
participation in this study. Patients aged 5 years could be included in this
study if no other effective treatment for the patient’s bronchial asthma
was available as judged by the investigator.

13. Investigational medicinal
product, method of
administration, strength

Budesonide inhalation suspension 0.125 or 0.25 mg/mL ina 2 mL
ampoule administered by inhalation with a nebuliser (Pari LC Plus™)
BID (morning and evening) or QD (morning or evening) at the discretion
of the investigator. The dose could be adjusted as appropriate within the
range of 0.25 to 1.0 mg/day according to the symptoms (only QD for
0.25 mg/day).

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

The following concomitant medications were prohibited.

o Inhaled steroids other than the investigational product.

e  Regular use of oral steroids.

e Intramuscular injection of steroids or steroid suppositories.
e Other investigational drugs.

The following medications were allowed for rescue use, in accordance
with the severity of symptoms.

e  Inhaled 2-agonists.

e  Oral steroids.

o Intravenous injection of aminophylline.

e Intravenous injection of steroids.

e Inhalation of isoproterenol.

CYP3 A4 inhibitors (eg, itraconazole) were to be used with caution.

Other medications considered necessary for the safety and wellbeing of a
patient could be given at the discretion of the investigator.

16. Efficacy endpoints

Overall evaluation on asthma control by the investigator.

17. Safety endpoints

Frequency and intensity of AEs, clinical laboratory values (haematology,
clinical chemistry and urinalysis), physical examination, height, weight
and plasma cortisol.

18. Statistical methods

The statistical analyses for efficacy and safety assessments were based
on all patients enrolled into this study whose post-dose data were
available (all patients treated [APT] population).

Overall evaluation of asthma control by the investigator at every visit
was summarised descriptively. Safety data were also summarised
descriptively.

19. Demographic data of the study
population (sex, age, race, etc.)

The demographic and key baseline characteristics of study patients are
summarised in Table 1.

CONFIDENTIAL AND PROPRIETARY 2 of6
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Table 1 Patient Population and Disposition
Demographic or baseline characteristic
Population
Number of patients who entered this study 54
Demographic characteristics
Sex (n and % of patients) Male 34 (63.0)
Female 20 (37.0)
Age at entry to this study Mean + SD 3631164
(months) Range 13 to 65
Ethnic (n and % of patients) Japanese 54 (100.0)
Height at entry to this study (cm) | Mean + SD 9147 £10.99
Range 728101134
Weight at entry to this study (kg) Mean + SD 14.04 +4.03
Range 8.7 to 34.5
Disposition
N of patients who Completed the final 25
visit of the study
Number of patients for evaluation (All Patients Treated; 54
APT?)

2 Number of patients who were enrolled in this study and had at least 1 data
point after dosing.

20. Efficacy outcomes

Table 2 presents a summary of the overall evaluation of asthma control,
assessed by the investigator, every 24 weeks and last observation (last
observation carried forward [LOCF]). Overall, budesonide inhalation
suspension provided good asthma control throughout the treatment
period. The percentage of patients with “very good’, ‘good’ or ‘poor’
assessment at LOCF in the APT population was 59.3%, 33.3% and 7.4%,
respectively.

Table 2 Overall Evaluation on Asthma Control Assessed
by the Investigator (All Patients Treated)

Overall evaluation on asthma conftrol,

'| n (%)

| Week N Very good Good Poor

| Week 24 53 22 (41.5) 22 (41.5) 9(17.0)

| Week 48 50 29 (58.0) 17 (34.0) 4 (8.0)
Week 72 38 18 (47.4) 15(39.5) 5(13.2)
Week 96 29 12 (41.4) 17 (58.6) 0(0.0)
Week 120 23 11 (47.8) 11(47.8) 1(4.3)
Last observation 54 32(59.3) 18 (33.3) 4(7.4)
(LOCF)

Note: Patients for whom an assessment result was not available for some
reason were not included in the calculation at each time point.
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21. Safety outcomes

Table 3 presents the overall frequency of AEs during the whole treatment
period.

No deaths were reported in this study. A total of 68 other serious AEs

were reported in 24 patients (44.4%). All 54 patients in the safety

assessment had at least 1 AE. There were no discontinuations due to AEs

and no other significant AEs were identified.

Table 3 Number of Patients who had at Least 1 AE in
Any Category During the Whole Treatment
Period in this Study and Total Numbers of AEs?
(All Patients Treated)

Category of AE Number of patients
who had an AE in
each category®

Number of patients included in the safety 54

assessment

Any AEs 54 (100%)

Serious AEs

AEs leading to death 0 (0.0%)
Other serious AEs 24 (44.4%)

Discontinuations of study treatment due to | 0 (0.0%)

AEs

Other significant AEs 0 (0.0%)

Drug-related AEs 5(9.3%)

Total number of AEs

AEs 1242

Other serious AEs 68

Other significant AEs 0

8 This summary table does not include AEs that were still present at the
entry to SD-004-0768 study.
b Patients with multiple events in the same category are counted only once in

that category. Patients with events in more than 1 category are counted

once in each of those categories.

Table 4 presents a summary of commonly reported AEs during the

treatment period (frequency 10% or higher), by preferred term (Medical
Dictionary for Regulatory Activities Version 7.0). No new or unexpected
safety concern was identified in the pattern of AEs reported in this study,
as compared with that in the preceding study SD-004-0765. Most
commonly reported AEs were upper respiratory infection, symptoms
related to common cold such as pharyngitis and nasopharyngitis, and
gastroenteritis.
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Table 4 Number of Patients with the Most Commonly
Reported (Cut-off 10%) AEs During the
Whole Treatment Period® (All Patients
Treated)
Preferred term N %o
Upper respiratory tract infection 45 (83.3%)
Pharyngitis 27 (50.0%)
Gastroenteritis 26 (48.1%)
Nasopharyngitis 25 (46.3%)
Conjunctivitis 24 (44.4%)
Bronchitis 23 (42.6%)
Influenza 23 (42.6%)
Impetigo 17 (31.5%)
Otitis media 17 (31.5%)
Asthma 17 (31.5%)
Eczema 16 (29.6%)
Arthropod bite 16 (29.6%)
Dermatitis atopic 14 (25.9%)
Urticaria 14 (25.9%)
Rhinitis allergic 14 (25.9%)
Conjunctivitis allergic 13 (24.1%)
Varicella 12 (22.2%)
Bronchitis acute 10 (18.5%)
Rhinitis 10 (18.5%)
Sinusitis 10 (18.5%)
Heat rash 10 (18.5%)
Diarrhoea 10 (18.5%)
Pyrexia 10 (18.5%)
Constipation 8 (14.8%)
Stomatitis 8 (14.8%)
Gastroenteritis viral 7 (13.0%)
Otitis media acute 7 (13.0%)
Pneumonia 7 (13.0%)
Dermatitis contact 7 (13.0%)
Dry skin 7 (13.0%)
Mumps 6 (11.1%)
Tonsillitis 6 (11.1%)
Enteritis 6 (11.1%)
C This summary table does not include AEs that were still present at the
entry to SD-004-0768 study.
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No concerns were raised in the clinical laboratory test results. The mean
morning plasma cortisol values in this Study SD-004-0768 were lower
than at baseline in Study SD-004-0765 throughout the treatment period;
however, there was no continuous decrease in the mean plasma cortisol

value. No signs or symptoms suggesting adrenal insufficiency were seen.

No adverse effects on patient growth were observed during the treatment
period up to 168 weeks, including the 24-week treatment period in
Study SD-004-0765.

22. Conclusion (findings)

Long-term treatment with budesonide inhalation suspension up to

168 weeks, including the 24-week treatment period in

Study SD-004-0765, was well tolerated in young Japanese children with
bronchial asthma, and raised no safety concerns with new or unexpected
observations. The mean morning plasma cortisol values in this study
were lower than at baseline in Study SD-004-0765; however, no signs or
symptoms suggesting adrenal insufficiency were seen. No adverse
effects on patient growth were observed.

Applicant (Marketing
Authorisation Holder)

@ abwmar Swnmathan

9TURAFESIB28405,.

Dr Jayakumar Gurunathan

(full name)
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[Mepexan 3 aHTIIiACHEKOT MOBH Ha YKPAaiHCBKY MOBY

3BiT npo KiIiHiYHEe BUNIPOOYBaHHA

1. Hasga nikapcbkoro 3aco0y (3a
HasBHOCTi — HOMEp
PEECTPALUMHOTO MMOCBiTYCHH)

Byneconin Acrpa3eneka (MiXXHapoJHa HEATEHTOBAHA Ha3Ba —
OynmecoHin)

2. 3ajIBHUK

Hasea Ta aapeca BIacHHKA PEECTPALLIfiHOIO MOCBIAMEHHN HA MOMEHT
NpOoBeAeHH KAiHiYHOT0 BHNpOOYBAHHSA:

IlenTp DocnimkeHb Ta po3pobok kommaHil Actpa3eHeka (AstraZeneca
R&D), M. JIynn

221 87, m. JIynn, lsenis

(221 87 Lund, Sweden)

Ha3zgea Ta agpeca NOTOYHOI0 BJACHHKA pPeccTpaniiiHoro noesii4enng:

AcTtpa3eneka AB (AstraZeneca AB)
SE-151 85 Copepran’e, liIBenis
(SE-151 85 Sodertilje, Sweden)

3. BupobHuk

Hazsa Ta aapeca 3aB0/1y-BHpoGHuKa, 110 BHP06AAB Jikapebkuil 3aci0

HA MOMEHT NPOBEICHHN KIIiHI4HOro Bunpodyeanun:
Actpa3eneka IIti JItn. (AstraZeneca Pty Ltd.), Asctpanisa

(nocTayanbHUK)

Hasea Ta aapeca 3aBoay-BHpOOHNKA, 110 HAPa3i Bipobane
JMiKapceKHii 3acio:

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e, 1lIBenis

(SE-151 85 Sodertilje, Sweden)

4. IlpoBefeni AOCTIIKEHH:

Tak

1) Tun nikapcekoro 3acoby, 3a
AKMM TpoBoamiacs abo
IJIaHYETHCA PEECTPALlist

Jlixapchkuit 3aci6 3a NOBHUM J0CH€ (ABTOHOMHE [OCHE)

5. TloBHa Ha3Ba KIiH{YHOTO
BHNpPOOYBaHHA, KOJJOBAHUI HOMED
KITiHiYHOrO BUNPOOYBaHHsA

Busuenns Ge3neku Ta epeKTUBHOCTI 6yIeCOHiny, CycneHsil s
PO3MIICHH NP JOBrOCTPOKOBOMY 3aCTOCYBaHHi B AiTel i3 SnoHii,
XBOpHX Ha GpoHXiaNbHY acTMy (BiIKpUTe, JOBrOCTPOKOBE JOCIIKEHH,
o 6yiro mpoAoBXeHHAM AochikeHHs SD-004-0765). Hociimkenna SD-
004-0768

6. ®a3za KIiHIYHOro BUIIPOOYBaHHA

III

7. Iepiox mpoBeneHHs KIIiHIYHOTO
BHIIPOOYBaHHA

I3 6 ciuns 2004 poky no 22 nucronaga 2006 poxy

8. Kpaiuu, 1e npoBoauiocs
KIiHIYHEe BUIPOOYBaHH

Snoxis

9. KinbkicTh HociimxyBaHux

saruraHoBaHa: He 3acTocoByeThes
daxTuyHa: 54

10. Merta Ta BTOpHHHI 1ini
KIiHi9HOTO BUMPOOYBaHHA

Mera 1bOT0 HOCHTiIKeHH: NOJIAraia B OLiHMLi Npodimo 6e3mekn
TPHBAIOro 3acTOCyBaHHA OyIecoHiny, cycneHnsii i iHramaniif, y aited
PaHHBOTO BIiKY i3 SINOHII, XBOpUX Ha GpOHXiaNbHY acTMY, IIUTAXOM OLiHKH
YaCTOTH Ta CTYIIeH: BUpaxkeHocTi HeOaxaHux aBui (HT), piBus
KOPTH30JIY B IIa3Mi KpOBi, pe3ynbsTatiB (hisHKaIbHOTO 00CTEXEHHS,
3pOCTY, MacH Tijla Ta OKA3HMKIB KIiHIYHUX 1abOpaTOPHUX aHaJIi3iB.

BropuHHI L HBOT0 AOCIiUKEHHSA TIONATAIN B OLIHLI ePEeKTHBHOCTI
3aCTOCYBaHHA OyIeCcoHiny, CycneHsil g iHraniniii, npy 3acTocyBaHHi

1 pa3 na go0y a6o xeiui Ha moGy B jiTelt paHHBOrO BiKY i3 SNOHII, XBOpHX
Ha OpOHXiaJIbHY acTMY, Yepes 3arajibHy OL[iHKY KOHTPOJIO aCTMH
JOCILiIHUKOM.

11. Mu3aiin KiiHigHOTO
BHIIPOOYBaHHA

HartioHansHe, Bigkpute, 6araToueHTpoBe JOCIiIKEHH, o Gyio
HPOJIOBXKEHHAM J0CiukeHHA SD-004-0765.

KOH®IJEHIIMHA THOOPMALILS,

1[0 € BJIACHICTIO KOMITAHII
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12. OcHOBHI KpuTepii BKIIOUEHHS

Jitu BikoM 10 5 pokis, xBopi Ha GpOHXiaJIbHY aCTMOIO, L0 3aBEPILIHIIH
nmocnimkeHHa SD-004-0765, ski, Ha IyMKy HOCTiAHNKA, OTPHMAIOTh
KIiHIYHY KOPUCTb BiJl IPOJOBXKEHHS 3aCTOCYBaHH: 6yAECOHILy, CyCHeHsil
1A iHransuii, i yuif 3akoHHUHN NpeACcTaBHUK NOroAuBces 3 Horo abo ii
YYACTIO B LIbOMY JociipkeHHi. [TanienTy BikoM 5 pokiB Moryiun 6yTH
BKJIIOYEHI B Lie TOCTiMeHHS, SKIIO, Ha IyMKY JHOCTiXHUKA, I TallieHTa
He GYJI0 JOCTYIHOTO iHIOro eeKTHBHOTO JIiKyBaHHA OpoHXianbHOI
acTMHU.

13. JocnimkyBaHuii TikapChKui
3aci0, crocié 3acTocyBaHH:, CHa
oit

Byneconin, cycniensis mus inramauniid, 0,125 abo 0,25 mr/mn B
OIHOZ030BOMY KOHTEHHEPI MICTKICTIO 2 MJI, PO3NIICHHS 38 JOIOMOTOKO
uebynaiizepa (Pari LC Plus) apiui Ha no6y (BpaHui Ta BBeuepi) abo 1 pa3
Ha 00y (BpaHui abo BBedepi), 3a pillleHHAM JOCIiTHUKA. 3aJIeKHO Bif
CHMIITOMIB 03y MOXHa 6y0 mpy notpebi cKopUryBaTH B fiama3oHi Bif
0,25 mo 1,0 mr/noby, (tineku 1 pa3s Ha 106y — 0,25 mMr/mo6y).

14. TIpemapar nopiBHAHHA, 1034,
CI10Ci0 3aCTOCYBAHHsA, CHIIA Mil

He 3acTrocoByeThbes

15. CynyrHs Teparnisa

Byio 3a60poHEHO 3aCTOCYBaHHA TaKUX TpenapaTiB:

*  iHrajuiiiHi KOPTHKOCTEPOiny, OKPIM JAOCIIPKYyBaHOTO Ipenapary;

*  perymspHe 3aCTOCYBAaHHS MEPOPABHUX KOPTUKOCTEPOIiB;

*  BHYTpIilIHBOM’A30B€ BBE/IEHHS KOPTUKOCTEPOINiB abo
KOPTUKOCTEPOINHUX CYNO3UTOPIiB;

*  iHII AOCTIKYBaHi IpenapaT;

3arexHO BiJ cTyNeHs BUPaXXeHOCTi CHMIITOMIB JJIs 3MEHIIEHHSA

cUMITOMIB OyJI0 HO3BOJIEHO 3aCTOCYBAHHS TAKHX MONErLTYBaIbHAX
Ipernaparis JUIst HeBiAKIaAHOT NOIOMOTH:

e iHranAuiitHi Bz-aronicTy;

*  IepopaJibHi KOPTUKOCTEPOINH;

°  BHYTpiLIHBOBEHHE BBeI€HHA aMiHOQiNiHY;

*  BHYTPIiLIHBOBEHHE BBEICHHA KOPTUKOCTEPOINiB;

*  pO3MWICHHA Yepe3 HeOymalizep i30mpoTepeHOIy.

Iuri6itopu CYP3A4 (nanpukiaz, iTpakoHa3od) citig 6yJi0 3acTOCOBYBaTH
3 00epeXHICTIO.

Jocnigauk mpu3HayaB iHIli IpenapaTy, AKi BBaXaJIUCA HEOOXiTHUMHU [
0JIarononyy4s nauieHTiB.

16. Kpurepii oninku epeKTUBHOCTI

3araJibHa OLiHKA KOHTPOJIK aCTMH HOCIiTHUKOM.

17. Kpurepii ouinxu 6e3nexu

YacToTa Ta iHTeHCUBHicTs HSI, pe3ynpTaTH KNiH{YHIX T1a00paToOpHUX
Jochimkens (0ioxiMivHAH i 3aranbHU aHATI3M KPOBi Ta aHaJIi3 cedi),
pe3ynbTaTé Gi3UKaIbHOro 06CTeXKEHH, 3piCT, Maca Tijia Ta piBeHb
KOPTH30ITy B IUIa3Mi KpOBI.

18. CtaTuCcTH4HI METOIN

CraTHCTHYHI aHaJIi3u [ OLiHKH e(peKTHBHOCTI Ta 6e3nexn 6ynu
3aCHOBaHi Ha BCiX MallieHTaX, BIIIOYEHUX Yy Lie TOCIiKEeHHS, YMi JaHi
MiCJisA BBEACHHA K03H OynH goctymnHi (yci mauienTy, SKi oTpuMyBain
JiKyBaHHS).

3aranpHa OLiHKa KOHTPOMIO aCTMH JOCHiJHAKOM IIiJ 9ac KOXKHOTO Bi3UTy
Oynu pe3loMOBaHa ONKMCOBUM YKMHOM. JlaHi Ge3nexu O6yau Takox
PE3IOMOBAHI OIMCOBUM YHHOM.

19. emorpadiuHi moKka3sHUKH
JocIimKyBaHol momyamii (cTaTs,
BiK, paca, TOImo)

Hemorpadiyni T2 OCHOBHI BUXiZHi XapaKTepUCTUKH HOCIiKyBaHUX
Mali€HTiB HaBeJeHi B Tabmui 1.

KOH®IIEHIIMHA IHOOPMALILA,
1110 € BJIACHICTIO KOMITAHIT
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Ta6auus 1.

IMonynasuis Ta po3noaisa nauieHTiB

Jemorpadiuna a6o BHXIZHR XapaKTepHCTHKA

JOCIIIKEHH (CM)

CB

Monyasuis
KinbkicTh nauieHTis, 3ajlyMeHUX y ZOC/iPKEHHS 54
Jemorpadiuni xapakTepucTnkn
Crartb (k-Tb i BiACOTKOBE Yonoiku 34 (63,0)
kil Kinkn 20 (37,0)
Bix Ha MOMEHT 3aJly4CHHS B Cepente 3Ha4CHHA +
. N 36,3+ 16,4
HOCTiMKenHs (MicALiB) CB
Jianazou Big 13 1o 65
El’l‘Hl‘IHa HpPUHANEKHICTD (K-Tb i Sromi 54 (100,0)
BiJICOTKOBE 3HAYCHHL)
i C +
3picT Ha MOMEHT 3ally4eHHS B CPCAHE 3HAYCHHA 91,47 + 10,99

Hianazou

Bim 72,8 no 113,4

Maca Tijla Ha MOMEHT 3any4YeHHs B
IoCHipKeHHs (Kr)

Cepentie 3HaYeHHS +
CB

14,04 + 4,03

Hianazon

Bix 8,7 mo 34,5

Po3noain mauieHris

KinpkicTs maui€eHTiB, gki 3aBEPIIUIH Y4aCTh Y 25
JIOCiKEHH]
KinpkicTe nauienTis, sxi nignasrany ouinui (yci 54
NALLEHTH, SKi OTPUMYBAJIH JIiKyBaHHA")
8 KinekicTs nauieHTis, ski 6ynu 3anydeHi B ZOCTiKEHHS Ta TpUALLIA

npuHaiiMHi Ha 1 nogansuInit BisuT.

20. Pesynbraté eheKTUBHOCTI

V tabnuui 2 npeacTasieHa 3BeAeHa iHpopMallis Npo 3araibHy OLIHKY
KOHTPOIIO aCTMH, L0 TIPOBOAWIACH JOCTiAHUKOM 10 24 THXHI Ta Hij] 9ac
OCTaHHBOTO CIIOCTEPEIKEHH (IIEPEHECEHHS BIEPE AaHHX OCTAHHBOIO
cnocrepexxenss [[IBJIOC]). 3aranom 6yxecoHin, cycneHsia misa
inrananiif, sabesneuyBaB HaJIe)KHMM KOHTPOJb aCTMH MPOTATOM YCHOTO
nepiony JikyBaHHA. BifcoTok marieHTiB i3 omiHKoIO «IyXe go0pe
KOHTpOJIbOBaHa acTMay, «00pe KOHTPONbOBaHa aCTMa» 9M «IIOTaHoO
KoHTposboBaHa actMa» pH II1BJIOC y momynanil ycix nanienTis, saki
OTpUMYBAJI JiKyBaHH: cTaHOBUB 59,3%, 33,3% i 7,4%, BinnosixHo.

Ta6anus 2. 3arajibHa ouiHKa KOHTPOJII0 ACTMH, OLIHEHA
JocaigHukoM (yci mauieHTH, ki OTpHMYBaJIH
JIKYBAHHS)
3aranbHa ouiHKa KOHTPOAI0 acT™MH, n (%)
Tusaens N Jy:xe nodpe Jo6pe Ilorano
KOHTPOJLOBAHAKOHTPOILOBAHA|KOHTPOALOBAHA
Twxaens 24 53 22 (41,5) 22 (41,5) 9 (17,0)
Tuxneus 48 50 29 (58,0) 17 (34,0) 4(8,0)
Tuxnens 72 38 18 (47,1) 15 (39,5) 5(13,2)
Twxneds 96 29 12 (41,4) 17 (58,6) 0(0,0)
TwxaeHs 120 23 11 (47,8) 11 (47,8) 1(4,3)
OcranHe 54 32 (59,3) 18 (33,3) 4(7,4)
Cl'lOCTCpC)KeHHH
(NMBJOC)
Ipumirtka. TauienTy, Ans AKUX dyepe3 Oyb-Ky IPUYHHY pe3yJIbTaTH

OLIHKH He Gy 10CTYNHI, HE BKIIOYANUCS B pO3PAXYHOK Y KOXKEH MOMCEHT 4acy.

KOH®IIEHIIIHA IHOOPMALILA,
1110 € BJIACHICTIO KOMITAHII
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21. Pesynpratu Oe3nekn

V tabmuni 3 npencrapieHa 3aranbHa yactora HA npoTtaroM ycsoro
nepioay nikyBaHHA.

V npoMy pociimkeHHi He 6YJI0 3apeecTpoBaHO BHIAAKIB CMEPTI. 3araiom
68 inwx cepitosnux HJI 6ynn 3apeectpoBaHi y 24 nauientis (44,4%).

V Bcix 54 manieHTiB, gki nifnaramu oniHui Gesneky, 6y mWoHaiMeHIIe
1 HA. BunaaxiB npunyHeHHS yyacTi B gociimkeHHs yepe3 HS e 6yio;
iHmmx 3HauHux HS Takox He GyIio.

Tabauus 3. KinbkicTh nauienTiB, y IKHX 6yJ10 npuHaiiMHui
1 H4I 6yab-sKkoro cTyneHsi, Ta 3arajbHa
KiabKicTb HA? (yci, nauienTn, siki orpumyBaau
JIKyBaHHS)

Crynins HA K-1b namienris, y
sikux OyJsio HSI 3a

KO>XHHM CTYIEHEM

BHpaskeHocTi®
Kinbkictb mauieHTie, AKi mignsarany avanisy |54
6e3neku
HA1 6yas-sxoro cryneHs 54 (100%)
Cepiio3ni HA
H1, mo npusBenu no netanpHoro Hacuiaky |0 (0,0%)
Irmmi cepitozni HA 24 (44,4%)
K-T1b BUnaakiB NpUNUHEHHS y4acTi B 0 (0,0%)

JnocnimxenHi uepes HA

THwmi 3navni HA 0 (0,0%)

H1, nos’s13aHi 3 3acTocyBaHHAM npenapary |5 (9,3%)

3aranbHa Kinekicrs HS

HA 1242
Inmi cepitosni HA 68
Inmi 3Hauni HA 0
8 111 3Benena Tabnuig He BKIodae HA, axi Bee ILe TpUBaM Ha MOMEHT
3aIy4eHHS MalieHTiB y gocaimkenna SD-004-0768.
g IManienTy 3 JeKinbKoMa SBUIAMU OJHOTO CTYIEHS BUPAKEHOCT]

BpaxoBaHi TibKH ONUH pa3 y nboMy cTyneHi. [Tanienty 3 nekinsxoma
ABMILAMH Di3HHX CTYIIEHIB BUPaQXEHOCTI BpaxoBaHi [10 OOHOMY pasy B
KOJKHOMY 3 LIUX CTYIIEHiB.

¥ tabnuui 4 npeacTasneHa 3BeieHa iHbopMais npo nomupeni HA,
3apeecTpoBaHi NPOTATOM Nepioxy nikysaHus (dactota 10% a6o Buine), 3a
TePMiHAMU TIePEBAXKHOr0 BUKOpHCTaHHA (Meam4HHi CIOBHUK TepMiHiB
perynaropHoi aisnsHocTi (MedDRA), Bepcis 7.0). Ha ocuosi HS,
3apEECTPOBAHMX Y IIbOMY HOCTIKEHHI, He 6YJI0 BHABIIEHO XOIHUX HOBHX
abo HeodiKyBaHUX NpoOieM Ge3NeKkH B MOPIBHAHHI 3 MONEpeauiM
AocnimxeHaaM SD-004-0765. Hatinomumpeninmmmvu HS Gymn indexuii
BEPXHIX AMXabHUX IUIAXIB, CUMIITOMH, TIOB’A3aHi 3 3aCTY/00, Taki K
¢apuHrit i puHOGapHHTIT, 8 TAKOXK rACTPOESHTEPHUT.

KOH®IJIEHIIAHA IHOOPMAIILA,
11O € BJIACHICTIO KOMITAHII
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Tabanusg 4. KinbkicTb nauieHTis i3 HaiinomwmnpenimumMu
(rpannunni nopir — 10%) HA,
3apeecTPOBaHHMH NPOTSAIOM BCbOro nepioay
Jikysanusa® (yci, nauieHTu, siki oTpuMyBaIn

JliKyBaHHS)

e e N %

f;lj(ﬁ;l(iﬂu BEPXHIX AMXAITBHUX 45 (83,3%)
@apuHriT 27 (50,0%)
I'actpoentepur 26 (48,1%)
Hasodapunrit 25 (46,3%)
KoH’IOBKTHBIT 24 (44,4%)
Bponxit 23 (42,6%)
I'pun 23 (42,6%)
IMneTnro 17 (31,5%)
Cepenniii otur 17 (31,5%)
BponxiansHa actMa 17 (31,5%)
Exzema 16 (29,6%)
VKyC 4I€HUCTOHOTHX 16 (29,6%)
AToniyHuit iepMaTiT 14 (25,9%)
Kponus’sHka 14 (25,9%)
Anepriunuif puHiT 14 (25,9%)
ATnepriuHnii KOH IOHKTUBIT 13 (24,1%)
BiTpsna Bica 12 (22,2%)
T"ocTpuii 6ponxit 10 (18,5%)
Pumnit 10 (18,5%)
CuHycur 10 (18,5%)
Temnnosuit Bucumn 10 (18,5%)
Hiapes 10 (18,5%)
ITipekcis 10 (18,5%)
3akpen 8 (14,8%)
CroMatut 8 (14,8%)
BipycHuit racTpoeHTepHT 7 (13,0%)
Toctpuii cepenniii oTut 7 (13,0%)
ITHcBMOHIN 7 (13,0%)
KoHTakTHU#1 nepmarut 7 (13,0%)
CyxicTs mkipu 7 (13,0%)
ITapotut 6 (11,1%)
ToHzumnit 6 (11,1%)
EnTepur 6 (11,1%)

o s 3senena Tabnung He Brmowae HII, ski BCe e TpHBAIM Ha MOMEHT

3aNydeHHs NalicHTiB y qochimkedns SD-004-0768.

KOH®IJEHIIHHA IHOOPMALILS,
1110 € BIIACHICTIO KOMIIAHII
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PesynbTaTi KIiHIYHUX Ta60pPaTOPHAUX AOCTIIKEHE He BUKIUKAIOTh
no6oroBaHb. Y upoMy gocnimkeHai SD-004-0768 npoTaroM ycsoro
nepiody JIiKyBaHHs Cepe/Hi paHKOBi 3HaY€HHS KOPTU30JIY B ILTa3Mi KPOBi
OyNny HIKYHMHY, HDK BHXiOHI 3HaYeHHS B AochiukeHHi SD-004-0765;
npoTe He 0yi0 BiA3HaYeHO Ge3repepBHOrO 3HIKEHHS CepelHBOTO PiBHA
KOpTi30.y B mna3Mi KpoBi. He 6yio croctepexeHo o3HaK a00 CUMITOMIB
HEJOCTAaTHOCTI Ha/IHUPKOBHX 3a7103. He GyIio BiA3HaYeHO KOAHUX
HebakaHUX eQeKTiB Ha picT NaLi€HTiB NPOTATOM Iepioay NiKyBaHHA
TPUBATICTIO 10 168 TINKHIB, BKIIOYHO 3 24-THKHEBHM IEPIOAOM
nikyBaHHA B nocnimkenHi SD-004-0765.

22. BHCHOBOK (3aKJIFOUEHHS) JIOBroCTpOKOBE JiKyBaHHA 3 3aCTOCYBaHHAM OYHECOHINY, CycneHsii mis
IHTasAil, TpUBAICTIO 70 168 TIKHIB, BKIIOYHO 3 24-THKHEBHM
nepiofoM nixyBaHHs B gocnimkeHHi SD-004-0765, no6pe mepedocmnocs
JiTbMM paHHBOTO BiKy 3 SINOHIl, XBOpHMH Ha OpOHXiaNbHY acTMy, i He
BUKJIMKAJIO XKOAHHUX IpobieM Ge3NeKkH B 3B’ A3KY 3 HOBUMH a0
HEOUiKyBaHUMH pe3yJIbTaTaMH CIIOCTEPEkKEHb. Y LIEOMY AOCHiKCHHI
cepellHi paHKOBi 3HAYEHHA KOPTU30JY B IUTa3Mi KpOBi OYJIH HIDKYUMH, HidX
Ha BUXiTHOMY piBHI B gocuimkenni SD-004-0765; npote He Oyino
BiJI3Ha4Y€HO XOJHHX O03HAK a00 CUMIITOMIB, 110 BKa3yBalIH 6 Ha
HEIOCTaTHICTh HAIHUPKOBUX 3ai103. He 6yI10 Big3zHau€HO sKOMHIX
HebaxkaHUX e(eKTiB Ha picT malieHTiB.

3asBHUK (BIACHHK peecTpaniiitoro | [liAnucano y mporpami DocuSign:

NOCBiTYEHHS) /migmuc/
97094F653B284D5...
H-p Iixaskymap [ypynartas (Dr. Jayakumar Gurunathan)
(I116)

/migmuc/

IleuaTka: YKpaina, M. KuiB, ToBapucTso 3 obmexxeHoro Bignosiganenictio «ACTPASEHEKA
YKPAIHA», Inentudikamiitauii kox 37037434.

He#t nepexnan 3 aHIJIMCBKOI MOBH Ha YKpaiHCHKY MOBY 3po0JIEHO MHOIO, IEpeKiIagadeM
Kocrtrounk IOmiero CepriiBHorO oy,

KOH®IJIEHIIMHA IHOOPMALILS,

1110 € BJIACHICTIO KOMITAHII G



Clinical Trial Report

1. Name of
medicinal product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report

(CSR)

AstraZeneca Liquid Production
Sédertilje

Sweden

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Liquid Production
Sédertilje

Sweden

Current manufacturer details:

AstraZeneca AB
SE-151 85 Sodertilje
Sweden
4. Conducted Yes
studies:
1) type of medicinal | Medicinal product with complete dossier (stand-alone dossier)

product for which
registration was
conducted or
planned to be
conducted

5. Full title of the
clinical trial, code
number of the
clinical trial

A safety and efficacy study of two dosage levels of Pulmicort® Respules™
(budesonide inhalation suspension, 0.5 or 1.0 mg/day) versus placebo in infants
between the ages of 6 and 12 months with mild to moderate asthma,

Study SD-004-0732.

6. Clinical trial phase

v

7. Clinical trial time
frame

From 23 September 2000 through 30 June 2002

8. Countries where
the clinical trial was

United States of America

conducted
9. Number of Planned: 144
subjects Actual; 141

CONFIDENTIAL AND PROPRIETARY 1of5



10. Primary and
secondary objectives
of the clinical trial

The primary objective of this study was to evaluate the safety of once-daily (QD)
administration of Pulmicort Respules (0.5 and 1.0 mg) compared with placebo for the
treatment of mild to moderate asthma or recurrent or persistent wheezing in infants
between the ages of 6 and 12 months.

The secondary objective of this study was to evaluate the efficacy of Pulmicort
Respules and placebo by comparing night-time and daytime asthma symptom scores,
use of breakthrough medication, number of treatment failures, and patient
discontinuations and physician’s global assessment of each patient’s asthma status.

11. Clinical trial
design

A 12-week, multicentre, randomised, double-blind, placebo-controlled study.

12. Key inclusion
criteria

Male and female patients between the ages of 6 and 12 months who had not reached
their first birthday and who were diagnosed with asthma or have demonstrated,
historically, signs and symptoms of asthma (at least 2 episodes of persistent/recurrent
wheezing), who may have benefited from inhaled anti-inflammatory therapy, and who
had a caregiver willing and able to comply with protocol procedures were eligible for
enrolment.

13. Investigational
medicinal product,
method of
administration,
strength

Pulmicort Respules (budesonide), 0.25 or 0.5 mg/mL QD, inhaled via nebuliser.

14. Comparator,
dose, method of
administration,
strength

Placebo, QD, inhaled via nebuliser.
Cortrosyn, 0.125 mg, intravenous injection.

15. Concomitant
therapy

Anticholinergics and metaproterenol were allowed during baseline; however, they
were to be used on a regular basis, not for breakthrough use.

At Visit 2 (ie, at the time of randomisation) all other asthma medications were to be
discontinued, except identified breakthrough medication that was continued on an
as-needed basis.

At Visit 1, the investigator was instructed to identify a short acting B2-agonist (oral or
inhaled) to be used by each patient on an as-needed basis throughout the study.

In the event of an asthma exacerbation once the patient was randomised, treatment
with oral prednisone or prednisolone was permitted at the discretion of the
investigator. The dose and duration of oral steroids was at the investigator’s discretion
but if the duration exceeded 10 days, the patient was to be discontinued.

For patients who were chronically symptomatic (without precipitating infection)
following at least 2 weeks of treatment with study medication and who experienced
asthma deterioration after intermittent use of a systemic steroid, conventional asthma
therapy (excluding another inhaled steroid) could be added.

Other medications considered necessary for the patient’s welfare (except those
indicated in the exclusion criteria) were given at the discretion of the investigator.

16. Efficacy
endpoints

Efficacy was assessed by night-time and daytime asthma symptom scores, use of
breakthrough medication, number of treatment failures, patient discontinuations and
investigators’ global assessment of each patient’s asthma status.

CONFIDENTIAL AND PROPRIETARY 20f5
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17. Safety endpoints

Safety was assessed by:

e  Changes in adrenal function (plasma and urine cortisol).

e Incidence and severity of adverse events (AEs).

e Changes in clinical laboratory parameters (haematology, blood chemistry).
e  Body weight and length.

e  Vital signs (pulse rate, blood pressure).

e  Physical examinations.

e  Oropharyngeal and nasal fungal cultures.

A 1-hour plasma post-cosyntropin stimulation value of less than 500 nmol/L was
considered subnormal.

18. Statistical
methods

Adrenal Function: The primary endpoint in this study was the assessment of adrenal
function. This was assessed as the mean change from baseline at Week 12 in
adrenocorticotropic hormone (ACTH)-stimulated minus basal plasma cortisol levels
for plasma samples, and the mean change from baseline at Week 12 in urine cortisol
levels for urine samples. The primary variable was analysed using an analysis of
covariance (ANCOVA) with treatment as the main effect and baseline as the
covariate. The Wilcoxon Rank Sum test was applied to these data to support the
results of the parametric analysis. Additional analyses were conducted to evaluate if
the effect of treatment differed across the different age groups studied.

Adrenal function was also assessed using basal pre-stimulated cortisol levels, 1-hour
ACTH-stimulated cortisol levels, and the ACTH-stimulated minus basal plasma
cortisol levels at Week 12 and last observed value carried forward. Tabular and
graphical summaries of individual patient shifts from baseline were also presented,
defining ACTH-stimulated plasma values less than 500 nmol/L as subnormal. The
variables for change from baseline were analysed using ANCOV A with treatment as
the main effect and baseline as the covariate. The end-of-study values were analysed
using analysis of variance (ANOVA) with treatment as the main effect.

Summaries of the change from baseline at Week 12 in urinary cortisol levels were
also assessed.

Efficacy variables: The assessment of efficacy included the change from baseline in
night-time and daytime symptom scores, the percentage of symptom-free days, the
percentage of days when breakthrough medication was not needed, withdrawal and
treatment failure rates, and the physician’s global assessment of each patient’s asthma
symptoms and their ability to manage their asthma. Changes from baseline were
analysed using an ANCOVA model with treatment as the main effect and baseline as
the covariate. Continuous data with no baseline assessment were analysed using
ANOVA with treatment as the main effect. The investigator’s global assessment
variables were analysed using the Mantel-Haenszel test statistic.

Other safety variables: Safety was also assessed by review of the incidence and
severity of AEs and the summary of changes from baseline in the vital signs, physical
exams and routine laboratory tests over the study period.

CONFIDENTIAL AND PROPRIETARY 3of5




19. Demographic
data of the study
population (sex, age,
race, €tc.)

A total of 141 paediatric patients were randomised into the study to receive
budesonide 0.5 mg (N = 48), budesonide 1.0 mg (N = 44) or placebo (N = 49). Most
patients were Caucasian (70%) and male (62%). Slightly more than half of the
patients in each treatment group were <9 months of age, and the mean age of all
patients was 8.4 months. Baseline demographic characteristics were well balanced
across treatment groups.

Of the 141 patients randomised to treatment, 117 (83%) completed the study,
including 75 who received budesonide (40 in the 0.5 mg group and 35 in the 1.0 mg
group) and 42 who received placebo.

20. Efficacy
outcomes

Treatment with budesonide resulted in a greater reduction in daytime and night-time
asthma symptoms compared with placebo. Some improvements were also observed in
the active treatment groups compared with placebo for the other efficacy variables
(physician’s global assessment of symptom control, breakthrough medication use,
treatment failure, and patient discontinuation) but these differences did not reach
statistical significance.

21. Safety outcomes

Adrenal function results:

Eighty-two patients were evaluable for the analysis of adrenal function (plasma or
urine cortisol), 50 (61%) who received active treatment (33 in the budesonide 0.5 mg
group and 17 in the budesonide 1.0 mg group) and 32 (39%) who received placebo.
At both baseline and at the end of the study, plasma cortisol values increased from
basal levels following cosyntropin (ACTH) stimulation in all treatment groups. In the
evaluable population, the mean changes from baseline in the ACTH-stimulated minus
basal plasma cortisol levels were similar among the 3 treatment groups, with no
apparent decreased in cortisol levels resulting from active treatment (see Table S1).
Although there was a suggestion of a dose-related trend in the mean change from
baseline in plasma cortisol levels among a subset of patients with normal adrenal
function at baseline and who did not take any disallowed medications, meaningful
conclusions could not be drawn due to the variability of these data.

A shift from a baseline post-ACTH stimulation plasma cortisol value of > 500 nmol/L
to a Week 12 post-ACTH stimulation plasma cortisol value of < 500 nmol/L was
evident for 7 patients (4, 2 and 1 in the budesonide 0.5 mg, budesonide 1.0 mg and
placebo groups, respectively) and the majority of values in these patients were near
the cut-off value of < 500 nmol/L. Six patients (5 in the budesonide 0.5 mg group and
1 in the placebo group) were evaluable for analysis of urinary cortisol data. No patient
in the budesonide 0.5 mg group had a subnormal urine cortisol value at Week 12
(defined as a reduction of at least 50% from baseline). The mean changes from
baseline to Week 12 in urinary cortisol values are provided in Table S2.

CONFIDENTIAL AND PROPRIETARY 4 of 5
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Table §1. Sumnmary of change from baseline in mean plasma cortisol values (nmol/L) (Evaluable Populstion)
95%Cl Wilcoxon
Chunge from bascline, {(versus ANCOVA Rank Sum
Variahle Adiusicd mean (SE} placcha) pryulue p-vidue
Plasma cortisol (pre-stimulation)
Placebo (N=31) -17.8(22.00
0.5 mg BIS (N=28) -63(23.0) -51.9,75.0 0.718 0.671
1.0 my BIS (N=1T7) 20.4.029.7 -36.0, 112.5 0.307 0 168
Plasma cortisol (posl‘slimu'lnliun)
Placebo (N=31) 5.61 (304)
0.5 mg BIS (N=28) 300319 -63.5,112.2 0.582 0.891
|0 mge BIS (N=IT) 24,8 {41.0) -82.6.121.0 0,708 0.940
Plasma cortisol (post- minus pre-stimulation)
Placebo (N=31) 19.8 (36.1)

0.5 mg BIS (N=28) 379 (38.0) -86.6, 122.7 0732 0.832
1.0 mg BIS iN=17) B.4 (dB.B} -133,109.8 0852 0,140
“Table $2. Summary of change from buseline m urinary cortisol values (pg/e Creat) (Evaluable Popularion)
Treatment Group N Baseline Mean (SE) Visit 6 Mean (SE) Change from Baseline (SE)
BIS0.5 mg 5 163 (3.79 68.5  (33.58) 522  (34.55)

| Placebo | 62.6 17.8 44 8

BIS = budesonide inhalation suspension.

Other safety results:

The safety and tolerability profile of budesonide in paediatric patients 6 to 12 months
of age with mild to moderate asthma was comparable to that of placebo. The overall
incidence of AEs was 90%, 98% and 88% in the budesonide 0.5 mg, budesonide

1.0 mg and placebo groups, respectively. The most frequent AEs reported in this
study reflected symptoms common to a paediatric population with asthma and
included respiratory infection, otitis media, fever, rhinitis and vomiting. The majority
(99%) of AEs were mild to moderate in severity. Three patients discontinued
treatment prematurely due to an AE, 1 in the 0.5 mg budesonide (facial and neck rash)
and 2 in the 1.0 mg (aggravated asthma and pneumonia) groups. The 2 patients in the
budesonide 1.0 mg group were hospitalised; the events were classified as serious AEs.
Three additional patients in the budesonide 0.5 mg group experienced serious AEs
(aggravated asthma, respiratory infection and viral infection). With the exception of
the facial and neck rashes in the budesonide 0.5 mg group, none of the serious or
treatment-limiting AEs were considered by the investigator to be treatment-related.
No discontinuation due to AEs or serious AEs occurred in the placebo group. There
were no deaths in the study. No unexpected treatment-related changes were observed
in the laboratory tests, vital signs or physical findings.

22. Conclusion

In conclusion, the results of this study do not indicate a suppressive effect on adrenal

_

(findings) function in paediatric patients aged 6 to 12 months with persistent mild to moderate
asthma with QD administration of budesonide in dosages of 0.5 or 1.0 mg. The safety
profile of budesonide in this young paediatric population, characterised by rates and
types of AEs, serious AEs, and discontinuations for AEs, was generally comparable to
that of placebo and consistent with the labelling of the product in children older than
12 months.

Applicant DocuSigned by:

(Marketing @ abumar Cuunatlan,

Authorisation 87004F653B284D5,,

Holder) Dr Jayakumar Gurunathan

(full name)
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INepexitag 3 aHIMIMCHKOI MOBH Ha YKpaiHCEKY MOBY

3BiT npo KJIiHiYHE BUNIPOOyBaHHS

1. Ha3Ba mikapchKkoro

BynecoHin Actpa3eHexa (MibkHapoAHA HEMAaTEHTOBaHa Ha3Ba — OyNECOHIN)

3acoly (3a

HasABHOCTI — HOMED

peecTpatiifHoro

TIOCBiTYEeHHS)

2. 3asBHHUK Hazga Ta ajpeca BAacHHKS PeECTPAUiiiHOrO MOCBINYeHHAA HA MOMEHT NPOBEJEHH
KJiHIYHOro BUIpoGyBanus:
JinpHuns 3 BUpoOHULTBA pinkux gikapchkux GopM (AstraZeneca Liquid Production)
Conepran’e, LlBeuis
(Sodertilje, Sweden)
Hazga Ta agpeca NOTOMHOIO BAACHIKA peccTPauliiiHoro NocBiateHHN:
Actpa3enexa AB (AstraZeneca AB)
SE-151 85 Coneptan’e, LlBenis
(SE-151 85 Sodertilje, Sweden)

3. BupoGHuk Hassa Ta aapeca 3aBofy-eupoduuKa, o 8Hpo6ass AikapesKHii 3acif Ha MOMENT

NpoBedeHHs KAIHIYHOr0 BUNPOOYBaHHSA:
JlinpHuLA 3 BUpOOHHLITBA PifkUX JikapchKuX GopM (AstraZeneca Liquid Production)

Conepran’e, llIBeuis

(Sodertiilje, Sweden)

Ha3zea 3apoay-pHpoOHHKA, 110 HAPAa3i BHpobJisie JikapeLKHii 3acib:
Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e, lllsenis

(SE-151 85 Sodertilje, Sweden)

4. TTpoBeneHi
JOCITIHKEHHA:

Tak

1) Tun nikapceKOTO
3aco0y, 3a AKAM
nposoaunacs abo
IJIAHYEThCA
peecTpauis

Jlikapcpkuii 3aci6 3a HOBHUM JOChE€ (ABTOHOMHE JOCHE)

5. IloBHa Ha3Ba
KIIiHiYHOTO
BUIpOOYBaHH,
KOJIOBaHHI1 HOMeEp
KITiHITHOTO
BUNPOOYBaHHA

HocnimxeHnHs 6e3neky Ta €PeKTUBHOCTI IBOX PiBHIB I03yBaHHA npenapary
IlyneMmikopty Pecmynu (6ynecoHin, cycnensia i inrananii, 0,5 a6o 1,0 mr/moby) y
NOpiBHAHHI 3 IIae60 B HEMOBJLAT BikoM Bil 6 1o 12 MicsLiB 3 JIerkoo Ta moMipHo0
actmoro. Jocmimkenns SD-004-0732.

6. ®aza KIIHIYHOTO
BUNPOGYBaHHA

v

7. Ilepiox npoBeieHHA
KITiHIYHOTO
BUIIPOOYBaHHA

I3 23 Bepecrs 2000 poky mo 30 gepsrsa 2002 poky.

8. Kpainu, ne
IPOBOAMIIOCA
KJliHIYHe
BUIIPOOYBaHHA

Cnonydeni llltatn AMepukn

9. KinbkicTs
JOCHTIIKyBaHUX

3amia”HoBaHa: 144
®akTuyHa: 141

KOH®IJIEHIIHHA IHOOPMALILS,
I1{O € BJIACHICTIO KOMIIAHII

135
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10. MeTa Ta BTOpUHHI
uini knivigyHOro
BUNPOOYBaHHS

[epBuHHA LNk HBOTrO JOCIIMXKEHHA MONAraNa B OLIHII Ge3MeKH 3aCTOCYBAHHS
npenapaty I[Tynemikopt Pecmynu (0,5 i 1,0 Mr) oguu pa3 va o6y B nopiBHAHHI 3
naane6o 1A JiKyBaHH: JIeTkol Ta MOMipHOT acTMH a60 peLHaUBYIOYMX afo CTIHKKUX
XpUMiB y AiTeil BikoM Bix 6 mo 12 MicAIis.

BTopuHHA Wik LBOTO AOCHiMXKEHHS MOJATANA B OIiHII e(eKTHUBHOCTI NpenapaTy
ITyneMikopT Pecmynu i miane6o MUTAXOM HOPiBHAHHA OLIHOK CUMITTOMIB aCTMH BHOYi Ta
BJEHb, YaCTOTH 3aCTOCYBAHHI NOJIETLIYBAJIbHUX HpeNapaTiB, KUTbKOCTI BHITaAKIB
Hee(eKTUBHOCTI JTiKyBaHHS Ta BUITAIKiB IPUITHHEHHS JIiKyBaHHA yepe3 HS, a Takox
3arajibHOI OLiHKY JiiKapeM CTaTyCy acCTMH KOXHOTO ITaLli€HTa.

11. Juzaiin
KJIiHIYHOTO
BUIPOOYBAaHHA

12-tmxHeBe, 6araToLiEHTPOBE, paHIOMi30BaHe, NOBiiiHe ciine, KOHTPOILOBaHe 3a
m1aue6o JociiIKeHHS.

12. OcHoBHi kputepil
BKJIIOUEHHS

Jnst Habopy B AOCHiMKEHHS MiIX0IUIY NallieHTH 00UIBOX CTaTel BikOM Bix 6 10

12 micsauiB (mo 1 poky) 3i BCTAHOBJIEHHM OiarHO30M aCTMHM Ta O3HAKAMH i CUMIITOMaMH
acTMH B aHaMHe31 (IpHHaliMHI 2 eni3oli NEPCUCTYIOUHX/PEIMANBYIOUHX XPHUITIB), SIKi 38
piLlIEHHAM JOCIIiTHUKA MOTJIM OTPUMAITH KOPUCTE BiJl iHraJiIuiiiHOl IpoTH3anaibHOT
Teparil, i B 1kux OyB OmiKkyH, sAkuil 6axaB i 6YB 3JaTHUN JOTPHUMYBATHCA IPOLIEAYD,
BU3HAYEHUX MPOTOKOJIOM.

13. JocnimkyBaHmii
nikapcbkuii 3aci6,
cnocib 3acTocyBaHHH,
cuna gif

ITynemikopT Pecniynu (6yzneconin), 0,25 a6o 0,5 mr/mn 1 pas Ha 106y, posnumieHHs 3a
IOTIOMOTOI0 HeGynaiisepa.

14. Tlpenapar
MOpiBHAHHA, 1034,
croci6 3acToCyBaHH,
cuna nii

IMnaue6o, 1 pa3 Ha 106y, pO3NUIEHHS 32 JONIOMOTOK0 HeOynaitzepa. Koprpocin
(Cortrosyn), 0,125 Mr, BHYTpiIIHEOBEHHO.

15. CymyTHa Teparis

KOH®IJIEHLIIMHA IHOOPMATILA,
110 € BJIACHICTIO KOMITAHII

Jns HaGopy B MOCHi/KEHHS MiIXOAWINA NALIEHTH, SIKi 3aCTOCOBYBAIHA aHTHXOJIHEPTriuHi
npenapaTd Ta METaIpOTepPEeHOT; MPOTe BOHU NMOBUHHI OYJIM BUKOPHCTOBYBATHCS Ha
peryJspHiii OCHOBI, a He /IS OJIETIIIEHHA CUMITOMIB.

Ha momenT Bi3uTy 2 (TOOTO Bi3NTY, Ha AKOMY BinOyBajacs paHmoMizallis) 38CTOCYBaHHSA
BCiX iHIINX JiKapcbKUX 3ac06iB Maio OyTH NPUITHHEHE, 38 BUHATKOM BH3HAYSHHX
JOCIiAHNKOM TMOJIErIIYBaJIEHUX NpEnaparis, 3aCTOCYBaHHA AKHX HO3BOJSAIOCA 3a
noTpebu.

ITix yac BisuTy 1 mocmigHuK BU3Ha4YaB P2-aroHICT KOpoTKOi Aii (nepopanbHuit abo
iHraynsAuidHui), KU KOXKHOMY HalLieHTY 6yJI0 JO3BOJIEHO 3aCTOCOBYBATH 3a MOTpeOH
IUTs 3MEHIIEHHS nepediry CHMIITOMIB NPOTATOM yCHOTO AOCHTIIKEHHS,

VY pasi 3aroctpeHHs acTMU IIicis paHIOMi3aLil nanieHTa, 3a pillieHHsIM TociigHuKa 6yio
JI03BOJIEHE NEPOpaIbHE 34CTOCYBAHHS Npe/IHi30RY a0 npeaHisonony. Jozy Ta
TPUBATICT MEPOPATILHOTO 3aCTOCYBAHHS KOPTUKOCTEPOINiB BU3HAYAB AOCIi JHUKOM, ane
SKIIO TPUBANICTH JIIKyBaHHS LIMMU TIpenapaTaMu nepepumyBaia 10 gHiB, manieHTa
BUKJIIOYAJIH 3 JOCTIIKEHHA.

INauieHTtam, y sSKUX MicJIA He MeHIIe 2 THXXHIB JiKyBaHHs JOCHiIXKYBaHHM TpernapaToM
Gynu XpoHiYHi cUMNITOMH (SIKi He IPOBOKYBATH PO3BUTOK iHGeKLil) Ta y SKuX micis
NepioAUYHOTO 3aCTOCYBaHHS CUCTEMHOIO KOPTHKOCTEPOily Bi3HaYaNocsa NOTipIIeHHA
nepebiry acTMu, MoxHa 0yJ10 10JaTKOBO 3aCTOCOBYBATH TPAAHLIiHHY TEpaIliio acTMH (3a
BUHATKOM IHIIOTO iHrIALIHOrO KOPTUKOCTEPOIiny).

JocnigHuk npu3Ha4aB iHIII JiKapchKi 3aco0H, sAKi BBaXKaIKC HEOOXiMHMMU UTd
6naronony4us nanieHTa (OKpiM THX, sIKi 3a3Ha4YeHi B KPUTEPisiX HEBKIIOUECHHS).
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16. Kpwurepii oninku
e(hEeKTUBHOCTI

EdexTuBHICTB OLliHIOBaJIacs 3a TAKUMHU 3MIHHUMH, SIK OLliHKa CUMIITOMIB ACTMM BHOYi Ta
BJIEHb, YaCTOTa 3aCTOCYBaHHA MOJIETIYBANBHUX MpeapaTiB, KUTbKICTh BUMAIKiB
Hee(eKTUBHOCTI JTiKyBaHHS, KiNbKiCTh BUNAAKIB MPUITMHEHHA JIiKyBaHHA uepe3 HI ta
3arajibHa OIlliHKa XOCiTHUKAMH aCTMATUYHOrO CTAaTYCY KOXKHOTO Ialli€HTa.

17. Kpurepii ouinku
Oe3mexn

Besneky ouinroBanu 3a:

*  3MiHOW0 (YHKLIT HAAHUPKOBUX 3a703 (piBHI KOPTU3OMY B IIa3Mi Ta cedi);

*  YacTOTOIO Ta CTYNEHEM BUpaxkeHOCTi HebaxaHux seum (HT);

*  3MiHOM KJIiHiKO-TabopaToOpHUX NOKa3HKKIB (6ioXiMiuHWMi i 3aranbHuit aHai3K
KpOBi);

*  MAacolo Tijla Ta 3pOCTOM;

*  OCHOBHUMH (i3i0JI0ri4YHUMH [TOKa3HUKaMH (4acTOTa MyJIbCY, apTepiabHMIl THCK);

*  pesynbraTaMu Qi3HKaIbHUX 00CTEXKEHb,

*  pe3ynbTaTaMH MOCIBiB OpodapUHreabHUX Ta HA3albHHX IPHOKOBUX KyJbTYP.

Baaxanocs, o piBHI KOPTH30IIY B IUIa3Mi KpoBi Yepes 1 roauHy micis CTUMYIIALIT
KO3SHHTpOniHOM MeHIne 500 HMOJB/ HIK4i HOPMH.

18. Cratuctuuni
METOIH

OyHKLiss HATHUPKOBUX 32J103: [IepBHHHOIO KiHI[EBOIO TOYKOO B IILOMY AOCIiKEHHI
6yJia ouinka GyHKUiT HaAHUPKOBHUX 3a1103. 11 oLiHrOBaNH AK CepeHIo 3MiHY Bif
BUXIZHOTO PiBHA [0 TWXHA 12 pisHULI MiXk 3HAYSHHAMH CTUMYJILOBAHOTO
aipeHOKOpTUKOTpomHUM ropMoHoM (AKTT') pirHs kopTu30my Ta 6a3ambHOrO PiBHA
KOPTH30J1y B IUIa3Mi KPOBi /UL 3pa3KiB IUIa3MHU i SIK CEpEeIHIO 3MiHY BiJl BUXiIHOTO PiBHS
J0 TIDKHA 12 piBHIB KOPTH30MY B cedi s 3paskis cedi. [lepuHHa 3MiHHA GyJia
NpoaHalli30BaHa 3 BHKOPUCTAHHAM KoBapialiitHoro ananizy (ANCOVA): 3a ocHOBHHil
edekT Oyn0 B3STO JiKyBaHHA, a 32 KOBapiaTy — BUXiqHu# piBeHb. L1 MiATBEpHKSHH
pe3yJbTaTiB MapaMeTPUYHOTrO aHATI3Y A0 IUX AaHMX 6YB 3acTOCOBaHMIA KpUTEpiil CYMH
panriB BinkokcoHsa. 11[06 ouiHuTH, 4K BifApi3HAETHCA eheKT JiKYBaHHA B PI3HUX
JOCTIKYBAaHHUX BiKOBUX rpymnax, OyB NMpOBEeNEHHM JOTATKOBHI aHaJIi3.

@DyHKUiA HATHUPKOBHX 37103 TAaKOX OyJia olliHeHa BUKOPUCTAHHAM 0a3aibHUX PiBHIB
koptuzoity fo ctumysuii AKTT, piBHiB kopTuzomy 4epes 1 roguHy micada cTUMyaAuii
AKTT, i pisHuni Mix 3HaueHHAMH DOcT-AKTT'-cTUMyIb0BaHOTO piBHA KOPTH30IY Ta
0azabHOTO PiBHA KOPTH30MIY B IUIa3Mi Ha THXHI 12 i mepeHeceHHAM Brepe]y OCTaHHBOTO
3Ha4eHHA. J1a KOXKHOTO MalieHTa I1i 3HauYeHH: Oynu NpeacTaBlieHi y BUMIAAL TabIUIb
Ta, MPH 1IbOMY BBaXKaJIKCs, L0 3HAYEHH KOPTH30JIY B IUIa3Mi KPOBI MiCIs CTUMYIISALIT
AKTTI menme 500 HMonb/n HIKYi HOpMHU. 3MiHHI 111 3MiHU Bii BUXigHOrO piBHA GyJH
npoaHaiizoBaHi 3 BukopuctaHHaM ANCOVA: 3a ocHOBHHIl edekT OyIo B3aTo
JiKyBaHHS, a 32 koBapiaTy — BUXigHU piBeHb. 3HAYSHHA Ha KiHellb JOCiIKEeHHS Oy
NPOaHai30BaHi 3 BAKOPUCTAHHAM Jucnepcifinoro ananizy (ANOVA): 3a OCHOBHHIA
etexT 6yJI0 B34TO JIIKYBaHH.

Taxo>x oLliHIOBaJIMCS 3BE/CHI AaHi 11010 3MiHH piBHA KOPTU30MY B Cedi Bijl BHXiHOro
piBHS 10 TIXKHS 12,

3minni epexTHBHOCTI: OliHKa eeKTHBHOCTI BKJIIOYAIa 3MiHYy B MOPiBHAHHI 3
BHXiHUM PiBHEM OLIiHOK CUMNTOMIB BHOi Ta BCHB, BiICOTOK AHIB 6€3 CUMITOMIB,
BiZICOTOK IHIB, y sKi He 6yn0 MoTpeOH 3aCTOCOBYBATH HOJNETIIYBAIbHI IpeapaTH,
4acTOTy BUINAJKiB NpUIIMHEHHA iKyBaHHA yepe3 HJ Ta HeedekTUBHOCTI JIiKyBaHH,

4 TAKOXK 34IWIbHY OLHKY JIK4PEM CUMIITOMIB 4CTMU B KOXXHOTO 3 MAUiEHTIB Ta {XHLOY
3[aTHOCTI KepyBaTH CUMIITOMaMH acTMH. 3MiHU B IOPiBHAHHI 3 BUXiZHUM piBHEM Gyin
[poaHajli3oBaHi 3 BUKopucTaHHAM Mogelli ANCOVA: 3a ocHOBHUI edekT 6YIo B34TO
JiKyBaHHA, a 3a KOBapiaTy — BUXifHuU# piBeHb. BesnepepeHi nani 6e3 oniHKK Ha
BUXifHOMY piBHi OyJ1 npoaHanizoBaHi 3 BukopructaHHIM ANOVA: 3a OCHOBHHUIX edexT
Oy110 B34TO JiKyBaHHA. 3arajbHi 3MiHHI OLiHKY JociinHuka Oyau npoaHanizoBaHi 3
BHKOPHUCTAHHAM CTATUCTHKH KpuTepito MaHTens-I'enzens

Inmi 3minni 6e3nexu: besneka Takox Oyna olliHeHa IUIIXOM aHATI3Y 3a Iepiox
JOCIi/KEeHHA YaCTOTH Ta CTyneHA BupaxeHocti HS Ta 3BeeHHA 3MiH OCHOBHHX
¢izionoriyHNX NOKAa3HMUKIB Y MOPIiBHAHHI 3 BUXiTHUM PiBHEM, pe3yNbTaTiB (i3HKATBHIX
obcTexeHb Ta NIISIXOM IPOBEAEHHS CTRHAAPTHHX J1ab0paTOpPHUX aHaIi3iB.

KOH®IIEHIIMHA IHOOPMALLLS,
1110 € BJIACHICTIO KOMITAHII
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19. Jemorpadiuni
MOKa3HUKH
JOCHiKyBaHOT
nomynAii (cTaTh, Bik,
paca, ToIIo)

Veboro 141 nanieHT-autiHa 6yB paHIOMI30BaHUI y HOCHIIKEHHS Ta OTPAMYBAB:
Oyneconin 0,5 mMr (N = 48), 6yzneconin 1,0 mr (N = 44) a6o mrane6o (N = 49), BinemricTs
nanieHTiB Oynu MpeACTABHUKaMU e€BporeoinHol pacu (70%) Ta Yomoivoi ctaTi (62%).
Bik Tpoxu 6inbiie MOJOBHHH NAIi€HTIB y BCiX Ipynax JIiKyBaHHA OyB MeHIIE 9 MicsAIiB,
a cepelHil Bik Bcix manieHTiB ctaHoBUB 8,4 MicaniB. Buxinxi nemorpadiyni
XapaKTepUCTHUKHU MALIEHTIB BCiX TPyH JikyBaHHA Gynu 1o0pe 30aIaHcOBaHUMH.

3i 141 nauieHra, panaoMizoBaHoro 1 nikyBanss, 117 (83%) 3aBepLiriig KO IHKEHHS,
BKJIIOYHO 3 75 manieHTamy, AKi oTpuMyBanu Oyaeconin (40 y rpyni 6yaeconiny 0,5 mr i
35 y rpyni 6ynecoriny 1,0 Mr), i 42 nauieHTaMu, AKi OTpUMYBaIH Iw1ane6o.

20. PezynpTarn
e(eKTHBHOCTI

IMpu 3acTocyBanH{ OyAecoHimy Bi3HAUaNoCs Oinblle SMEHIIEHHA CUMIITOMIB aCTMH
BJICHB i BHOYI B NOpiBHAHHI 3 Iu1ane6o. [ iHmux 3MiHHUX e(deKTHBHOCTI (3araibHa
OIIiHKa JIikapeM KOHTPOJIO CHMIITOMIB aCTMHM, YaCTOTA 3aCTOCYBAHHS IOJIETIIYBaIbHHX
npenaparis, Hee(eKTHUBHICTb JliKyBaHHs Ta IPUNMHEHH JKyBaHHA Yepe3 HA) B rpymax
AKTHBHOTO JIiKyBaHHs CIIOCTEPIranocs AesKke HOKpaLleHH epebiry CHMITOMIB aCTMH B
NOPIBHSAHHI 3 rPyMoI0 Mnane6o, ane i BiAMiHHOCTI He AOCATIIH CTATHCTHYHOL
3HAYYIIIOCTi.

21. PesynpTatu
Ge3rnexu

PesynbTaTn GyHKUIT HAZTHHPKOBHX 32J103:

JUis aHanisy QyHKUil HAgHUPKOBUX 3103 (piBeHb KOPTH30IY B 1Ia3Mi Kpogi abo ceui)
6ynu ouineni 82 nanienty, 50 (61%) nmanieHTiB i3 Yncna THX, SAKI OTPHUMYBAIH AKTHBHE
nikyBanHs (33 B rpymi 6yaecoiny 0,5 mri 17 y rpymi 6yaeconimy 1,0 Mr) Ta 32

(39%) narieHTH 3 YHcNa THX, AKi OTPAMYBaJIH ILTALE00.

Sk Ha BUXiZHOMY DiBHi, TaK i HANPUKIHII TOCTIHKEHHA Y BCIX IPpyax JiKyBaHHA piBHI
KOPTH301y B IU1a3Mi KpOBi NiABULIYBaIMCA MicIA cTUMYJLi] kocurTpominoM (AKTT) y
NIOpiBHAHHI 3 BUXiAHUMM PiBHAMH. Y NOMyIALI, fiKa NifaBatack OIiHLI, CepenHs 3MiHa
B MOPiBHAHHI 3 BUX{THUM PiBHEM 3HAYCHHS Pi3HHUI PIBHIB KOPTH30JY IiCHA CTUMYJIALIT
AKTT Ta 6asansHHX piBHIB KOPTH301y B I1a3Mi KpoBi Oy;I1H OIHAKOBHMH Wis 3 TpyI
JiKyBaHHs, 6€3 SBHOTO 3HIXKEGHHs PiBHIB KOPTH30J1Y B pe3yNbTATi AKTMBHOTO JiKyBaHHS
(nuB. Tabnumo S1). Xoya 6yN0 BUCIOBJICHO MPHITYLIEHH HPO J0303IEKHY TEHACHIIO
CepeHpOT 3MiHM PiBHIB KOPTU30IY B IUIa3Mi KpOBi B NOPiBHAHHI 3 BUXiJHUM piBHEM
cepeA MiArpyny Nali€HTiB i3 HOpMaIBbHOI (GYHKITi€I0 HATHUPKOBUX 3aJ103 HA BUXiTHOMY
PpiBHI Ta sKi He NpHIMaIH )KOJHKUX 3a00POHEHHX MMpenapariB, CyTTEBUX BHCHOBKIB
3po0HTH HE MOXHa Yepes BapiabenbHicTh UX JaHUX.

3pylLlIeHHs Bil BUXiAHOTO piBHA A0 THXHA 12 piBHA KOPTH30JY B IU1a3Mi KPoBi Big

> 500 umons/n 1o <500 aMone/n micaa crumynanii AKTT 6yi1o oueBUAHNM Yy

7 nauientiB (4, 2 i 1 y rpynax 6ynecouiny 0,5 mr, 6yneconiny 1,0 Mr i twianeo
BiIMOBiAHO), i GLMBIIICTS i3 LIMX MaLi€HTIB MaJl PiBEHb KOPTU30J1y OIM3bKHiA 10
rpaHHYHOTO 3HaueHHA <500 HMouib/J1. 6 manieHTi (5 y rpyni 6ymeconixy 0,5 Mrily
rpyni miane6o) niggaBanachk OLiHII A/ aHaAJIi3y JaHUX LIOJO PiBHIB KOPTH30JIY B CEi.
Ha tuxni 12 y rpyni 6yneconiny 0,5 MIy >k0JHOTO NallieHTa piBeHb KOPTH30IIY B cedi He
OyB HHX4€ HOpMH (L0 BU3HAYaJIacs K 3HHKCHHA NMpUHaliMHI Ha 50% Bix BUXifgHOTO
piBHA). 3HaUeHHA cepeAHBOl 3MiHH PiBHIB KOPTH30Jy B Ce4i BiJ BUXiIHOro piBHA 10
THXKHA 12 npencrasiieHi B Tabuuui S2.

KOH®IIEHLIAHA IHOOPMALILA,
1110 € BJIACHICTIO KOMIIAHII

Ta6auua S1. 3eaeni Aaui WOA0 3MiHH CEPENHiX PiBHIB KOPTH30MY B NJIa3Mi kposi (HMONIE/NT) (monynsauis, sxa
MiAIaBanack oUiHLi)

Kpurepiit cymu
3mMiHa Bia BUXIZHOTO 95% M1 paHriB
pisus Cxopurosane |(y nopieusaai | ANCOVA BinkokcoHa,

3MinHa cepenHe 3HaueHHs (CII) 3 nnauefo) D-3HAYEHHS D-3HAYEHHA
Pisens kopTH30MY B na3mi Kposi (zo
CTUMYNALIT KOPTPOCIHOM)
IMnaue6o (N=31) -17,8 (22,0)
BCP, 0,5 mr (N=28) -6,3 (23,0) -51,9; 75,0 0,718 0,671
BCP. 1 Mr (N=17) 20.4 (29,7) -36,0: 112,5 0,307 0,168
PiBeHb kOpTH3OY B MIa3Mi KpoBi (micis
CTHMYAALIT KOPTPOCIHOM)
IMnaue6o (N=31) 5,61 (30,4)
ECP, 0,5 Mr (N=28) 30,0 (31,9) -63,5; 112,2 0,582 0,891
BCP, 1 mr (N=17) 24.8 (41.0) -82.,6; 121.0 0,708 0.940
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Pisesnn kopTHIONY B MIAIMi Kposi (piscis 10
CTHMYAALT MiHYC PiBEHE NICHA CTHMYAALIT)

TInaueGo (N=31) 19,8 (36,1)
BCP, 0.5 mr (N=28) 37,9 (38,00 -86,6; 1227 0,732 0,832
BCP, 1 mr (N=17) 8.4 (48.8) -133; 109,8 0,852 0.140
TaGmtus S2. 3seaeHi AaHi mOAQC 3MiHK.CepeNHiX PiBHIB KOPTH30MY B cevi (MKI/I KpeaTHHiHY) (TonyaLis, sxy
NiANABANACH OHIHILT)
Cep. 3Ha4eHHA Ha BUX. Cep. 3HaueHHA Ha BIIHTI 3MiHA BiA BHXIIHOTO PIBHSA

[pynia iy sanus N piani (CIT) 6 (CITY (€

BCP, 0,5 mr 5 163 (3,79 68,5 (33,58) 522 (34,55)

TInaue6o 1 62,6 17,8 -44.8

BCP — 6yxecoHin, cycnieHsis ang idransauii

IH1i pe3sysibTaTH Ge3MeKH:

Mpodins Gesnexn Ta mepeHOCUMOCTI GyAECOHIY B Nalli€HTiB-AiTel BikoM Bif 6 10

12 micswiB i3 JIErkoo Ta HOMipHOIO acTMOI0 OyB 3icTaBHUM i3 TakUM npodinem miauedo.
3aransHa yactotra HA cranosuna 90%, 98% i 88% y rpynax 6yzneconiny 0,5 mr,
Oyneconimy 1,0 Mr i miane6o Binnmorinuo. Haltnomupeniur HS, sxi 6ymu 3apeectpoBani
B [{bOMY JOCJiUKEHHI, BiloOpa)cail CUMIITOMH, IO € 3arajbHUMH JUIA NeiaTpUYHOI
TOTIYJIALII 3 aCTMOFO, i BKIIFOUAJIM pecnipaTopHy iH(ekIilo, cepeaHiil OTHT, TUXOMAaHKY,
PHHIT i 6mroBaHHA. Binbiicts (99%) HA 6yau nerkoro abo cepeaHbOTro CTYNEHA
BHPAXEHOCTI. 3 HallieHTH [epepBaNTH JiKyBaHHA nepexdacHo depes HA, 1 —y rpymi
6ynecoHiny 0,5 Mr (Bucuny Ha o6nu44i Ta mui), i 2 — y rpyni 6yneconiny 1,0 Mr
(3arocTpeHHs acTMHU Ta HeBMOHIT). 2 nalfieHTH B rpyIi Oyneconiny 1,0 mr 6yin
rocmiTanizosani; i sBuia 6ynn wiacudikoBaHi Ak cepitozni HA. V rpymi 6yneconiny
0,5 mr cepito3ni HA Bunukiy me B 3 nauieHTiB (3arocTpeHHA acTMH, peclipaTopHa
indeki1ig Ta BipycHa iHdekisn). 3a BAHATKOM BUCHILy Ha 0OaM4dyi Ta mui B rpymi
Oyneconimy 0,5 Mr xkofHe 3 cepio3HHX 260 TakuX, 110 OOMEXYIOTh MOXITUBICTh
nikysanaa H, we Gyno oIliHeHe TOCTiTHHUKOM SK TaKe, 1Ke MOIJIO MaTH 3B’A30K i3
JOOCIiKyBaHHM JIiKyBaHHAM.

V rpyni mnane6o xonHuil nauieHT He MPUIMHMB JiKyBaHHA 4epe3 HSI abo cepitosni HAL
ITpo BUMAIKH NETANBEHOTO pe3yabTaTy B [IbOMY AOCIiIKeHHi He noBixomanocs. Y
JOCHIIKEeHHI He Bij3HaYalluCs HECIIOAiBaHi, OB’ s13aHi 3 JIiIKyBaHHAM 3MiHH OCHOBHHX
¢izionoriyHUX MOKA3HUKIB, Pe3yIbTATiB Gi3UKATLHOTO OOCTEXKEHD Ta 1a60paTOPHUX
aHaJi3iB

22. BucHOBOK
(3aKmO4YeHH:)

HacamkiHeup ciiz 3a3Ha4UTH, L0 pe3yIbTaTH LUBOro AOCTiIKEHHI HE BKa3ylOTh Ha
NPUTHITYBaNBEHUH €peKT OynecoHiTy Ha GyHKIiI0 HATHUPKOBHX 34703 y
narieHTiB-iTet BikoM Big 6 10 12 MicsLiB i3 MEPCHUCTYIOUOI0 aCTMOIO JIETKOTO Ta
CEepeHBOro CTYIeHs BUPaXKEHOCTI ITpH BBEAEHHI OynecoHiay B xo3ax 0,5 a6o 1,0 mr

1 pa3 Ha no6y. [Ipodins 6e3nexu GyaecoHiny B Liil momynAnil AiTel nyke paHHBOTO
BiKy, W0 OYB 0XapaKTepH30BaHHUIf 3a 4acTOTO Ta Buaamu Hi, cepitosanmu HA ta
YacTOTOFO IPHITMHEHHS 3aCTOCYBaHHA IpernapartiB yepe3 HSI, Oys sicraBHuM i3
npodinem mane6o i BinmoBigae 3aTBepUKeHiH peryIaTOpHIMH OpraHaMH jHpopMauii
mon0 0coGINBOCTEN 3aCTOCYBaHHS Npenapaty B AiTel BikoM Bin 12 Micawis.

3adABHUK
(BmacHUK
peecTpariifHoro
TIOCBiT4EeHHA)
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97094F653B284DS5...
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(I1IB)
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Clinical Trial Report

1. Name of medicinal
product (Marketing
Authorisation number, if
any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study

Report (CSR):
AstraZeneca R&D Lund
Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Liquid Production
Sodertélje

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal
product for which
registration was conducted
or planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

A randomized, partly blinded, multicentre, parallel study comparing the

efficacy and safety of Pulmicort Respules® (budesonide inhalation suspension)
at 0.5 mg once daily (QD), 1.0 mg QD, 1.0 mg twice daily (BID), 2.0 mg BID

and Pulmicort Turbuhaler® (budesonide) at 400 pg BID in adolescents
(12 years of age and older) and adults with moderate to severe asthma,
Study SD-004-0764.

6. Clinical trial phase

111

7. Clinical trial time frame

From 08 May 2003 through 04 January 2005

8. Countries where the
clinical trial was conducted

United States of America

9. Number of subjects

Planned: Approximately 750
Actual: 760 randomised

10. Primary and secondary
objectives of the clinical
trial

The primary objective of this study was to compare the efficacy of Pulmicort
Respules at 0.5 mg QD and 2.0 mg BID in patients with moderate to severe
asthma 12 years of age and older.

Secondary objectives were to compare the efficacy and safety of Pulmicort
Respules at 0.5 mg QD with 1.0 mg QD and 1.0 mg BID and to assess the
steady state pharmacokinetics (PK) of Pulmicort Respules at doses of
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0.5 mg QD, 1.0 mg QD, 1.0 mg BID, 2.0 mg BID and Pulmicort Turbuhaler at
400 pg BID, in patients with asthma aged 12 years and older. Pulmicort
Turbuhaler at 400 pg BID was included as an active reference for the
comparison of efficacy and safety.

11. Clinical trial design

A 12-week, randomised, partly blinded, parallel-group study.

12. Key inclusion criteria

Male or female patients 12 years of age and older with moderate to severe
asthma as defined by daily requirements of inhaled corticosteroids (ICS)
(received for at least 30 days prior to Visit 1) and a forced expiratory volume in
1 second (FEV)) of 45% to 90% of predicted normal at screening and FEV of
45% to 85% of predicted normal at Visit 2 were eligible for inclusion.
Demonstration of reversibility of FEV| of > 12% was required at Visits 1 or 2.

13. Investigational
medicinal product, method
of administration, strength

Pulmicort Respules 0.5 mg QD, 1.0 mg QD, 1.0 mg BID or 2.0 mg BID. Each
Respules ampule contained 0.25 mg/mL in 2.0 mL of budesonide nebulising
suspension.

14. Comparator, dose,
method of administration,
strength

Pulmicort Turbuhaler at 400 pg BID, delivered as 200 pg per inhalation, was
included as an active reference

15. Concomitant therapy

Allowed medications:

e  Albuterol, delivered by pressurised metered-dose inhaler (pMDI), was
used as rescue medication on an as-needed basis, during both the run-in
and randomised treatment periods. Generic albuterol pMDI was the rescue
medication provided in this study, although nebulised albuterol was also
allowed. Rescue medication was to be withheld for at least 6 hours prior
to spirometry at each study visit.

o  Topical vasoconstrictor/decongestant eye preparations as needed for
severe eye symptoms.

e  Non-asthma medications not previously excluded and deemed necessary
for the patient’s safety and well-being could be given at the discretion of
the investigator(s). Such medications included decongestants,
antihistamines (excluding hydroxyzine and cetirizine), mucolytics,
expectorants, antibiotics, topical (< 1%) hydrocortisone and vitamins.

e  Ifused prior to Visit 1, nasal steroids were to be continued at the same
prior dose through Visit 5.

e  Immunotherapy shots, provided patients were receiving a maintenance
dose for at least 6 weeks and were expected to remain on a stable dose of
immunotherapy throughout the study.

o  Other medications deemed necessary for the patient’s safety and
well-being may have been given at the discretion of the investigator(s).

16. Efficacy endpoints

The primary variable was the change from baseline in FEV to the last FEVi

value recorded at the end of treatment.

Key secondary variables included:

e  The change from baseline in FEV,, forced vital capacity (FVC) and forced
expiratory flow expired during the middle half of exhalation (FEF 25.75%) at
each visit and to the treatment period average.
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e  Percentage of symptom-free days, symptom-free nights, symptom-free
24-hour periods, awakening free nights, rescue medication free 24-hour
periods and asthma control days at each 2-week interval (ie, biweekly), at
the end of treatment (last 2 weeks of the treatment period) and averaged
over the treatment period.

e  Change from baseline in mean daily morning and evening peak expiratory
flow (PEF), mean daytime and night-time asthma symptom scores and
total rescue medication use biweekly, at the end of treatment (last 2 weeks
of the treatment period) and averaged over the treatment period.

e Incidence of predefined asthma events and time to predefined asthma
events over the treatment period.

e  Pharmacokinetic parameters included area under the curve (AUC) from
time 0 to time t (AUCo.), maximum plasma concentration (Cmax), time to
maximum plasma concentration (Tmax), terminal half-life (T1/2) and mean
residence time (MRT).

17. Safety endpoints

Safety was measured relative to the incidence of adverse events (AEs), serious
adverse events (SAEs), AEs leading to study discontinuation (DAEs) and other
significant AEs (OAEs) and changes from baseline in clinical laboratory test
results, vital signs and physical examination findings.

18. Statistical methods

The efficacy analysis set (EAS) included data from all randomised patients who
took at least 1 dose of study medication and provided data after randomisation
for at least 1 efficacy variable. For the primary analysis, FEV was analysed as
the change from baseline (Visit 2) to the final treatment period value using an
analysis of covariance (ANCOV A) model with treatment and centre as study
factors and baseline FEV) as a covariate using a last observation carried
forward (LOCF) approach. To maintain the experiment-wise Type I error rate
at no greater than 5%, a step-down approach to hypothesis testing among
treatment groups (closed test procedure) and the interpretation of p-values was
taken. The primary inferential statistical comparison was between the Pulmicort
Respules 0.5 mg QD and 2.0 mg BID groups. For comparisons involving the
Pulmicort Turbuhaler group, no inferential statistical testing was done, but
rather 2-sided 95% confidence intervals (CI) on differences with each of the
Pulmicort Respules groups. For all secondary variables, nominal p-values for
all pairwise comparisons were presented with the primary comparison being
between the 0.5 mg QD and 2.0 mg BID Pulmicort Respules groups. The
proportion of patients with a predefined asthma event was compared between
treatment groups using Fisher’s exact test, and time to a predefined asthma
event was analysed using a log-rank test for treatment pairs. For all diary
variables, changes from baseline were compared among treatment groups using
an ANCOVA model with change from baseline as the dependent variable,
treatment and centre as main effects and baseline as the covariate.
Pharmacokinetic parameters (AUC, Cnax and AUCy.) were compared between
treatment regimens using a multiplicative analysis of variance model with
single factor treatment, and 90% 2-sided CI were constructed for the
differences between the 2 Pulmicort Respules BID groups, the 2 Pulmicort
Respules QD groups and the Pulmicort Respules 1.0 mg BID and Pulmicort
Turbuhaler groups.
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19. Demographic data of
the study population (sex,
age, race, etc.)

A total of 760 patients were randomised at 70 centres to 1 of 5 treatment
groups, with the number of patients well balanced across treatment groups.

One patient was enrolled at 2 study centres and was randomised to receive
Pulmicort Respules 1.0 mg BID at both centres. Data from both treatment
exposures were excluded from all analyses. Thus, the all randomised population
included 758 patients. All patients who took at least 1 dose of study medication
were included in the safety analysis set. In addition, all treated patients who
contributed data for at least 1 efficacy endpoint were included in the EAS.

A total of 93 patients had at least 1 protocol deviation that prompted exclusion
from the per-protocol analysis set.

Demographic and baseline characteristics of the EAS were generally similar
across treatment groups. Within each treatment group, approximately
two-thirds of patients were female (58.4% to 66.0%) and most patients (81.3%)
were Caucasian. Across all randomised patients, the mean age was 40.6 years
and most patients were between 17 and 64 years of age (38.0%). The mean
FEV, as a percent of predicted normal ranged from 69.6% to 71.2% in the

5 treatment groups and mean baseline FEV; was 2.33 L across all patients.
Mean daytime and night-time asthma symptom scores during the 7-day period
immediately preceding randomisation ranged from 1.02 to 1.11 and from

0.82 to 0.92 among the 5 treatment groups, respectively. With the exception of
1 patient in the Pulmicort Respules 1.0 mg BID group, all patients received an
ICS medication during the 14 to 21-day run-in period, the most common of
which was fluticasone propionate, used by approximately three-quarters of
patients in each treatment group at an average daily dose of

508.0 to 560.7 pg/day.

The proportion of patients who discontinued treatment prematurely was lowest
in the Pulmicort Turbuhaler (21.3%) and Pulmicort Respules 0.5 mg QD
(26.2%) groups and ranged from 32.0% to 39.5% among the remaining

3 groups. The most common reason for discontinuation was development of
study-specific discontinuation criteria (16.2%) and the proportion of patients
discontinuing for this reason was generally comparable between the 5 treatment
groups. A higher percentage of patients in the Pulmicort Respules 1.0 mg BID
and 2.0 mg BID groups (9.4% and 15.6%) compared with the other 3 groups
(1.9% to 5.4%) discontinued the study prematurely because they were not
willing to continue.

20. Efficacy outcomes

The primary analysis of predose FEV | was based on the change from baseline
to the last value during the randomised treatment period in the EAS. As seen in
Table 1, the primary treatment group comparison between the Pulmicort
Respules 0.5 mg QD and 2.0 mg BID groups was not statistically significant for
the primary variable (p = 0.834). In addition, no statistically significant
differences in adjusted mean changes from baseline at any time point were
observed for any of the pulmonary function test variables (FEV), FVC and
FEF2s.75%) between the 2.0 mg BID and 0.5 mg QD groups (p > 0.05).
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Table 1 Change from baseline at end of treatment (LOCF)
in FEV: (efficacy analysis set)

Treatment group
Pulmicort Respules Pulmicort
Turbuhaler
05mg | 1.0 mg | 1.0 mg | 2.0 mg | 400 pg BID
FEV1 (%) QD QD BID BID
N 140 135 145 129 151
Baseline, mean 2.37 2.30 2.32 2.30 2.35
(standard error) (0.05) | (0.05) | (0.05) | (0.06) (0.05)
Adjusted mean 0.02 0.01 0.08 0.01 0.12
change (standard (0.03) | (0.03) | (0.03) | (0.03) (0.03)
error) from baseline
Adjusted change -- 0.899 0.122 0.834 --
from baseline versus
Pulmicort Respules
0.5 mg QD, p-value
Adjusted change 0.03, -0.19, -0.12, -0.19, -
from baseline versus 0.18 -0.03 0.03 -0.03
Pulmicort
Turbuhaler 400 pg
BID, 95% C1

In each of the Pulmicort Respules treatment groups, mean increases from
baseline at the end of treatment were observed in the percentage of
symptom-free days, symptom-free nights, symptom-free 24-hour periods,
rescue medication free 24-hour periods and asthma control days, with the
largest mean increases observed for the Pulmicort Respules 2.0 mg BID group.
Small mean reductions in daytime and night-time asthma symptom scores and
rescue medication use, and mean increases in morning and evening PEF were
seen in all treatment groups at the end of treatment. No comparisons between
the Pulmicort Respules 0.5 mg QD and 2.0 mg BID groups were statistically
significant (p > 0.05) for any of the secondary efficacy variables. The
proportion of patients with a predefined asthma event was generally
comparable among the Pulmicort Respules (17.5% to 21.8%) and Pulmicort
Turbuhaler (17.4%) groups.

Among the 4 Pulmicort Respules groups, systemic exposure to budesonide
increased with increasing daily dose, although the increase was slightly less
than dose proportional with a doubling of the dose within the QD

(0.5 versus 1.0 mg) and BID (1.0 versus 2.0 mg) regimens. The systemic
exposure (AUC) to budesonide following dosing with Pulmicort Respules

1.0 mg BID was approximately 12% greater than that observed following
Pulmicort Turbuhaler 400 pg BID.
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21, Safety outcomes

During the randomised treatment period, the overall percentage of patients with
at least 1 AE was lower in the Pulmicort Respules 0.5 mg QD and 2.0 mg BID
groups (45.0% and 44.9%, respectively) compared with the Pulmicort Respules
1.0 mg QD (53.7%), 1.0 mg BID (55.0%) and Pulmicort Turbuhaler (51.0%)
groups. Across all treatment groups, the majority of AEs were mild to moderate
in intensity, and the most commonly reported AEs were upper respiratory tract
infection, headache and nasopharyngitis. No dose-related pattern was observed
among the Pulmicort Respules groups with respect to the incidence of common
AEs. The overall incidence of drug related AEs as judged by the investigator
was 6.6% during the randomised treatment period.

No patient died or experienced an OAE and few (0.8%) had an SAE. Similar
proportions of patients in the 4 Pulmicort Respules groups discontinued
treatment prematurely due to an AE. The majority of DAEs were mild to
moderate in intensity, and approximately half were judged by the investigator
to be unrelated to study medication. No patient in the Pulmicort Turbuhaler
400 pg BID group discontinued treatment prematurely due to an AE. No
clinically meaningful changes from baseline were noted for any laboratory or
vital sign parameter for any treatment group and no new safety concerns were
identified.

22. Conclusion (findings)

In this study, no difference in efficacy could be detected between Pulmicort
Respules 2.0 mg BID and Pulmicort Respules 0.5 mg QD as assessed by
predose FEV|. No clear conclusions could be drawn from the results in this
study, possibly due to a higher than expected number of patients with mild
asthma and a significant percentage of patient noncompliance with the study
medication. At any of the doses of Pulmicort Respules studied, however,
asthma control was maintained as reflected by control of asthma symptoms,
PEF and rescue medication use. In addition, the incidence of predefined asthma
events was low in all treatment arms, further suggesting that patients remained
well controlled. The Pulmicort Respules 1.0 mg BID dose provided an
improvement in FEV) and a systemic budesonide exposure that was the same
order of magnitude to those observed in the Pulmicort Turbuhaler 400 pg BID
group. Pulmicort Respules was well tolerated in this population of adolescent
and adult patients with moderate to severe asthma and there were no
unexpected AEs compared with the known product profile.

Applicant (Marketing
Authorisation Holder)

@ alevamar Gurwnatlian

GTUD4FES3B2B4D5..

Dr Jayakumar Gurunathan

(full name)
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Ilepeksnan 3 aHIMIMCHKOT MOBH Ha YKPaiHCHKY MOBY

3BiT Ipo KIIiHIYHE BUIPOOYBaHHS

1. Ha3gra mikapcbkoro
3acofy (3a HassBHOCTI —
HOMep peecTpauiiiHoro
NOCBiTYCHH)

byneconin Actpa3eneka (MiXHapoIHa HETIATEHTOBaHA Ha3Ba — GYAECOHI)

2. 3agBHUK

Haszsa 1a ajapeca BAACHHIKA geecrgagimmro [IUCBig!‘lEII!!ﬂ Ha MOMEHT

NpOBeeHHs KIIHIMHOro BUNpoGyBaHHA:

Lentp mocnimxeHs Ta po3pobok koMmmaHii Acrpa3eneka (AstraZeneca R&D),
M. JIyHn

Ha3zpa Ta ajpeca nMoTo4HOro BJAACHUKA PEECTPANINIOTO OCBITYEHHN:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Conepran’e, [lIBewisn

(SE-151 85 Sodertilje, Sweden)

3. Bupo6Huxk

Hassa Ta ajpeca 3aBoay-BHPoOHHKA, 110 BHPOGIsIiB JiKapchKUil 3acib ua
MOMEHT MPOBEAEHHA KAIHIYHOro BUNpoOyBaHHS:

HinpHULSA 3 BUpOOHUITBA pinkux Jikapcbkux dopm (AstraZeneca Liquid
Production)

Coneptan’e, [lBewis

(Sodertilje, Sweden)

Hasea Ta ajpeca 3apony-eupoGHinKa, 010 Hapasi BUpobusie JikapcbKHii
3acio:

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e, llBenis

(SE-151 85 Sodertdlje, Sweden)

4. TTpoBeneHi OOCITi MKSHHS:

Tak

1) Tun nikapcekoro 3acoby,
3a SIKUM IpoBoxwiacs abo
IUTaHYETHCS peECTpaLlis

Jlikapcpkuii 3aci0 3a IOBHUM HOChE (ABTOHOMHE HOChE)

5. TToBHa Ha3Ba KIiHIYHOTO
BUNPOOYBAHHA, KONOBaHUH
HOMEp KITiHI{YHOTO
BUNIPOOYBaHHA

PannomizoBaHe, 4acTKOBO clifne, 6araTONEHTPOBE HOCTIMKEHHA B IapaelbHuX
rpymnax, y AKoMy TOpiBHIOBaNHCs e)eKTUBHICTE Ta Ge3leka npenapary
IMynemixopT Pecnynu (6ynecoHin, cycnensis mst inransuii) y mosi 0,5 mr 1 pas
Ha 106y, 1,0 mMr 1 pa3 Ha o6y, 1,0 mr n8iui Ha 106y, 2,0 Mr ABiui Ha no6y, Ta
npenapary ITynemikopT TypOyxanep (6ynecoHin) B mo3i 400 Mkr aBiui Ha 106y B
nigmiTkiB (BikoM 12 poxiB i cTapie) i JOPOCIUX i3 MOMIPHOIO Ta TSKKOIO
actMoro. Hocnimkerna SD-004-0764.

6. daza KIiHIYHOTO
BUNPOOYBaHHs

I

7. Ilepion nposeneHHs
KJIiHiYHOro BUNpoOyBaHHA

I3 8 TpaBHs 2003 poxy mo 4 ciuns 2005 poky

8. Kpainu, ne npoBogunocs
KIIiHiYHe BUIPOOYBaHH:

Cronyueni LItatn AMepuku

9. KinbkicTs
JOCIIKYBAaHUX

3araHoBaHa: npubnuzao 750
dakruyHa: 6yy0 paHIOMi3zoBaHo 760 mailieHTa

10. Meta Ta BTOpUHHI IIiJTi
KITiHIYHOTO BUNPOOYBaHHS

Merta LBOro JOCIiIKEHHA NOJIAraia B TOMY, 1106 MOpiBHATH e(EKTUBHICTE
npenapary IlynabemikopT Pecynu y nosi 0,5 Mr 1 pas Ha no6y ta 2,0 Mr aiui Ha
J00y B MaLi€eHTiB i3 MOMIpPHOIO Ta TAKKOI acTMOIO BikoM 12 pokiB i crapie.
BropuHHi 1iJi bOTO JOCITIHKEHHA MOJATANH B IOPIBHAHHI €)eKTHBHOCTI Ta
Oesnexu npenapary Ilynsmikopt Pecnynu y no3i 0,5 mr 1 pa3 Ha 106y 3 fo3aMu
1,0 mMr 1 pa3 Ha mo0y Ta 1,0 Mr aBiui Ha 100y, a TaKOX B OLiHII
tapmakokinetnku (®K) npenapary ITynemikopt Pecynu y gosax 0,5 mr 1 pa3s
Ha 106y, 1,0 mMr 1 pa3 Ha 106y, 1,0 Mr aBigi Ha §00Y, 2,0 Mr ABidi Ha HOOY i
npenapaty ITynemixopt TypOyxanep y no3i 400 Mkr aBidi Ha 406y B ManicHTIB i3
actMoro BikoM 12 pokiB i crapme. I[TynmeMikopT TypGyxanep y mo3i 400 Mkr aBiui
Ha 100y OyB BKIIFOYEHHIf K aKTUBHUIT penapat NOPiBHAHHA AN TIOPiBHIHHS
e(heKTUBHOCTI Ta 6e3neKu.

KOH®IIEHLIIHA ITHOOPMAILILS,
1110 € BJIACHICTIO KOMITAHII
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11. [Iuzaiin xniHivHOTO
BUNPOOYBaHHS

12-TuxHEBE, paHIOMi30BaHe, YaCTKOBO Cline, GaraTOLEHTPOBE NOCIiKEHHS B
napanensHuX rpymnax.

12. OcHoBHi kpuTepif
BKJIIOYEHHS

Mo naGopy B nocnimKeHHS MiAXONUIN NanieHTH 0GUABOX cTaTel BikoM 12 pokis
i Ginple 3 MOMIpPHOIO Ta TSAXKKOIO ACTMOIO BIAMOBIAHO 10 060BOT oTpetu B
iHramaniitaux koprukocrepoinax (IKC) (BocTaHHE 3acTOCOBAHUX HE MEHIIE Hix
3a 30 muiB 10 Bisuty 1) i 06’eMoM opcoBaHOro Buauxy 3a 1 cexynny (O®B))
Bin 45% 1o 90% Bix MporHO30BaHO! HOPMH Ha MOMEHT CKPHUHIHTY i Bif 45% 110
85% Bin mporHo3oBaHOI HOPMH HA MOMEHT Bi3uTy 2. Ha MomeHT Bi3uTis 1 abo 2
Oyna BUMora JeMOHCTpaliil 380potHocTi ODB; >12%.

13. JocmimKyBaHui
Jikapchkuit 3aci6, crmoci6
3aCTOCYBaHHA, CHJIa il

IynemixopT Pecrynu B no3sax 0,5 mr 1 pa3 Ha o6y, 1,0 mr 1 pas Ha 106y, 1,0 Mr
nBiui Ha 106y a6o 2,0 Mr aBiui Ha 106y. KOxHHIN 01HOHO030BHI KOHTEIHED
(pecmyna) mictus 0,25 Mr OymecoHimy/mn y 2,0 M cycrieHsii A po3NMIEHH.

14. ITpenapaT MOpiBHAHHS,
J103a, crocib 3acTocyBaHHS,
cuna mif

HyneMmikopt TypOyxanep y no3i 400 Mxr agiui Ha 106y, 200 MKT Ha
1 posnunenns, 6yB BKIIOUEHHH K aKTUBHUIT Npenapar nopiBHAHHAL

15. CynyTHs Tepamis

Byno n103B0€HO 3aCTOCYBaHHA TAaKUX Mpernaparis:

*  AnpbyTepos 3a JOIIOMOIOK aepo30JILHOr0 A03YI0YOro iHransTopa (pMDI),
BUKOPHCTaHHA AKOTO SK NOJIETIIYBAJILHOTO MIPETapary Al HeBiAKIaaHOT
Tepamnif 6yy10 103BoJIeHO y pa3i noTpeOu SK MiJ Yac BBiHOro, Tax i mif yac
paHAOMI30BaHOTO NepioNy JiKyBaHHA. Y IbOMY HOCIiIKEHH]
TMOJIETUIYBAJILHAM NIPENApaToM JUIsl HEBifKIIaqHOl Teparnii 6yB reHepHYHHI
ans6yTepon, Mo 3aCTOCOBYBABCA 3a JONOMOror pMDI, Xo4a BUKOPUCTAHHSA
ansOyTepodty 3a JonoMorolo Hebynaiizepa GyJio TAK0X JO3BOJICHE.
IMauienTam cig Oyn0 yTpUMyBaTHCS Bill 3aCTOCYBaHHS NOJIETIUYBAILHUX
npemnaparis WOHaKMeHIIIe POTATOM 6 TOAWH 0 CIIIPOMETPUIHOTO
JOCJIiUKEHHS, K€ TIPOBOIIIOCS M YaC KOXKHOTO Bi3HTY JOCIIKEHHS.

*  CynuHO3BY:XYyBaNbHi/MPOTHHAOPAKOBI penapaTu MicieBol aii A1s oueil y
pa3si noTpebu Npu THKKUX CHMITOMAX i3 6OKy ovei.

*  Jocninuux(-u) npu3HayaB(-Ni) iHLII PEenapaTH, SKi BBaXaJIHCA
HeoOXigHuMH U1 Oe3Neky Ta GIIaronosyyds nauieHTis, OKpiM THX,
3aCTOCYBAHHs AKHX 3a00POHAIOCA NPOTOKOJIOM HOCTiIKeHHA. [0
H03BOJIEHHX JiKapChKHX 3aco0iB BiHOCIIHCS MPOTHHAGPAKOBI penapaTy,
aHTUriCTaMiHHI IpenapaTy (3a BUHATKOM TiAPOKCH3MHY Ta IIETHPU3HHY),
MYKOJIITHKH, BiIXapKyBaJibHi 3aC00H, aHTUGIOTHKY, TiAPOKOPTH30H MiCLEBOT
aii (< 1%) Ta BiTaminm.

*  JIKIIo mali€eHT 3aCTOCOBYBaB Ha3albHi KOPTUKOCTEPOINM A0 Bisuty 1, ix cmin
Oyn10 IPOIOBXXYBAaTH 3aCTOCOBYBATH B Tilt ske mo3i o BisuTy 5.

*  Anepren-cnenudiyna iMyHOTepanis, 3a yMOBH, 1O ITALIIEHTH OTPUMYBAIU
NiATpUMYBaJbHY N03Y He MEHIUe 6 THXKHIB i mepeabayaiocs, 110 BOHU
OynyTh IPONOBIKYBATH OJEPKYBATH CTabIbHY 03y iMyHOTEpaIii mpoTirom
YCBOTO JOCIiMKEHH.

»  JHocnigHuk(-u) npu3HayaB(-jiu) iHII TpenapaTH, IKi BBaKaIUCs
HeoOXimHuMY 11 6e3neKH Ta G1aromoyyys naiieHTis.

16. Kpurepii ouinkn
e(dEeKTUBHOCTI

IepBrHHOO 3MiHHOW 6yna 3MiHa O®B, Bif BUXiIHOTO PiBHS 10 OCTAHHBOTO

3HayeHHa O®B ), 3apeecTpoBaHOr0 HANPHKIHIII JiKyBaHHI.

OCHOBHI BTOpHHHI 3MiHHI BKJIIOYAIIH:

*  3MiHa Bix BuXigHOrO piBHA O®B), QopcoBaHOT KUTTEBOT EMHOCTI JIETEHb
(©ZKEJI) i nikoBol MBUAKOCTI BUAUXY I YaC CEPEAHBOT OMOBHHH BUANXY
(TTIIB25-75%) — Ha MOMEHT KOKHOT'O 3 Bi3UTiB Ta B CEpeAHi nepioxy
JIiKyBaHHS;

*  BiICOTOK AHiB 6€3 cUMIITOMIB, HOYell §e3 CUMIITOMIB, 24-TOMMHHMX Nepioais

KOH®IIEHUIMHA IHOOPMALIL,
110 € BJIACHICTIO KOMITAHII
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6e3 cuMnTOMIB, HOYel Ge3 cumnToMis 6e3 npokunanus, 24-roJUHHUX
nepioniB, y AKi He MOTpeOyBaIOCA 38CTOCYBAHHA TOJIETIIYBATbHHIX
Npenaparis i AHIB i3 KOHTPOIBLOBAHOIO ACTMOKO — IO J1BA TYIKHI,
HampHKiHLi JTiKyBaHHsA (OCTaHHi 2 TIKHI Nepiofy JIiKyBaHHA) Ta B CepeTuHi
nepiony JiKyBaHHS,

°  3MiHa Bifl BUXiJIHOTO PiBHA CEPERHBOI PaHKOBOI Ta BEHipHBOT MiKOBOY
wBuaKocTi Buauxy (I1LB), cepenHboi OMIHKHA CUMIITOMIB aCTMH BAEHbD i
BHOYI Ta 3aranbHoi KiJbKOCTI MEJUKaMEHTIB, IO 3aCTOCOBYIOTCH — 110
IBa THXKHI, HANPUKIHII TiKyBaHHS (OCTaHHi 2 THXHI Tiepioay nikyBaHH:) Ta
B CepelMHi nepiony NiKyBaHHS;

°  4acToTa 3a3jaJierillb BU3HAYCHUX HAMa/iB aCTMH Ta Yac 0 3a3Jalerifp
BU3HAYEHMX HaMafiB aCTMH — NPOTATOM HEPIOIY JiKYBaHHA.

*  DapMaKkOKiHETHYHI NapaMeTpy BKIIOYAIH ILTOLLY il KPUBOIO 3aJIEXKHOCTI
xoHueHTpaunii Bix wacy (AUC) Bix 0 no Momenty t (AUCq.t), MAKCHMATbHY
KOHLUEHTpAaMilo B wa3Mi KpoBi (Cpax), 4aC JOCATHEHHS MaKCUMAaILHOT
KOHIEeHTpanii B r1a3Mi kpoBi (Tmax), KiHueBHit nepion HanisBuBenenns (T1s)
Ta cepefiHiil 4ac yTpuMyBaHHA NpenapaTy B Ia3Mi KpoBi.

17. Kputepii ouinku
Gesmnexu

besneka Gyna ouineHa 3a yacToTOO HebGaxanux asui (HS), cepitoznux
nebaxanux asui (CHA), HA, mo npusBeny 1o MPUNIWHEHHA YIACTI, T iHITMX
3HayHuX HSI, a Takox 3a 3MiHOO Bifl BUXiZHOTO PiBHS pe3y/bTaTiB KIIHIYHAX
N1260paTOPHUX JOCIIIXKEHD, OCHOBHHX ()i310/I0T4HIUX MOKA3HUKIB Ta pe3yabTaTiB
¢bi3uKaIbHOTO 00CTEKEHHA,

18. Crarucrrnugi MeToau

Hani nomynauii fuis ananizy edekTHBHOCTI BKIIOYAIH JaHi BCIX paHAOMIi30BaHHX
TALI€HTIB, SKi 33CTOCOBYBAJIU NPUHANMHI 1 103y KOCTiKyBaHOTO Mpenapary i
nicns panpoMisanii Haganw indopManio npuHaiMHI I oxHiel 3MiHHOT
edextuBHOCTL. JIn4 nepeuHHOTO aHanisy O®B; Gye npoaHasizoBaHuil K 3MiHa
BiJ BUXiHOTO PiBHA (Bi3UT 2) 10 3HAYEHHS CTAHOM Ha KiHEeLlb IIepiofly TiKyBaHHA
3 BUKOPUCTaHHAM MOJieNi KoBapianiftHoro aHanizy (ANCOVA), npu upoMy 3a
YUHHMKH TOCIILKEHHA 6YII0 B3ATO JIiKyBaHHs Ta JOCIiAHULBKUI LIEHTp, a 38
koBapiaty BuxifHuit OOB), i3 BUKOPHUCTAHHAM MiAXOAY IEPEHECEHHS BIIEPE
NaHuX ocTaHHLOro crnocrepexenns (IIBJOC). s ninTpuMKH piBHS TOMUIOK I
pony B eKCIiepuMeHTax He Ginblie 5% Oyu 3acTocoBaHi MOCTYNMOBM Miaxin a0
NePEBipKH TilIOTE3 cepejl rpyI JIiKyBaHHs (METONKa 3aKpUTOI TIEpEBipKH) Ta
iHTepnpeTauis p-3HaueHb. [IepBUHHE iHepeHLiiHEe CTATUCTHYHE NOPIBHAHHA
Oyno mpoBezigHe MiX I'PyIaMH 3aCTOCYBaHHA npenapaty [lynemikopT Pecynu
0,5 mr 1 pas Ha o6y Ta 2,0 Mr aBiui Ha 100y. {151 NOPIBHAHE 33 YYACTIO TPYIH
ITynemikopTy TypOyxanepy He 6yiI0 NpoBeicHe CTATUCTAYHE TECTYBAHHS, ONHAK
Oynu po3paxoBaHi 2-6iuHi 95% noipui intepeanu (J1) BimMiEHOCTE KOXHOT 3
rpyn Ilynemikopty Pecrynn. s Bcix BTOpUHHMX 3MIHHUX GyJd IpeacTaBiIeHi
HOMiHaJIBHI p-3HAY€HHA /1A BCiX NapHUX NMOPIBHSAHL, IPH LEOMY TIEPBUHHE
nopisHsHAA OyJs10 NpoBeneHe Mix rpynamu [lynemikopty Pecmrynn 0,5 mr 1 pa3s
Ha 106y Ta 2,0 Mr aBivi Ha 100y. [TopiBHAHHA MiXK rpynaMu JiKyBaHHS YaCTKU
THAIEHTIB i3 3a37aJ1eTiAb BU3SHAYECHHM HalaioM acTMH GYII0 IPOBEJEHE 3
BHUKOPHCTaHHAM TOYHOro Kpurepito ®iiepa, a yac 10 3a3faieriah BH3HAYEHOTO
HamaJy acTMH OyB IpOaHali3oBaHuUil i3 BUKOPUCTAHHAM JIOT-DARHIOBOTO
KpUTepiro Ans nap JikyBaHHA. [TopiBHAHHSA MK IpynaMu JlikyBaHHA acTMHU 3MiHH
BiJl BUXiTHOTO PiBHA BCiX 3MiHHHX, 3HaY€HHA AKMX (IiKCYBANUCA B LIOACHHUKY
nauienTa, 6ys0 npoBesigHe 3 BUKOpHUCTaHHAM mMoeni ANCOVA, npu upoMy 3a
3aJIeXHY 3MiHHY 0yJI0 B34TO 3MiHY Bifl BUXiJHOTO PiBHA, 38 OCHOBHI eeKTH —
NiKyBaHHA Ta TOCJiTHALBKHI LIEHTP, a 38 KOBapiaTy — BUXiJHHUI PiBEHb.
IopiBHAHHA MiX IpynaMH JIikyBaHHA (apMakokiHeTHuHKX napaMetpis (AUC,
Cmax i AUCo.) 6y110 IpoBeieHe 3 BUKOPUCTAHHAM MYJIbTUILTIKATUBHOT MOJEII
AWcIiepciliiHoro aHalisy 3 oAHO(AKTOPHHM JiKyBaHHAM, i 6ysu noGymosani 90%

KOH®IJIEHIIHA IHOOPMALLA,
11O € BJIACHICTIO KOMITAHI
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ABoOGivHi [I ana BinminHOCTeH Mixk aBoMa rpynamu [lynsmikopt Pecnynu aBidi
Ha 100y, 2 rpynamu [lyaemikopT Pecrynu 1 pas va o6y, rpymnoro ITyaeMikopT
Pecmynu 1,0 mr aBivi Ha 106y Ta rpynoto ITynemikopt Typ6yxanep.

19. Tlemorpadiusi
MOKa3HUKH OCIiIKYBaHOT
nonymsnil (cTats, Bik, paca,
TOIIIO)

Veboro B gociimkennsa 6yi10 pannoMizoBaHo 760 nauientis y 70 nentpax B 1 3
5 Tpyn niKyBaHHS, IIPH 1IbOMY KiJIBKICTh Halli€HTIB y Ipynax JIikyBaHHS 6yia
no6pe 36aaHCcoBaHO0.

OnuH nattieHT 6yB 3any4eHuii 0 AOCIiIXKEHHS B 2 TOCHIiHUX LeHTpax i 6yB
PaHIOMi30BaHMi BUNAJKOBUM YHHOM JULL OTPHMAHHA Npenapary IlyasMikopT
Pecnynu 1,0 mMr aBidi Ha 106y B 060X HeHTpax. Jlani 0 ULOMY HaIicHTOBI MO
060X JiKyBaNnbHUX BIUIMBAX Oy/IH BHKIIOYEHI 3 ycix aHani3is. TakuM 9UHOM, ycs
paHIOMi30BaHa IOMYJIALis cTaHoBMIA 758 malieHTiB. Vi manienTw, saxi
3aCTOCYBaNy NpUHANMHI 1 103y HOCIiIKyBaHOro mpenapary, 6yau BKIOYEHi B
HOMyJNAL0 U1 aHaI3y 6e3nexu. OKpiM TOro, y MOMyJIALilo A1 OLiHKY 6e3NeKH
Oynu BKIKOYEHi BCi MpoTikoBaHi NallieHTH, AKi HAJAIM JaHi ODpUHAlMH] 171

1 kiHIEBOT TOUKH €bEKTHBHOCTI.

V 93 nmauientis 6y0 npuHaiiMHi | BiIXWIEHHA Bill IPOTOKOIY, IKE NPU3BEIIO 10
X BUKJIIOYEHHS 3 TIONMYJIALIT 32 IPOTOKOJIOM.

HemorpadiuHi Ta BUXi[HI XapaKTepHCTHUKH NOIYILILT /Ut OLHKH GE3MEKH B IILTOMY
Gynu OMHAKOBHMH B Pi3HUX TPYIIAX JIKyBaHHA. Y KOXHiM Ipymi JMiKyBaHHA
HpubIM3HO IBi TPETHHY NallieHTiB CTAHOBHIH XKIHKH (Bin 58,4% 10 66,0%),

a Oinpiicte nauientis (81,3%) Gyin eBporeoinHoi pacu. Cepenniif Bik ycix
PaHOMi30BaHKX TANieHTiB cTaHOBUB 40,6 pOKiB, a GLIBIICTL NALiEHTIB 6YIH BIKOM
Bix 17 10 64 poxkis (88,0%). Cepenniiit ODB y BifcoTKax Bix IPOrHO30BaHOT HOPMH
KOJIMBABCA B 5 Ipynax JlikyBaHHA Bif 69,6% no 71,2%, a cepenniit Buxinauit OOB
CTaHOBMB 2,33 1 [uis BCix nauienTiB. CepenHi OLHKKM CHMITTOMIB aCTMH B/IEHS i
BHOYI IIPOTATOM 7-AEHHOTO Nepiomy, o 6e3MOCepeaHbO MEPEAYE paHIOMI3aLli,
BapifoBaKCs cepen 5 rpyn Jikysarss Big 1,02 no 1,11 Ta Bixn 0,82 10 0,92,
BiAnosinHo. 3a BuHATKOM | nanjeHTa B rpyni [TynsmikopT Pecrynu, 1,0 Mr apidi Ha
100y, mpotsaroM 14-21-neHHOTO BBiAHOTO TIePioLy MOCTIKEHHS YCi NALiEHTH
3acrocoByBaiu npenapary IKC, HalinomupeHitmm i3 sixux 6ys ¢uryTrkazoHy
NpOMIOHAT, AKHH 3aCTOCOBYBAIHN IPUOIM3HO TPH YBEPTI NALICHTIB y KOXKHIl rpymi
TiKyBaHHA B cepe/iHilt no60Biif no3i ix 508,0 1o 560,7 Mkr/noGy.

YacTka manieHTiB, ki Jo9acHO NPUIHHWIY NiKyBaHH:, 6ylia HAHIDKYOO B
rpynax ITynemikopt Typ6yxanep (21,3%) Ta [Tynemikopt Pecnyny, 0,5 mr 1 pas
Ha noby (26,2%), i xonupanacs Bix 32,0% 0o 39,5% cepen iHImMx 3-x rpym.
HalinomupeHilow NpHMUHOW NPUIHHEHHS JIiKyBaHHS O6yia 10584 03HaK YK
CHMIITOMIB, fKi 33/10BOJIbHANM KPUTEPiAM I/ PUIHHEHHS yJacTi B
nocnimxenHi (16,2%), a yacTka NarieHTiB, AKi IPUITHHIIK JTiKyBaHHA Yepe3 1o
NpUYKRY, 3aranoM OyJa 3icTaBHOIO MK 5 rpymamu nikyBaHHA. Y rpynax
[Mynemikopt Pecmyny, 1,0 Mr aBivi Ha 106y i 2,0 Mr asiui Ha 006y AOYAcHO
NPUIIMHUB Y4acThb Y AOCITIIXKEHH] Yepe3 HeOakaHHs [POAOBXKYBATH BHILMH
BiZICOTOK Mali€eHTiB, 9,4% i 15,6%, BinmoBigHO, y MOpiBHAHHI 3 iHmUMHY 3
rpynamu (1,9-5,4%).

20. PezynsTatn
€(eKTHBHOCTI

KOHOIIEHLIMHA IHOOPMALILS,
1110 € BJIACHICTIO KOMITAHII

IlepBunnuii ananis O®B, nepes MoYaTKOM JIiKyBaHHs OyB 3aCHOBAHM Ha 3MiHi
Bifl BUXiZHOTO PiBHA IO OCTAHHBOTO 3HAYEHHs NMPOTATOM PaHIOMi30BaHOTO
nepiony JikyBaHHs B HOIYJIALIT JUIA OLliHKK Oe3neku. Sk BuaHO 3 Tabnuui 1,
NEepPBUHHE NOPIBHAHHA IPYII JIiKyBaHHA MiX rpynamu [Tynemikopt Pecryn,

0,5 mr 1 pas na no6y i 2,0 Mr aBivi Ha 106y He O6yJIO0 CTATHCTUYHO 3HAYYLIMM IS
nepBUHHOT 3MiHHOT (p = 0,834). Oxpim Toro, y Gyab-sikuit MOMEHT Yacy Mix
rpynamu IlynemikopT Pecnynu, 2,0 Mr agiui Ha 106y i 0,5 Mr oguH pas Ha 100y
He 6YJI0 crocTepexeHO CTATHCTHYHO 3HAYYLIMX BiIMIHHOCTEH Yy CKODHIOBaHil
cepeHill 3MiHi Big BUXigHOTO PiBHA AN Oyab-sKUX 3MIHHHMX JOCIHKEHHES
¢bynkuil nerens (O®B;, ®XKEIT i [TIIB5_75%) (p>0,05).
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Ta6anus 1. 3mina O®B: Bix BUXigHOTO PiBHA 00 KiHLs JTIKYBaHHS
(IIBAOC) (monynsuis Ajs aHanisy epexTuBHocTi)

I'pyna nikyBaHH#

IMynemikopr Pecmysn IIyabmikopT
TypOyxaJsep

05mMr | 1,0mr | 1,0 MmMr | 2,0 Mmr [400 MKr ABiui
1 pa3 Ha | 1 pa3 Ha | aBiui Ha | ABi4i Ha Ha 100y

ODB1 (%) o6y A06y o6y 06y

N 140 135 145 129 151
BuxinHuii piBeHb,

cepelHE 3HaYEeHHA 2,37 2,30 2,32 2,30 2,35
(cranmaptHa (0,05) (0,05) (0,05) (0,06) (0,05)
noxubxa)

CxopurosaHa 0,02 0,01 0,08 0,01 0,12
cepenHs 3MiHa (0,03) (0,03) (0,03) (0,03) (0,03)
(cranmapTHa

noxubka) Bix
BUXiIHOTO PiBHA
CxopuropaHa 3MiHa - 0,899 0,122 0,834 --
BiJl BUXiTHOTO piBHA
B MOPiBHSHHI 3
ITynaeMikopTOoM
Pecnynamu, 0,5 mMr
1 pa3 Ha no0y, p-
3Ha4YeHHA
Cxopuropana 3MiHa 0,03; -0,19; -0,12; -0,19; -
BiJl BUXiZHOTO piBHA 0,18 -0,03 0,03 -0,03
B [TOpiBHAHHI 3
[TynsmikopTOM
Typbyxanepom,
400 Mkr aBidi Ha
106y, 95% 1

V koxHi#t 3 rpyn [lynasMmikopt Pecmyny, HanpukiHLi JikyBaHHS Gyi0 BiT3HaueHO
cepenHe 361IbLIEHH Bifl BUXiIHOTO PiBHA B MPOLIEHTHOMY CHIBBiHOIUEHH] JHIB
6e3 cuMnToMiB, HOYeil 6e3 cuMITOMiB, 24-TrOAMHHUX MIEPioAiB 63 CUMIITOMIB,
24-roauHHKUX Mepiofis, y aki He 610 MoTpeOU 3aCTOCOBYBATH MOJIETIIYBANIBHI
npenapaty, Ta AHiB KOHTPOJIbOBAaHO! aCTMH, IPU LILOMY HaitOinblie cepexHe
30iNbIIeHHA criocTepiranocs B rpymi [lynsMikopT Pecryiny, 2,0 Mr aeiui Ha no6y.
Hanpukinni nikyBaHHS y BCiX rpymax JiKyBaHHsS OyJio BiI3Ha9eHO HE3HAYHE
CepeIHE 3HIDKEHHS KiTbKOCTi CHMIITOMIB aCTMH BIEHb 1 BHOI Ta YaCTOTH
3aCTOCYBaHH: MOJErIIYBaIbHUX MpeapariB, a TAKOX CepenHe 361bIeHHs
paHkoBoi Ta BeuipHboi ITIIB. (s »0oqHOT 3 BTOPUHHUX 3MiHHUX €()eKTUBHOCTI
*OJHe 3 NopiBHAHB MiX rpynamu [Tynemikopt Pecmynu, 0,5 mr 1 pa3 Ha no0y Ta
2,0 Mr fBiui Ha 100y OysIK CTATHCTHYHO 3HauymuMmu (p>0,05). ¥V rpymax
ITynemixopT Pecrmymu (17,5-21,8%) i Ilynsmikopt Typ6yxanep (17,4%) yactka
nauieHTiB i3 3a31aerias BU3HaYeHNM HamaJoM acTMHU 6yia B LiJIoMy 3iCTaBHOIO.
Cepen 4 rpyn 3actocyBaHHi npenapaty ITyneMikopt Pecriynu ciucteMHmil BIUTHB
OynecoHiny 36inbiryBaBcs 3 mifBuieHHAM 1000BOT 1031, X04a e 36iTbIIeHHA
OyJI0 IeUIo MEHII IPONOPLifHAM 031 IPY MOJBOEHHI NO3M B cXeMax | pa3 Ha
106y (0,5 y nopiensasHi 3 1,0 mr) i asiui Ha 706y (1,0 y nopisHsHHi 3 2,0 MT).
[Ticna 3actocyBanns [lyneMmikopt Pecrynu, 1,0 Mr nBiui Ha 1oy, cucTeMHuil
BB (AUC) Gyneconiny O6ye npubiusHo Ha 12% GinbmuM, HiX micas
3actocysaHHa npenapary Ilynesmikopt TypOyxanep, 400 Mxr aBidi Ha no6y.
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21. PezynsraTu 6e3nexu

‘"1‘_[‘06)' Ta 2,0 Mr Biui Ha 106y (45,0% i 44,9%, BinnoBinHO) y NopiRHAHHI 3

ITix uac-paHnOMi30BaHOTO NePioAy JIIKYBAHHS 3arallbHUI BiICOTOK NalieHTIB i3
nprHaiiMui 1 HA 6yB HipkauM y rpynax [TyneMikopt Pecmynu, 0,5 mr 1 pas Ha

rpynamu I[Tynemikopt Pecrrynu 1,0 mMr 1 pa3 Ha no6y (53,7%) Ta 1,0 Mr asivi Ha
106y (55,0%) i rpynoro ITynemikopt TypOyxanep (51,0%). V Beix rpymax
nikyBaHHA Ginslicts HA Gynu 1erkoro Ta moMIipHOTo CTYIEHS BUPaXeHOCTI;
Hainoummpenimamu HSI 6y inQexuisa BepXHiX TUXaIBHIX ILIXIB, TONOBHHI
6inb i punodapuHriT. Cepes rpyn 3acTocyBaHHA npemnaparty ITyasmikopT Pecmyiu
He Bil3HaYaIacs J03031€XKHA KapTHHA YacTOTH nowvpenux HA. Tpotsrom
paHAoMi30BaHOrO Nepiofy NiKyBaHHs 3arajisHa yactota HSI, 1o’ s3anux i3
3aCTOCYBaHHAM IpeTapaTy, 3a OL[HKOIO JIOCHTiTHUKA, CTAHOBMIIA 6,6%.

Y upoMy nocniKeHHi He 6yi0 3apeecTpOBaHO BUMAAKIB CMEPTI, i JIHIIE B
HebaraThox HauieHTiB (0,8%) 6ynu CHS. V 4 rpynax ITynemikopty Pecityin
Jl04acHO MIPUIMHUIA Y4acTh y AociimkeHHi yepe3 H monibHa yacTka mamieHTiB.
Binewicte HS, mo norpe6yBany NpUNUHEHHS YYacTi y JOCIiKeHH], Oyu
JIETKOTO Ta MMOMIPHOTO CTYIIEHS BUPAKEHOCTI, i, 32 OLIHKOIO HOCHiZHAKA,
npu6au3Ho nonosuHa H, He Gyna nos’s3ana 3 OCHIIKYBAHAM [IPEIAPATOM.

V rpyni 3acrocysanns npenapaty [TymsMikopt TypGyxainep, 400 Mkr ABidi Ha
100y XOMEH i3 MalliEHTiB He MPUIMHMUB Y4acTi B AOCIiMKeHH] gouacHo yepe3s H.
JUo1s 2KOIHOI 3 TPy JIiKyBaHHA He OyJI0 Bil3HaYeHO KIiHIYHO 3HAYYLIMX 3MiH Y
MIOPiBHAHHI 3 BUXiTHHM piBHEM U151 GYAb-SIKOT0 3 JabOpaTOPHUX MOKa3HUKIB a60
OCHOBHHUX ()i3i0IOTIYHUX MOKA3HUKIB, i He GYII0 BUSBIEHO KOJHUX HOBHX
npobireM Oe3neKy.

22. BHCHOBOK (3aKJIFOYEHH)

V npoMy mociimkeHHi He 6yJI0 BUABICHO BiMiHHOCTE!N B €(pEKTHBHOCTI MK
ITynemikopToM Pecrrynamu, 2,0 Mr aBidi Ha 100y i [Tynbmikoptom Pecmynamu,
0,5 mr 1 pa3 Ha 100y 3a oninkor O®B, nepen MOYaTKOM 3aCTOCYBaHHA [THX
npenapariB. 3a pe3yJbTaTaMy LbOTO JOCTiIKESHHS He MOXHa 3p00HUTH
OJTHO3HAYHUX BUCHOBKIB, MOXJIMBO, Yepe3 OUIbINY, HiXK O4iKyBanocs, KiIbKiCTh
MAL€HTIB i3 1erkolo GopMoro aCTMH Ta 3HaYHU BiZICOTOK MaLi€HTIB, AKi He
JOTpHMYBAIKCA IHCTPYKLIi i3 3acTocyBaHHs A0CTilKyBaHOTO Tipenapaty. OfHak
npu Oyab-sakiit i3 mocuimkennx xo3 [TyneMikopTy Pecniynu qocaraBcs KOHTPOb
acTMH, Lo BinoOpakasiocs B KOHTpO il cuMnToMiB, 3HauenHi IT11IB i yactoTi
3aCTOCYBaHHS MONErIyBaIbHUX TpenapartiB. OKpiM Toro, B ycix rpymnax
niKyBaHHS YacTOTa 3a3[aJieriib BU3SHAYEHNX HanadiB acTMH Oyia HU3BKOIO, IO
TaKOX CBiXYUTD NpPO Te, 110 KOHTPOINb ACTMH 3aJIMIIABCA Ha HATEXKHOMY piBHI.
Ipu 3actocyBanHi cxemu ITynemikopT Pecnyny, 1,0 Mr aBidi Ha no6y
3abe3nevyBatocs NOKpalleHH 3HaueHHA O®B| i cucTeMHOro BILIMBY
OynecoHniny, Aki Bixnoizanu cxemi I[lyasMmikopt Typbyxanep, 400 Mxr apidi Ha
n00y. ITynemikopT Peciynu nobpe nepeHocHBCs Liiel MOMyALi€0 Mali€HTiB-
MiIUTITKIB i 0pOCIHX MaLieHTIB i3 MOMipHOIO Ta TAKKOIO aCTMOIO, i He 0yJ10
BiI3HAa4Y€HO »OAHUX HeovikyBanux HS y mopiBHAHHI 3 BizoMuM npoditem
nikapcbkoro 3aco0y.

3asBHUK (BTaCHUK
peecTpalliiinoro
ITOCBiTYCHHS)

INinoucano y mporpami DocuSign:

/aipmmc/

97094F653B284DS...

I-p xasxymap ypynaran (Dr. Jayakumar Gurunathan)
(ITIB)

/mipmuc/

ITeyaTka: Ykpaina, M. KuiB, ToBapucTso 3 oOMexenoro Bignosiganprictio «<ACTPASEHEKA

KOH®IEHIIHHA IHOOPMAIILA,
110 € BJIACHICTIO KOMITAHII

YKPAIHA», Inentudikariitauit kox 37037434,

636

Ile#t mepekyan 3 aHTIIMCEKOI MOBH Ha YKpaiHCBKYy MOBY 3poOJICHO MHOIO, IepeKiIanadeM
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if
any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):

Not reported

Current MAH details:
AstraZeneca AB
SE-151 85 Sédertdlje
Sweden

conducted or
planned to be
conducted

3. Manufacturer details in the CSR:
Manufacturer | AstraZeneca Pty Ltd., Australia
Current manufacturer details:
AstraZeneca AB
SE-151 85 Sédertilje
Sweden
4. Conducted | Yes
studies:
1) type of Medicinal product with complete dossier (Stand-alone dossier)
medicinal
product for
which
registration
was

5. Full title of
the clinical
trial, code
number of the
clinical trial

A randomised, open, parallel-group, 24-week treatment, multicentre, Phase I1I study to
investigate the efficacy and safety of 0.5 to 1.0 mg daily dose of budesonide inhalation
suspension in Japanese children with bronchial asthma aged 6 months to 4 years,
Study SD-004-0765

6. Clinical I

trial phase

7. Clinical From 07 July 2003 through 26 August 2004
trial time

frame
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objectives of
the clinical
trial

8. Countries Japan

where the

clinical trial

was

conducted

9. Number of | Planned: 60

subjects Actual: 61 randomised

10. Primary The primary objective was to investigate the efficacy and safety of budesonide inhalation
and suspension at a daily dose of 0.5 to 1.0 mg administered for 12 weeks once daily (QD) or
secondary twice daily (BID) by inhalation via a nebuliser to young Japanese children with bronchial

asthma, by evaluation of the frequency of asthma attacks, frequency and severity of adverse
events (AEs) and effects on clinical laboratory values.

The secondary objectives were to investigate:
e  Efficacy of budesonide inhalation suspension by assessment of the following variables:
—  Frequency of asthma attacks.
—  Treatment score.
—  Frequency of cough.
—  Disturbance of daily activity.
—  Disturbance of night-time sleep.

o  Safety of budesonide inhalation suspension by evaluation of AEs (frequency and
severity), laboratory measurements, plasma cortisol, physical examination and height.

e  Efficacy and safety of budesonide inhalation suspension at an increased daily dose of
1.0 mg in patients considered to have had insufficient treatment response at a daily dose
of 0.5 mg.

11. Clinical
trial design

This was a randomised, open, parallel-group, multicentre study. After a run-in period on
current treatment for 2 to 4 weeks, patients were to receive treatment with budesonide
inhalation suspension for 24 weeks.

dose, method
of
administration,
strength

12. Key Male and female Japanese patients aged 6 months to 4 years with bronchial asthma who
inclusion required treatment with inhaled steroids (those who were being treated with inhaled steroids
criteria or those in whom asthma was poorly controlled with drug therapy other than inhaled
steroids).

13. Budesonide inhalation suspension (0.125 mg/mL or 0.25 mg/mL) in a2 mL ampoule
Investigational | administered by inhalation with a nebuliser (Pari LC Plus™) at a dose of 0.25 to 0.5 mg BID
medicinal (morning and evening) or 0.5 to 1.0 mg QD (morning).
product, Treatment was commenced with 0.25 mg BID or 0.5 mg QD. If the investigator judged that
method of sufficient treatment response was not achieved at Week 6, the dose may have been increased
administration, | to 0.5 mg BID for patients who started the treatment at 0.25 mg BID, and to 1.0 mg QD for
strength patients who started the treatment at 0.5 mg QD.

14. Not applicable
Comparator,

CONFIDENTIAL AND PROPRIETARY
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15. Treatment with non-steroidal controllers that were ongoing at enrolment were allowed, but
Concomitant | dose increases after enrolment were prohibited. Examples include:
therapy e  Disodium cromoglycate (DSCG); DSCG plus B2 agonist inhalation solution was
included.
e  Oral antiallergic drug (chemical mediator release inhibitor, histamine H; inhibitor,
leukotriene receptor inhibitor, Th; cytokine inhibitor).
e  Theophylline sustained release drug.
e  Long-acting inhaled pz-agonist.
e  Oral and applied B2-agonist.
The following medications were allowed for rescue use:
o  Inhaled B2-agonists.
e  Oral B2-agonists.
e  Oral steroids.
e Intravenous injection of aminophylline.
e Intravenous injection of steroids.
e  Continuous inhalation of isoproterenol.
CYP3A4 inhibitors (e.g. itraconazole) were to be used with caution.
Medication, which was considered necessary for the patient’s safety and well-being, could be
given at the discretion of the investigator.
16. Efficacy The primary variable was the change in the frequency of asthma attacks per week at Week 12
endpoints from Baseline.
The secondary variables were:
e  Change in the frequency of asthma attacks per week from Baseline at Weeks 2, 4, 6, 8,
10, 14, 16, 18,20, 22 and 24.
e  Change in the frequency of cough, treatment score, frequency of disturbance of daily
activity and frequency of disturbance of night-time sleep per week from Baseline at
Weeks 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22 and 24.
17. Safety Safety variables were:
endpoints o  Frequency and severity of AEs.

e  Laboratory measurements (haematology, biochemistry and urinalysis).
e  Physical examination
e  Height.

° Plasma cortisol.

18. Statistical

For the frequency of asthma attacks per week, the primary outcome variable, the mean

methods change at Week 12 from Baseline and its 2-sided 95% confidence interval (CI) based on
t-distribution were estimated using the Full Analysis Set (FAS) with last 2 weeks
observations carried forward (LOCF) data. Also, p-value was calculated based on the paired
t-test.
| All other efficacy and safety variables were summarised descriptively.
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19. In total, 74 patients with bronchial asthma were screened and 61 were randomised to the
Demographic | study treatment. The patient population and disposition data are summarised in Table 1.
data of the Thirty-three and 28 patients were randomised to 0.25 mg BID and 0.5 mg QD, respectively.

study Males accounted for 66% and females for 34% of all patients. The demographic

population characteristics were similar between the treatment groups. Four patients were discontinued, 1
(sex, age, in the 0.25 mg BID group who was discontinued by Week 24 and 3 in the 0.5 mg QD group
race, etc.) who were discontinued by Week 12. The number of patients who completed the study by

Week 12 was 33 patients in the 0.25 mg BID group and 25 patients in the 0.5 mg QD group
and by Week 24 was 32 and 25 patients, respectively. The mean age of the patients was

29.6 months.
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Table 1 Patient Population and Dispoesition
Demographic or Treatment group
baseline characteristic 0.25 mg BID | 0.5 mg QD l Total
Population
N randomised (N planned) 33 | 60 | 28 | ¢ | 61 [ 0
Demographic characteristics
Sex (n and % of | Male 19 (57.6) 21 (75.0) 40 (65.6)
patients) Female 14 | (424) 7 (25.0) 21 (34.4)
Age (months) Mean [SD] 30.1 [15.3] 29.0 [16.7] 29.6 [15.8]
Range 810 59 7 to 58 7 to 59
Ethnic (nand % | Japanese 33 (100) 28 (100) 61 (100)
of patients)
Height (cm) Mean [SD] 87.03 | [11.22] | 86.79 | [12.67] | 86.92 | [11.81]
Range 65.2 t0 107.1 66.8 to 110.6 65.2t0 110.6
Weight (kg) Mean [SD] 1279 | [4.14] | 1246 | B2n [ 1264 | 374
Range 7.8t031.6 7.0to0 19.5 7.0t031.6
Baseline characteristics
Family allergic Yes 27 (81.8) 25 (89.3) 52 (85.2)
disease
(n and % of No 6 (18.2) 3 (10.7) 9 (14.8)
patients)
Duration of <6 months 11 (33.3) 6 (21.4) 17 (27.9)
asthma
(nand % of 6 months< <12 4 (12.1) 10 35.7) 14 (23.0)
patients) months
12 months< 18 (54.5) 12 (42.9) 30 (49.2)
Disposition
N of patients Completed 33 25 58
who (12 weeks)
Completed 32 25 57
(24 weeks)
Discontinued 1 3 4
N analysed for safety® 33 28 61
N analysed for efficacy (FAS) 32 28 60
N analysed for efficacy (PPS [0 to 25 23 48
12 weeks])
N analysed for efficacy (PPS [0 to 24 18 42
24 weeks])
FAS = full analysis set; PPS = per protocol set.
o Number of patients who took at least 1 dose of study treatment and had at least 1 data point
after dosing

20. Efficacy
outcomes

L

The primary outcome variable was the change in the frequency of asthma attacks per week at
Week 12 from Baseline. The mean (standard deviation [SD]) Baseline frequency of asthma
attacks per week was 9.92 (4.83). The mean change in the frequency of asthma attacks per
week at Week 12 (FAS with LOCF) from Baseline was -6.99 (95% CI: -8.46 to -5.52). There
was a statistically significant improvement from Baseline in the frequency of asthma attacks
per week at Week 12 (FAS with LOCF) (t-test: p < 0.001). A reduction in the frequency of
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asthma attacks per week was maintained up to Week 24. A reduction in treatment scores and
the frequency of coughs per week was seen at Week 12 compared with Baseline and was
maintained up to Week 24. The improvement of daily activities and night-time sleep obtained
during the first 12 weeks of treatment were maintained up to 24 weeks.

Table 2 95% CI and p-value of t-test for Mean Change from Baseline of
Asthma Attack Frequency at Week 12

Baseline Week 12 | Change 95% CI
Population N | Mean | [SD] | Mean | [SD] | Mean | [SD] | Lower . Upper | p value

FAS (LOCF) 60 | 9.92 |[4.83]] 2.93 |[4.57] | -6.99 |[5.69] | -8.46 | -5.52 | <0.001

PPS (0-12W) 453 | 943 |[427)| 2.37 | [3.60] | -7.06 | [5.15] | -8.61 | -5.51 | <0.001

PPS (0-12W) 432 | 924 |[427]| 2.05 |[3.19]1| -7.19 | [4.99] -8.73 -5.65 | <0.001
with
restrictions®

PPS (0-24W) | 39* | 8.82 | [3.85)| 2.23 |[3.46] | -6.59 |[4.75] | -8.13 | -5.05 | <0.001

PPS (0-24W) 372 | 857 |[3.79]| 1.85 |[2.91]| -6.71 |[4.53] | -8.23 | -5.20 <0.001
with

restrictions®
A
PPS = per protocol set.
B The number of patients with both Baseline and Week 12 data available.
B Excluding data when systemic steroids were used as rescue medication.
Table 3 Mean Change from Baseline of Asthma Attack Frequency at
Week 24
Population Baseline Week 24 Change
N? | Mean | [SD] | N* | Mean | [SD] NP | Mean | [SD]
FAS 60 | 9.92 | [4.83] |54 | 291 |[[5.08] |54 | -6.99 [5.61]

PPS (0 to 24 weeks) | 42 | 8.80 | [3.86] | 37 | 1.97 [3.30] | 37 | -6.80 | [4.46]

PPS (0 to 24 weeks) | 42 | 8.80 | [3.86] [ 33 | 1.35 | [2.38] | 33 | -7.13 | [4.09]

with restrictions®

PPS = per protocol set.

2 The number of patients with Baseline data available.
b The number of patients with both Baseline and Week 24 data available.
& Excluding data when systemic steroids were used as rescue medication.

21. Safety
outcomes

L

Budesonide inhalation suspension was administered for 24 weeks up to a 1.0 mg daily dose.
During the run-in period, the most common AEs (with an incidence of at least 5%) by system
organ class (SOC) were infections and infestations (29.5% [ 18 patients]); respiratory,
thoracic and mediastinal disorders (9.8% [6 patients]); gastrointestinal disorders (9.8%

[6 patients]) and skin and subcutancous tissue disorders (9.8% [6 patients]). During the
12-week treatment period, the most common AEs (with an incidence of at least 30%) by SOC
were infections and infestations (93.4% [57 patients]); respiratory, thoracic and mediastinal
disorders (34.4% [21 patients]) and gastrointestinal disorders (31.1% [19 patients]). During
the 24-week treatment period, the most common AEs (with an incidence of at least 30%) by
SOC were infections and infestations (95.1% [58 patients]); gastrointestinal disorders (50.8%
[31 patients]); skin and subcutaneous tissue disorders (45.9% [28 patients]) and respiratory,
thoracic and mediastinal disorders (41.0% [25 patients]). A general AE profile during the
treatment period was similar to what could be expected for the studied patient population.
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The AEs during the 12-week treatment period with an incidence of at least 5% of the overall
population were upper respiratory tract infection (41.0% [25 patients]), pharyngitis (27.9%
[17 patients]), asthma (23.0% [14 patients]), gastroenteritis (18.0% [11 patients]), bronchitis
acute (16.4% [10 patients]), diarthoea (14.8% [9 patients]), nasopharyngitis

(13.1% [8 patients]), eczema (9.8% [6 patients]), pyrexia (9.8% [6 patients]), otitis media
(8.2% [5 patients]), otitis media acute (8.2% [5 patients]), conjunctivitis (8.2% [5 patients]),
bronchitis (6.6% [4 patients]), impetigo (6.6% [4 patients]) and laryngitis (6.6% [4 patients]).
The AEs during the 24-week treatment period with an incidence of at least 5% of the overall
population were upper respiratory tract infection (52.5% [32 patients]), pharyngitis (36.1%
[22 patients]), gastroenteritis (31.1% [19 patients]), asthma (29.5% [18 patients]), bronchitis
acute (24.6% [15 patients]), nasopharyngitis (24.6% [15 patients]), diarrhoea (21.3%

[13 patients]), bronchitis (18.0% [11 patients]), conjunctivitis (16.4% [10 patients]),
dermatitis atopic (13.1% [8 patients]), eczema (11.5% [7 patients]), pneumonia (11.5%

[7 patients]), varicella (11.5% [7 patients]), pyrexia (9.8% [6 patients]), otitis media

(9.8% [6 patients]), influenza (9.8% [6 patients]), otitis media acute (8.2% [5 patients]),
gastroenteritis rotavirus (8.2% [5 patients]), vomiting (8.2% [5 patients]), urticaria (8,2%

[5 patienits]), impetigo (6.6% [4 patients]), laryngitis (6.6% [4 patients]), acute sinusitis (6.6%
[4 patients]), constipation (6.6% [4 patients]), enterocolitis (6.6% [4 patients]), stomatitis
(6.6% [4 patients]), dry skin (6.6% [4 patients]), epistaxis (6.6% [4 patients]), and arthropod
bite (6.6% [4 patients]).

Four AEs were judged to be drug related by the investigator(s) up to Week 12. These AEs
were reported by 3 patients (4.9%): cheilitis (1 patient, 0.25 mg BID), oral candidiasis and
stomatitis (1 patient, 0.5 mg QD) and oral candidiasis (1 patient, 0.25 mg BID). However,
none of the events were considered as severe nor did they fulfil serious criteria. Two of the
AEs (in the same patient) that were judged as drug related (0.5 mg QD, oral candidiasis and
stomatitis) caused the patient to discontinue the study. None of the AEs reported between
Week 12 and Week 24 were judged to be drug related by the investigator. Also, no patient
was discontinued from study treatment due to AEs between Week 12 and Week 24,

The pattern of AEs was similar between the final dose groups (0.5 mg/day and 1.0 mg/day)
except for asthma related serious AEs (SAEs), which were higher in the 1.0 mg/day group.
This is expected since patients were selected for the higher dose group based on more severe
asthma.

There were a total of 24 SAEs in 15 patients during the treatment period up to Week 12 and
6 SAEs in 5 patients during the run-in period. There were a total of 41 SAEs in 24 patients
reported during the 24-week treatment period: 24 SAEs in 17 patients for the 0.25 mg BID
group and 17 SAEs in 7 patients for the 0.5 mg QD group. The most frequently reported SAE
during run-in, 12-week and 24-week treatment periods was asthma. None of the
treatment-emergent SAEs were judged by the investigator to be related to the investigational
product. No new type of SAE was observed between Week 12 and Week 24. When
comparing SAEs in the 2 final dose groups, there were 14 patients (29.2%) with SAEs at

0.5 mg/day and 10 patients (76.9%) with SAEs at 1.0 mg/day up to 24 weeks. It should be
noted that patients were not randomised to either of the doses, but stratified based on disease
severity at Week 6. This means that patients with more severe asthma were included in the
1.0 mg/day dose group. This is reflected by a higher frequency of asthma-related SAEs in this
dose group. No deaths were reported.

Mean plasma cortisol decreased from Baseline to Week 12; however, there was no further
decrease between Week 12 and Week 24. All patients except for 4 at Week 12 and 3 at

Week 24 had plasma cortisol within the reference range (> 4 pg/dL). All 4 patients with low
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plasma cortisol at Week 12 had values within the reference range at Week 24. Mean cortisol
at Week 24 was at comparable levels in the groups of patients with final dose 0.5 mg/day and
1.0 mg/day. No clinical signs of cortisol deficiency were seen. No notable changes were
found in other laboratory parameters. Mean height increased by approximately 2.6 cm and
4.2 cm during the 12-week and 24-week treatment periods, respectively. The mean height
increases after 24 weeks of treatment were at comparable levels in the groups of patients with
final doses of 1.0 mg/day (5.1 cm) and 0.5 mg/day (3.9 cm).

The AE profiles during the 12-week and 24-week treatment periods were similar. There were
no new or unexpected observations. The treatment did not raise any safety concerns.

Table 4 Number (%) of Patients who had at Least 1 AE in Any Category,

and Total Numbers of AEs During the Treatment Period (Safety
Analysis Set) (Week 0 to 12)

rCategory of N (%) of patients who had an AE in each category®
AE

All Randomised group Final dosage

0.25 mg BID | 0.5 mg QD 0.5 mg/d 1.0 mg/d

(n=61) (n=33) (n=28) (n=48) (n=13)

N (%) N (%) N (%) N (%) | N| (%)
Any AE 61 |(100.0) | 33 |(100.0) | 28 (100.0) | 48 |(100.0) | 13 | (100.0)
Serious AEs 0 (0.0) 0 (0.0) 0 (0.0) 0 0.0) | 0| (0.0)
leading to
death
Serious AEs 15 | (24.6) | 11 | (33.3) | 4 (14.3) | 7 | (14.6) | 8 | (61.5)
not leading to
death
Discontinuations | 1 (1.6) 0 0.0) 1 (3.6) 1 2.1 | 0| (0.0)
of study
treatment due to
AEs
Other 0 0.0) 0 (0.0) 0 (0.0) 0 0.0) | 0| (0.0
significant AEs
Total number of AEs
AEs 273 158 115 206 67
SAEs 24 13 11 10 14
Other 0 0 0 0 0
\iigniﬁcant AEs
“ Patients with multiple events in the same category are counted only once in that category.

Patients with events in more than 1 category are counted once in each of those categories.
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Table 5 Number (%) of Patients who had at Least 1 AE in Any Category,
and Total Numbers of AEs During the Treatment Period (Safety
Analysis Set) (Week 0 to 24)
Category of N (%) of patients who had an AE in each category®
AE All Randomised group Final dosage
0.25 mg BID | 0.5 mg QD 0.5 mg/d 1.0 mg/d
(n=461) (n=33) (n=28) (n=48) (n=13)
N (%) | N (%) N (%) | N (%) | N | (%)
Any AEs 61 |(100.0) | 33 |(100.0) | 28 |(100.0) | 48 |(100.0) | 13 |(100.0)
SAEs leading 0| (0.0) | 0| (0.O) 0| (00 | 0| (0O) | 0 | (0.O)
to death
SAEs not 24 | 39.3) | 17 | (51.5) | 7 | (25.0) | 14 | (29.2) | 10 [ (76.9)
leading to
death
Discontinuations | 1 (1.6) | 0 | (0.0) 1 (3.6) 1 21 | 0 | (0.0)
of study
treatment due to
AEs
Other 0| (0 | 0] (0 | 0] (0]|0] 0/ 0|00
significant AEs
Total number of AEs
AEs 502 307 | 195 376 126
SAEs 41 24 17 20 21
Other 0 0 0 0 0
significant AEs
C Patients with multiple events in the same category are counted only once in that category.
Patients with events in more than 1 category are counted once in each of those categories.
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22, Conclusion

Budesonide inhalation suspension 0.5 to 1.0 mg daily dose (BID and QD) was effective and

(findings) did not raise any safety concerns with no new or unexpected observations in Japanese
children with bronchial asthma aged 6 months to 4 years.
Applicant DocuSigned by:
Marketin
(Markefing Jayalwmar Luwrinatlan
Authorisation 07094F8538784D5...
Holder)

Dr Jayakumar Gurunathan

(full name)

CONFIDENTIAL AND PROPRIETARY 13 of 14

1t



Y130 vl AV LArddOdd ANV TVILNIAIINOD



[Tepekinan 3 aHrnificbkoi MOBH Ha YKPAalHCEKY MOBY

3BiT npo KIiHIYHE BUIIPOOYBAaHHS

1. Ha3pa BynecoHin Actpa3eHeka (MiXKHApOIHA HEIATEHTOBAHA Ha3Ba — OYAECOHIN)
JKapCBKOTO
3acoby (3a
HasiBHOCTI —
HOMeEp
peectpartiitnoro
TOCBINYEHH)

2. 3aABHUK Haspa Ta ajipeca BAacHHKA neec‘rgagiﬁnom [IDCBig‘IEHHﬂ HA MOMEHT NIpOBeIeHHA
KJIIHIYHOT0 BHIpOOYBAHHS:

He moBigoMitsuiocs

Hazpa Ta agpeca NOTOMHOI0 BAACHAKA peecTpauiiinoro nocrinuenns:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e, LlIBewis
(SE-151 85 Sodertilje, Sweden)

3. Bupo6GHux Haszsa Ta agpeca 3aB01y-BHPO0HNKA, 1110 BHP0OAAB Adikapebkuii 3acid Ha MoMenT
NpOBeICHHSA KNIHIMHOr0 BUNPOOYBAHHS:
Actpa3enexka ITti JIta. (AstraZeneca Pty Ltd.), ApcTparnisa

Hazea Ta aapeca 3aBoay-BHpoOHHKA, 1110 Hapa3i BUPoOJsie JikapebKuii 3acib:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Cognepran’e, lllsewis

(SE-151 85 Sodertiilje, Sweden)

4. ITposeneHi Tak
JOCTi IHKSHHSA:

1) Tun JlikapchKHuit 3aci6 32 HOBHAM XOCHE (AaBTOHOMHE JOCHE)
JiKapchKOTO
3aco0y, 3a AKUM
mpoBoIuIacs
abo MmuaHyeThCA
peecTpalLlis

5. [losHa Ha3Ba | PangomisoBane, Bimkpure, 6araToueHTpoBe nochimienHs dasu 111 B mapanensHux rpynax i3
KJIiHITHOTO nepiofoM MTiKyBaHHA 24 THXKHIB, NIPUCBIUCHE BUBYEHHIO €PEKTUBHOCTI Ta Ge3MeKH
BUIIpoOyBaHHa, |Gyneconiny, cycnensii ans iHranauii, y no6osi# no3i 0,5-1,0 Mr y aiteil BikoM Big 6 mMicALis
KOJIOBaHUH 1o 4 pokis i3 Snowii, xBopux Ha 6poHXiansHy acT™y. Jocaimkenus SD-004-0765.

HOMEp
KIiHIYHOTO
BUNPOOYBAaHHA

6. ®aza 111
KJIHIYHOTO
BUMPOOYBAHHA

7. Iepion I3 7 mumsa 2003 poky no 26 cepnua 2004 poky
IPOBEIECHHA
KJIiHIYHOTO
BUNpPOOYBaHHA

KOH®IIEHLIMHA IHPOPMALILS,

1110 € BJIACHICTIO KOMITAHII 1314



8. Kpaiuy, ne
MPOBOIUIIOCH
KITiHIYHe
BUNpoOyBaHHA

Snonis

9. KinpKicTb

3amaHoBaHa: 60

nochimkyBanux | daktudHa: 6yno paHaoMi3oBaHo 61 manieHTa

10. Merta Ta MerTa BOro AOCHIIKEHHS N0JIArala y BUBYeHH] e(ekTHBHOCTI Ta 6e3neku 6ynecoHiny,

BTOpPHMHHI 1ini | cycnensii ;s inrauamii, y no6osii nosi 0,5-1,0 Mr, 1110 3aCTOCOBYBABCA NPOTIATOM

KJTiHIYHOTO 12 TwxkHiB 1 pa3 Ha 106y a6o aBii Ha 100y MUIIXOM PO3NMICHHA Yepe3 Hebynalizep y HiTei

BUNPOOYBaHHA | pAHHBOTO BiKy 3 SINOHIi, XBOpHX Ha GPOHXiaNbHy acTMY, 4epe3 OIliHKY YaCTOTH Hana/is
aCTMH, YACTOTH Ta CTYIEH: BUpaxeHocTi Hebaxanux syl (HA) Ta BBy Ha pe3yabTaTi

KITiHIYHUX J1a00paTOPHUX AOCTiAXKEHbD.

BTOpMHHMMH LiNsIMHU GYJIO BUBUEHHS:

«  EdextusHocti 6ynecoHiny, cycreHsii Ui iHransiiit 3a TaKAMH 3MiHHAMM:

—  YacToTa HamajiB acTMU;

—  OLiHKa JIiKyBaHHS;

—  4acTOTa Kallllo;

—  HeraTuBHHUII BIUIMB Ha IOBCAKACHHI HiT,
—  MOpYILEHHS HiYHOTO CHY.

»  Besnexu GymecoHiny, cycnensii wis iHransuii, 3a ouinkoro HA (4acToTa Ta cTymiHb
BUp@XEHHS), pe3ybTaTaMy KJIIHIYHAX 1ab0paTOPHUX AOCTIKEHb, PIBHEM KOPTH30JIY B
wia3Mi KpoBi, pe3ynsrataMu $i3NKaIbHOTO OGCTEKEHHs Ta MOKa3HHUKIB 3pOCTY.

»  EdekTusHocTi Ta Ge3neky GyAecoHiny, CycneHsii Ia iHraaLil, npu nifBuIIeHiA
no6oBilt no3i 1,0 Mr y Hali€eHTiB, y AKUX, Ha JyMKY JIiKaps, BillOBiAb Ha JiKyBaHHs OpH
no6osiit mo3i 0,5 Mr 6yna HEAOCTATHEOIO.

11. Quzaiin PaHzoMizoBaHe, BikpuTe, 6araToLEHTPOBE AOCITiKEHHA B apanenpHuX rpynax. ITicms
KIiHIYHOTO BBiZIHOTO Tepioy TPMBATICTIO 2—4 TIDKHIB MAL(i€HTH ITOBUHHI GyJIM OTpUMYBaTH OYNECOHIL,
BUNIPOOYBAHHA | CYCMEH3iH0 UL iHramsLiif, mpoTAroM 24 TIKHIB.

12. OcHoBHI TMarienTy 3 SnoHil 06MABOX cTaTel BikoM Bif 6 Micsuis 10 4 pokiB, XBopi Ha OpoHXiaNBHY
Kpurepil acTMYy, fAKi MOTpe6yBay JIiKyBaHHA IHranALiiHUMH KOPTHKOCTepoinamu (Ti, XTO paHille s
BKJTIOYCHHS JiKyBaHHSA aCTMH 3aCTOCOBYBAIIM {HraJsLiiiHI KOpTHKOCTEpOiaH, abo Ti, y koro actma Oyina

TMIOTaHO KOHTPOJILOBAHOIO [PH Teparlii, BilMiHHil Bill 3aCTOCYBaHHS iHraJIs i HHIX

KOPTHUKOCTEPOIMIB).

13. Bynecowin, cycnensist mis iHramsuii (0,125 mr/mia a6o 0,25 MI/Min) B 01HOZ030BOMY
JlocmimKyBaHrH | KOHTeHHEp] MICTKICTIO 2 MJ1, pO3IIIEHHA 3a foroMoroo HeGynaitsepa (Pari LC Plus) B 1031
JIiKapCHKHIMA Bix 0,25 10 0,5 Mr fiBiui Ha no6y (Bpanui Ta BBeuepi) a6o Bix 0,5 g0 1,0 Mr 1 pa3 Ha noby
3acib, croci6 (Bpanui).

3aCTOCYBaHHs, | JlikyBaHHs Gyno posnodare 3 1031 0,25 Mr 1Biui Ha 106y a6o 0,5 mr 1 pa3 Ha 100y. fxuio Ha
cuna Aii TIKHI 6 HOCTiIHUK JOXOOUB BUCHOBKY, II0 HOCTATHS BiAMOBiAb Ha JiKyBaHHA He Oyna

JOCATHYTA, JUIS MALi€HTIB, AKi ToYamy nikysanHd 3 0,25 mr aBivi Ha 100y, 1032 Morna OyTH
36inpiuena no 0,5 Mr apiui Ha 100y, i 10 1,0 Mr 1 pa3 Ha goGy A MaLli€HTiB, AKi MoYanu
nikysanHA 3 0,5 Mr 1 pa3 Ha 100y,

14. Ilpenapar
TIOPiBHSHHS,
J103a, crocit
3aCTOCYBaHHS,
cHIa Aii

He 3acTtocoByeThCA

KOH®IJEHLIITHA IHPOPMAIILA,
1110 € BJIACHICTIO KOMITAHII

2314




15. CynyTHa
Teparis

ByJs10 103B0OJIEHO 3aCTOCYBaHHA HECTEPOITHUX NpenapariB, iKyBaHHA SIKMMH TPHBAJIO Ha
MOMEHT 3allydeHHs B JOCTiIKeHHA, ajte O0yno 3a60poHeHO 30iIbIIEHHS IXHIX 103 MicJst
3aTydyeHHA. 30KpeMa HAeThCA Npo:

»  aunatpito kpomoriikat (JIHKT); 6yio mo3Boneno 3actocyBanHsa kombinanii JJHKT mmoc
[B2-aroHicT, po34uHy A iHraJALii;

*  [epopaibHUi IPOTHANEPTIYHNI Mpenapat (6J0KaTop BUBINIbHEHHS XiMIYHOTO MEIaTopa,
6nokaTop Hi-ricTaMiHOBUX pellenTopiB, 6JI0KaTop JeHKOTPi€HOBUX pellenTopiB, G10KaTop
Thy-uMTOKIHIB);

»  mpemnapat TeodiniHy npoJaoHropaHol Aii;

*  i”ramiuiltauil Br-arosict Tpusanoi Aif;

*  mepopaibHUH i 3aCTOCOBYBaHMIL paHile P2-aroHicCT;

Jlns HeraitHOTO 3MEHIIEHHs CUMITTOMIB OyJIH I03BOJICHI TaKi MoJieruryBajbHi Ipenaparu:

¢ iHransuiiiHi f2-aroHicTy;

*  mepopaibHi P2-aroHicTH;

*  MmepopaibHi KOPTUKOCTEPOINH;

*  BHYTpIIIHLOBEHHE BBEICHHSI aMiHOGiNiHY;

°  BHYTpIiIUHbOBEHHE BBEICHHI KOPTHKOCTEPOiMiB;

*  IOCTIiliHe 3aCTOCYBaHHA i30IPOTEPEHOITY IIUIIXOM PO3MUIEHHS Yepe3 HeOymnalizep;

Iuri6itropu CYP3 A4 (nanpukinaz, iTpakoHa30JI) CIif 6YJI0 3aCTOCOBYBATH 3 0GEPEXKHICTIO.

JocnigHuK MpU3HaYaB iHII iKapChKi 3ac00H, AKi BBaXKAIKCA HEOOXiTHUMH VIS
61aronoayyys MalieHTiB.

16. Kpurepil
OLIHKH
e(eKTHBHOCTI

TTepBHHHOK 3MIHHOK Gy 3MiHa YaCTOTH HamajiB acTMU/THKJICHb Ha TIKHI 12 Big

BUXiZHOTO PiBHA.

BTopnHHNUMY 3MiHHUMH OyJIH:

e 3MiHa YAaCTOTH HamaiB aCTMU/THKAEHD BiJl BUXiQHOrO piBHA Ha THXHAX 2, 4, 6, 8, 10, 14,
16, 18, 20, 22 i 24;

»  3MiHA YACTOTH KAaLLIIO, OLHKH JIIKyBaHHs, YaCTOTH MOPYIICHHA TIOBCAKICHHNX il Ta

YaCTOTH HOPYUIEHHs HIYHOTO CHY Ha TIDKASHD BiJl BUXiIHOTO piBHA HA TIXHAX 2, 4, 6, 8,
10, 12, 14, 16, 18, 20, 22 i 24.

17. Kpurtepii

3minnumu Gesneku Oyau:

OLIHKH *  YacToTa Ta CTYyMiHb BUpakeHHA H;
Gesnexn +  pe3ynbTaTH NabOPATOPHUX OCHikeHb (GiOXIMIUHMI | 3arajbHuit aHANI3K KPOBi Ta aHAII3
ceui);

+  pe3ynbraTd Pi3UKAILHOrO 0OCTEKEHHS;

*  3picT;

*  piBeHL KOPTH301Y B IU1a3Mi KPOBI.
18. JU1a 4acTOTH HamaiB aCTMU Ha TIKAEHb, IEPBUHHOI 3MiHHOI PE3yNIbTaTy, CepeHd 3MiHa Ha
CratucTiuni | TwokHi 12 Big BUXigHOTO piBHA Ta ii 1B0GiuHiK 95% nosipuuit intepsan (JI) Ha ocHOBI t-
METOIH posnoainy 6yyu OUiHeH] 3 BUKOPHCTAHHAM TOIMYJIALI] IOBHOrO HA0OPY NAHUX JUIS aHAIi3y 3

TIEpEeHECEHHAM BIIEPE] HaHUX CTIocTepexeHs 3a octanHi 2 TwxkHi (TIBJIOC). OkpiM Toro, Ha
OCHOBI mapHoro t-kputepito CTeIOAeHTa OyJI0 pO3paXOBaHe P-3HAYEHHS.

Penrra 3MiHHUX eeKTHBHOCTI Ta 6e3mexu Oynu PE3IOMOBAHI OMMCOBUM YHHOM.

KOH®IIEHIIIHA IHOOPMALILS,
1[0 € BJIACHICTIO KOMITAHII
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19. Vcboro CKpuHiHr npoitnuy 74 naiieHTH 3 6poHXiaJbHO acTMOR0, 61 i3 sKux 6ynu
Hemorpadiuni | panmzoMizoBaHi Ajs JikyBaHHA. JaHi Mpo MOMyNAIGIO Ta pO3NMOAiN NaIi€HTIB MpeacTaBeHi B
MMOKa3HUKH Tabmumi 1.
nocnimxysasof |33 128 nauientis Oyyin pannomisoBaHi wisd 3acrocyBanHs 0,25 mr nsiui Ha 1o6y Ta 0,5 Mr
TTOYJTATIT 1 pa3 Ha noby BignosigHo. Yonosiku craHoBUIM 66%, a xiHku — 34% yCiX NallieHTiB.
(cTars, BiK, HemorpadiyHi xapakTepUCTUKY IPyYII JiKyBaHHA OyiIM NOAIOHUMMU. 4 HAieHTH IPHITMHIIHN
paca, ToImo) y4acTs y nocnimkensi: 1 y rpymi 0,25 Mr 1Bidi Ha 106y — Ha TikHi 24, i 3 B rpymni 0,5 Mr
1 pa3 Ha 000y — Ha TwxkHi 12. KinbKicTh MauieHTiB, AKi 3a/IMILAINCh Y9aCHUKaMH
OOCITiIKEeHHS 10 TXHA 12, ctaHoBWIa 33 mauieHTH B rpymi 0,25 Mr aBiui Ha 1oy i
25 mamienTiB y rpymni 0,5 mr 1 pa3 Ha 106y, a 1o THXHA 24 3anuiumiocs 32 i 25 nauieHTiB
BignoBigHo. CepenHiii Bik malieHTiB cTaHOBHB 29,6 MicsLiB.
KOH®IIEHLIMHA THOOPMAIIIS, 4314

LI1O € BJIACHICTIO KOMITAHII



Ta6auus 1.  [Monynsuisi Ta po3nojij nauienTis
Hemorpadiuna aGo Buxigna I'pyna aikyBanna
XAPAKTEPHCTHKA 0,25 mr aBiui Ha noﬁyl 0,5 mr 1 pa3 Ha n00y | Yceworo
IMonyasnin
K-Tb panmomizoBaHHX Nal-B
(EnanoRanz) 33 (30) 28 30) 61 (60)
JemorpadiuHi XapakTepucTHKH
Crats (K-Tb i YosoBiku 19 (57.,6) 21 (75,0) 40 (65,6)
BIACOTKOBE .
e Kinku 14 (42,4) 7 (25,0) 21 (34,4)
Bik (pokis) fceg]m“e SHAUCHAA | 501 [15,3] 29,0 [16,71 | 29,6 | [15.8]
Jlianazox Bin 8 mo 59 Bin 7 mo 58 Big 7 oo 59
EtHiuHa Snonui 33 (100) 28 (100) 61 (100)
NpUHANSXHICTD (K-
Th i BiICOTKOBE
3HAYEHHA)
3pict (em) fggi‘ﬂ“e SHEUCHHL|  g903 | [11,22] | 86,79 | [12,67) | 86,92 |[11,81]
JlianazoH Bix 65,2 no 107,1 Bin 66.8 10 110.6 [8ix 65,2 no 110,6
Maca Tina (kr) [Cceg;'ﬂ“e SHAHCHAT| 19 79 [4,14] 12,46 3271 | 12,64 | [3,74]
JNiamazoH Bin 7.8 no 31.6 Big 7.0 oo 19,5 Big 7,0 mo 31,6
BuxinHi xapakTepHCTHKH
Anepriube Tax 27 (81,8) 25 (89,3) 52 (85,2)
3aXBOPIOBAHHSA B
cimeliHOMYy
aHaMHesi
(x-1b i Bincorkose | Hi 6 (18,2) 3 (10,7) 9 (14,8)
3HAYEHHS)
Tpusajicth acTMH_| 10 6 MicA1is 11 (33.3) 6 (21,4) 17 (27.9)
(x-Tb i BicoTKOBE | Bin 6 MicawiB 4 (12,1) 10 35,7) 14 (23,0)
3HAYEHHS) (BKJTIOYHO) 0O
12 micsnip
Bix 12 MicauiB
(BKTIOUHO) 18 (54,5) 12 (42,9) 30 (49,2)
Po3noain nauienTip
Kinbkictb 3aBEPIIIIHN TEpion 33 25 58
NALi€HTIB, AKi JiKyBaHHA
12 micauis
3aBEPILIIH Hepiox 32 25 57
JHKyBaHHA
24 micsaui
[IPUTMHWIA y4acTb 1 3 4
y OCIIi[UKEHHI
K-1p Ha];l-B’ AKi OJIArany aHanisy 33 28 61
Ge3rmeKy
K-Tb nau-B, sKi miyisrany aHanisy
eexriBHOCT] (TTOMyNALIS IOBHOTO 32 28 60
Habopy JaHUX 14 aHaizy)
AHanizy eQektupHocTi nignarano 19 25 23 48
nan-B (IOMyJALis 32 NPOTOKONOM [Bif
fo4aTKy A0 THkHa 12])
K-Tb nau-s, Akl miansraiy aHatisy 24 18 42
ediexTiBHOCTI (TTOMYNALLA 32
[IPOTOKOJIOM [Bifl OYATKy 10
THKHS 24])

T[IITH/A — momynsiis MOBHOTo Ha6OPY JaHKK A aHamisy; III1 — nomyssuis 32 npOTOKONOM.
e KinskicTs nanieHTis, ski oOTpUMaiu MoHalMeHIIe 1 103y A0CIIKYBaHOTO Npenapary Ta
nicss uLoro npHiliny WoHaliMernte Ha 1 BisuT.

KOH®IAEHLIMHA IHOOPMALILA,

1110 € BJIACHICTIO KOMITAHII
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20. IepBUHHOIO 3MIHHOIO pe3yibTaTy Gyna 3MiHa YaCTOTH HaNaliB aCTMH Ha TIKAEHb Ha THXKHI 12 Big
PesynsTaT | BuXigHoro pisus. Cepenns (ctaHaapTHe Binxunenns [CB]) BuxinHa yacToTa HanamiB acTMH Ha
eeKTHBHOCTI | THKIEeHb cTaHOBMNA 9,92 (4,83). CepenHa 3MiHA 4aCTOTH HANA/iB aCTMHU HAa THXK/IEHb Ha THXHI 12
(IIITHZA 3 IIBIOC) Big BuxifHOTrO piBHA cTaHOBMIA -6,99 (95% [I: Bin -8,46 mo -5,52). Ha
TIKE] 12 Gyno Bi3HaYeHO CTATMCTHYHO 3HAYYINE MOKPaIleHHs Bill BAXiNHOTO piBHA YaCTOTH
Hanaznis actMu Ha TikaeHs (IITTHA 3 IIBJIOC) (t-kputepiit Creronenra: p<0,001). 3HmKkeHHA
YACTOTH HaMaJliB aCTMH Ha TIKAEHb 30epiranocs 0 TWKHA 24.

Ha tixkHi 12 6yn0 Bil3HAYEHO 3HKEHHS OLHOK JiKyBaHHSI Ta YaCTOTH KalLIIO Ha THXACHB Bil
BUXIZHOTO piBHS, 110 36epiraocs o TIKHA 24. ITokpallleHHs OBCAKAEHHNX il i HiYHOrO CHY,
JOCATHYTI IPOTATOM TNeplinx 12 THXHIB JikyBaHHA, 30epiranocs 10 THXHA 24.

Ta6nmuusa 2. 95% JI Ta p-3HaveHHd t-KpuTepito CTHIOAEHTA 118 cepeaHbol 3MiHM
YacTOTH HAMAadiB aCTMHM Bil BUXiZTHOTO piBHA 10 THXKHA 12

Buxigumnii pisesas | Tiokaens 12 3mina 95 % I
Donymania | Cepeane [CB] Cepeane [CB] Cepeane [CB] Haiinsxyue| HaiiBuwe p-
3HAYEHHS IHAMCHHS 3HAYEHHHA 3HAYEHHSA | 3HAYEHHA |3HAYEHHA
TIITHOA
(IIBJIOC) 60 9,92 [4,83]1| 2,93 [[4,57] -6,99 [5,691 -8,46 -5,52 <0,001
IIIT (Bin
MoYaTKy A0 457 9,43 [4,27]1| 2,37 |[3.60] -7,06 [5,15] -8,61 -5,51 <0,001
TKHA 12)
IIT (Bin 437 9,24 [4271] 2,05 |[3,19] -7,19 [4,99] -8,73 -5,65 <0,001
NOYaTKy 10
TIKHA 12) i3
00MeXXEeHHAMHU
b
IIIT (Bin
MOYATKy 10 39° 8,82 3,851 2,23 |[3.,46] -6,59 [4,75] -8,13 -5,05 <0,001
TkHA 24)
IIIT (Big 379 8,57 [3,79] 1,85 |[[2,91] -6,71 [4,53] -8,23 -5,20 <0,001
Mo4aTKy 10
THKHA 24) i3
0OMeXEeHHAMHU
b

IIT — nomynswis 3a IPOTOKOJIOM.

. KinpkicTh namicHTiB i3 NOCTYMHAMH BUXITHUMH JaHUMU Ta AAHUMH Ha TIXIEHb 12.
b 3a BUKJTIOYEHHAM [aHMX, KOJU CUCTEMHI KOPTHKOCTEPOIAN BUKOPHUCTOBYBAJIHCS SK MONETINYBaNbHi
npenapary.

Tabauns 3. Cepeans 3MiHH YaCTOTH HANAAIB ACTMH BiJl BUXIIHOro PiBHS 10 THXKHSA 24

Buxiguuii pisenn Twxkaenn 24 3mina
Honynsuin
Ne Cepeane [CB]| N® Cepeaue (CB] | o Cepeane [CB]
3HAYECHHHA 3HAYCHHA JHAYCHHA
MIMHOA 60 9,92 |[4,83]] 54 2,91 [5,08] | 54 -6,99 [5,61]
I1I1 (Bin movaTky }
110 THKHS 24) 42 8,80 [[3,86]] 37 1,97 [3,30]| 37 6,80 [4,46]
TIIT (Bix moyaTky 42 8,80  [[3,86]] 33 1,35 [2,38]| 33 -7,13 [4,09]
110 THKHA 24) i3
00MEXECHHAMU
IIT — nomynsLis 3a NPOTOKOJIOM.
B KinekicTs naticHTiB i3 JOCTYITHUMY BUXiXHUMH JaHUMH.
g KinbkicTb Mal[i€HTiB i3 JOCTYNHUME BAXIAHUMH AaHKWMHU Ta JAHAMH Ha TIOKIEHD 24,
B 32 BUKJIOYCHHAM AAHUX, KOIH CHCTEMHI KOPTHKOCTEPOIAM BUKOPUCTOBYBAINCS SIK IIOJIErIIYBaNbHi
Mpenapary.
KOH@IHEHHIﬁHA IHOOPMALIIA, 6314
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21. PesynbTaT
6e3nexu

KOH®IJIEHLIIMHA THOOPMALILA,
1110 € BJIACHICTIO KOMITAHI

V npoMy OOCTimKeHH] 0yAeCOHiA, CYCIIeH3is JUIS iHralaNil, 3aCTOCOBYBARCS NPOTATOM

24 TIxHiB 10 K060BOT K031 1,0 mr. ITin 4ac BBiIHOTO Mepiody JOCIHIIKEHHS
Haifnomupeninmmu HA (i3 yactororo He MeHie 5%) 3a cucteMHo-oprannum kinacom (COK)
6ynu indexrii Ta inBasii (29,5% [18 nauientis]); posaanu 3 60Ky MUXaNBHOT CUCTEMH, OPTaHiB
rpyaHoi kiiTku Ta cepeaocTiHus (9,8% [6 mauientip]); posnaau 3 60Ky LUTYHKOBO-KHUIIKOBOTO
TpakTy (9,8% [6 mauienTis]) Ta po3nanu 3 60Ky WKipu Ta miAmKipHOT KIiTKOBHEH (9,8%

[6 nauienti]). [TpoTsarom 12-TixHeBOro mepioxny JiKyBaHHs HaiGinbm yactamu HA (i3
yacToTOW He MeHIe 30%) 3a COK 6ynu indexuii Ta inasii (93,4% [57 namienTis]); posnau 3
GOKY MMXaNbHOT CHCTEMHU, OpTaHiB PYAHOI KIITKH Ta cepeocTinns (34,4% [21 mauient]) Ta
posnanu 3 60Ky UUTyHKOBO-KHIIKOBOrO TpakTy (31,1% [19 nauientis]). [Ipotsarom 24-
THXKHEBOTO Nepiofy NikysaHHs Hainomupenimumu HA (i3 acToToro He Menme 30%) 3a COK
6ynu indexuii Ta inBasii (95,1% [58 nanienTis]); po3nany 3 60Ky ILTYHKOBO-KHIIKOBOIO TPAKTY
(50,8% [31 manient]); posnaam 3 60Ky wKipy Ta migmKipHOT KiiTkoBuHY (45,9% [28 mauienTis])
Ta po3nany 3 60Ky AMXaIbHOI CHCTEMH, OPTaHiB rpyaHOT KJIiTku Ta cepeaocTinns (41,0%

[25 mauienTis]). 3aranbHuii npodins HA y nepion nikysanns 6ys noiGHui 10 TOro, 110 MOXHA
6yN10 OUiKyBaTH IS AOCIiLKYBaHOT IOMYALil Nali€HTIB.

HA npotsrom 12-TrxXHEBOTO Mepiofy JTiKyBaHHA 3 YaCTOTOK He MeHIe 5% Bil 3araibHoOl
TOMY/IALIT BKTIOUANH iHdeKuii BepXHiX QUXanbHUX WUIAXiB (41,0% [25 nauientis)), papuurit
(27,9% [17 nauientis]), naraau actMu (23,0% [14 nanientis]), racrpoenteput (18,0%

[11 nanienti]), roctpuii 6pouxit (16,4% [10 nanienris]), niapero (14,8% [9 nauientin]),
nazodapunrit (13,1% [8 nauientis]), exsemy (9,8% [6 mauientis]), rineprepmito (9,8%

[6 manientiB]), cepeniit otur (8,2% [5 mauientis]), roctpuit cepennii oturt (8,2%

[5 mawienTiB]), koH’rOHKTUBIT (8,2% [5 manienTis]), Gponxir (6,6% [4 mauienTw]), iMneTuro
(6,6% [4 nauienTu]) Ta napuHrit (6,6% [4 nauientn]). HA mpotsarom 24-TuxHeBOTo nepiony
niKyBaHHA 3 4aCTOTOIO He MeHILe 5% Bill 3araibHOI momy ANii BKmodanu indexuii BepxHix
nuxanbHux uuxis (52,5% [32 nauiental), dapunrit (36,1% [22 manienra]), ractpoeHTeputr
(31,1% [19 nauientis]), Hanaau act™u (29,5% [18 nauienTiB]), roctpuii Gponxit (24,6%

[15 mauienris]), Hazodapunrit (24,6% [15 nauientis]), aiapero (21,3% [13 nauieHTis]), OpoHXIT
(18,0%) [11 nanientis]), kon’oHKTHBIT (16,4% [10 MauienTis]), aromivyuuii gepMaTuT (13,1%
[8 mawienTiB]), exsemy (11,5% [7 nauientis]), maesmoHito (11,5% [7 nauientis]), BiTpany Bicmy
(11,5%) [7 nmauientis)), rineprepmizo (9,8% [6 mauienTin]), cepenniit orut (9,8% [6 nauieHTis)),
rpun (9,8% [6 nauienTis]), roctpuit cepenniit otur (8,2% [5 mauienTis)), poTaBipyCcHHI
racTpoenTepur (8,2% [5 nauienTiB]), 6moanns (8,2% [S mauieHTiB]), Kponus’ sHKY (8,2%

[5 mamientis]), imneturo (6,6% [4 mauiewTu]), napuHrit (6,6% [4 mauientn]), rocTpuit CHHYCHT
(6,6% [4 mauientu)), 3anop (6,6% [4 mauientn]), enrepokomnir (6,6% [4 nauientn]), croMaTuT
(6,6% [4 mamientn)), cyxicts wkipu (6,6% [4 nauicuTH]), HocoBy kpoBoTedy (6,6%

[4 marienTn]) Ta yKyc 4IEeHHCTOHOTHX (6,6% [4 nmauientu]).

3a OLIHKOW KOCTinHuKA(-iB), Ha TEOKHI 12 4 HI Gynu 1108’ si3aHi 3 JOCHIIXKYBaHMM JIiKYBaHHSM.
Lli HA 6ymu 3apeecTposani B 3 nauieHTis (4,9%): xeiinir (1 nauient, 0,25 mMr asidi Ha noby),
KaH/IHI03 NOPOXKHUHH poTa Ta croMatyt (1 mauienr, 0,5 mr 1 pas a noGy) i kaHaua03
nopoxuuay pota (1 nauient, 0,25 Mr aBiui Ha 106y). Onnak xoxHe 3 uux HA He OyI0 Ba)XKOTO
CTYTIEHs Ta He BiAnoBinano kpurepiaM cepiiosroro HA. 2 HSI (8 omuoro i Toro x MALienTa), SKi
6yJId po3iiHeHi XOCTiHMKOM(-aMH) SK TI0B’s3aHi 3 JoCHimKyBaHuM JikyBaHHaMm (0,5 mr 1 pa3
Ha 100y, KaHIH103 NOPOXKHUHU POTA T CTOMATHT), 3MYCHIM NAlli€HTa IPUTIMHUTH yIacThb y
nociimxenni. XKoxue 3 HS, 3apeecTpoBanux Mix TvkHAME 12 124, 3a oLliHKOIO J0OCTiAHUKA, HE
GyII0 OB’ A3aHe 3 AOCiMKyBaHUM JiKyBaHHAM. OKpiM TOro, MiX TIKHAMM 12 i 24 x0eH i3
HALi€HTIB HE NPUIIMHUB Y4acTi B JOCITiIKeHHi yepes HA.

Kaptuua HSI 6yna noniGHoto B rpynax 3 Kinnesoro 10300 (0,5 mMr/poGy i 1,0 Mr/no0y), 3a
BUHATKOM cepiiosaux HA (CHSI), moB’s3aHKX 3 aCTMOKO, 4aCTOTa IKMX 0yJ1a BUILOIO B rpymi

1,0 Mr/n06y. Lle ouikyBaHo, OCKiNBKH 10 TPYII i3 BUIMMH Jo3aMH Gynu BixiGpani NaieHTH 3
Ba)X4OH aCTMOIO.

Yeporo 6yino 3apeectpobaro 24 CHS y 15 mauieHTiB NpoTsAroM nepiofy NiKyBaHH: A0 THXHA 12
i 6 CHA y 5 mauienTiB nix 4ac BBifHOTo nepiony Aociimkenns. [IpoTsaroM 24-TmxHEBOTO
nepiomy nikyBaHHA B 24 nauientis 6yno 3apeectposano 41 CHA: 24 CHA B 17 MAIi€HTIB Y
rpymi 0,25 Mr asiui va 106y i 17 CHA y 7 nauienTis y rpyni 0,5 mr 1 pa3 Ha 100y.
Haitommpenimumu CHS nif 4ac BBifHOTO, 12-TIXKHEBOTrO Ta 24-THXHEBOTO NEPioNiB
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nikyBaHHsA 6y Hanagd actMU. XKonue 3 CHJL, 1o BUHUKIM Nif yac Tepaii, 3a OLiHKO
JOCIiIHMKa, He §YJ10 MOB’sA3aHe 3 DOCHIILKYBaHUM JIiIKyBaHHAM. MiXk TikHsaMU 12 Ta 24 He Oymo
Binznayeno CHSI nosoro suny. ITopiBHioroun 2 rpynu 3 KiHIEBoto no3om0 3a CHA, crin
3a3HAYMTH, LIO NPOTATOM IepioAy Bix BUXiXHOTO piBHA fo TxHA 24 CHJSI Gynu 3apeecTpoBaHi
B 14 nauienris (29,2%) y rpymni 0,5 mr/no6y i 10 nauieuris (76,9%) y rpyni 1,0 Mr/noby. Bapro
3ayBaXKHTH, LIO NAieHTH He 6N paHnoMi3oBaHi o KoxHil i3 103, a cTpaTudikoBaHi 3aI€XHO
Bijl CTYIIeHs BUPa)XEHOCTI 3aXBOpIOBAaHHsA Ha THXHI 6. Lle o3Havae, 110 Nalli€HTH 3 TDHKIO0K
acTMoI0 OyJIM BKIIOYEHI B rpymy 3 mo30t0 1,0 Mr/noby. e pino6paxkaerses B BuIilt yacToTi
CHJ1, noB’g3aHKX 3 aCTMOIO, Y IMiif rpymi. Y upoMy xociifkeHHi He 6yJI0 3apeecTpoBaHO
BUIIAJKIB CMEPTI.
CepenHiif piBeHb KOPTH30JY B IDIa3Mi KpOBi 3HM3MBCA Bifl BUXiIHOTO piBHA 10 THXHA 12; ofHAK
MONATBIIOTO 3HIKEHHI MDXK TWKHAME 12 Ta 24 He Bia3Havayocs. Y BCiX Malli€HTiB, 38 BUHATKOM
4 Ha TvkHI 12 1 3 Ha TWxHI 24, piBeHb KOPTU30MY B TU1a3Mi KpoBi OyB y Mexkax HOpMH (>
4 mxr/mn). Vei 4 namieHTH 3 HU3bKUM PIBHEM KOPTH30JTY B IUIa3Mi KPOBi Ha TIKHI 12 Manu
3HAYEHHS B MEXaX HOPMH Ha THXHi 24.
V rpynax nauienTis i3 kinuesumu gozamu 0,5 mr/no6y i 1,0 Mr/no0y cepenHiii pisens
KOPTH30J1y Ha TiDkHI 24 6yB Ha 3icTaBHHX piBHAX. He 6y/0 Bif3HaAYeHO KIIiHIYHUX 03HAK
HEJIOCTATHOCTI KOPTH301y. 3a iHIMMH JaGopaTOPHUMHU NapaMeTpaMy OMITHHX 3MiH HE
puseneHo. Cepenniit 3pict 36inpumBes npubausHo Ha 2,6 cM i 4,2 cM npoTsaroM 12-
TIXKHEBOTO Ta 24-THKHEBOTO NepioAiB NMikyBaHHA, BiqnoBigHo. CepenHe 30ibIISHAS 3pOCTY
nicas 24 TWKHIB JHiKyBaHHS 0YJIO Ha 3iCTABHOMY DiBHi B rpyNax Nali€HTIB i3 KiHLEBUMH
gosamu 1,0 mr/mo6y (5,1 cMm) Ta 0,5 Mr/moby (3,9 cm).
IIpodini HA npotsarom 12-TixHeBoro Ta 24-THXKHEBOTO NMEpPioiB JTiKyBaHHA Oynu
noni6ramu. He Gys10 Bif3HaueHO OJHUX HOBHUX ab0 HEOUiKyBaHMX pe3ysbTaTiB
criocTepexens. JIikyBaHHA He BUKIINKAJIO HOBHX IIpo0ieM Ge3MeKH.
Ta6muus 4. Kinbkicrs nauienTis, y sikux 6ysio npunaiiMii 1 H5I 6yae-sikoro

CTyNeHs, Ta 3arajbHa KinbkicTe HS, 3apeecTpoBannx nporsarom

nepioay JikyBaHHs (nomyJisilis AJisl aHai3y Gesnexu) (Big mo4aTKy 10

THKHA 12)
Crynins HA N (%) nanieHTiB, y siknx 6yJjio HSI 32 KoKHHUM cTyneHeM BUpPa)eHOCTi"
Yei ['pyna nikyBaHHsA OcTaHHA n03a
0,25 mr asiui (0,5 mr 1 pa3 na 0.5 Mr/106 1.0 mr/206
Ha n00y ao6y ’ A00y > 00y
(n=61) (n=33) (n=28) (n=48) (n=13)
N (%) N (%) N (%) N (%) N (%)
HA 6yns-sxoro
A 61 | (100,0) | 33 | (100,0) | 28 | (100,0) | 48 | (100,0) | 13 | (100,0)
Cepiiosni HJI, 0 (0,0) 0 (0,0) 0 (0,0) 0 (0,0) 0 0,0)
110 TIPHU3BENH
JI0 CMEpTi
Cepitosni HA, mwo 15 | (24,6) | 11 | (33,3) 4 (14,3) ) (14,6) | 8 | (61,5)
He NpPHU3BENH 10
cMepTi
K-Tb BUnakiB 1 (1,6) 0 (0,0) 1 (3,6) 1 2,1 0 0,0)
TIPUIHHEHHS
y4acTi B
JIOCTiDKEHHI
yepe3 HA
Inii 3Ha4Hi 0 0,0) 0 0,0) 0 (0,0) 0 (0,0) 0 0,0)
Hi
3araabHa Kiabkicts HS
HA 273 158 115 206 67
CHA 24 13 11 10 14
Iniui 3HauHi 0 0 0 0 0
HA
2 TMauienTH 3 AeKinbKOMA SBUILAMU OJHOTO CTYIIEHS BUPAXEHOCTI BpaxoBaHi TiIbKH OJUH pa3 y

1pOMY CTyIHeHi. [TaicHTH 3 JAeKiNbKOMa ABHILAMU Pi3HHX CTYIEHIB BUPAXEHOCTi BPAXOBaHi MO
0HOMY Pa3y B KOJKHOMY 3 IIMX CTYIHEHIB.
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Taoanns 5. KinbkicTh nauieHTip, y siknx 0yso npunaiimui 1 HS 6yab-1k0ro cTyness,
Ta 3arajbHa KinbkieTs HSI, 3apeecTpoBaHUX NPOTATroM nepioay
JiKyBaHHS (Momy/isilis s adanizy 6esnexn) (Bia moyaTky a0 THxkHA 24)

\3\)

Crynins HA N (%) nauieHTiB, y siknx 6ysao HII 32 Ko:KHHM cTyneHeM BHpa)keHOCTi®
Yci I'pyna JikyBaHHs OcTaHHs 003a
0,25 mr asivi |0,5 mr 1 pa3 na
e 11065 . 0,5 mr/no6y 1,0 mr/noby
(n=61) (n=133) (n=28) (n =48) (n=13)
N (%) N (%) N (%) N (%) N (%)

HSI 6ynp-saxoro

e rynens 61 | (100,0) | 33 | (100,0) | 28 | (100,0) | 48 | (100,0) | 13 | (100,0)
CHAL, wo 0 (0,0) 0 0,0) 0 0,0) 0 (0,0) 0 (0,0)
NpPHU3BENH O

CMEpTi

CHJI, wo e 24 | (39.3) | 17 | (51,5) 7 (25,0) | 14 | (29,2) | 10 | (76,9)
NIPU3BENH 10

CcMepTi

K-Tb Bunaaxis 1 (1,6) 0 (0,0) 1 (3,6) 1 2,1) 0 0,0)
NPUITUHEHHS

y4acri B

JOCHiIXKEHH]

yepes H

Inmi 3Hayni HA 0 (0,0) 0 (0,0) 0 (0,0) 0 (0.0) 0 (0,0)

3araabHa KinbkicTs HA

Hi 502 307 195 376 126

CHA 41 24 17 20 21

I spayni HA | O 0 0 0 0
a TaiieHTy 3 AEKiNLKOMA ABUIAMH OJHOTO CTYIIEHS BUPAXEHOCTI BpaxoBaHi TiNbKM OJMH pas y

nsoMy cTymeHi. [TanieHTH 3 AekinskoMa ABUILAMH PISHHX CTYTeHiB BUPaKESHOCTI BpaxoBaHi
10 OJIHOMY pa3y B KOXKHOMY 3 [IHX CTYTEHiB.
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22. BucHoBok | BynmecoHin, cycnensis juis inrandauiii, y 1o60osiit no3i 0,5-1,0 Mr (aBiui Ha 1o6y Ta 1 pa3 Ha
(3arutouenHs) | mo6y) NpOAEMOHCTPYBAB CBOKO €(DEKTUBHICTE | HE BUKJIMKAB XKOTHUX MpobieM Ge3neku.

V nirteii Bikom Bin 6 Micauis 1o 4 pokis i3 SnoHil, xBopux Ha OpoHxiansHy actMmy, He 6yII0
Bi/I3HAYEHO HOBUX 200 HEOYiKyBaHUX Pe3YJbTaTiB CIIOCTEPEKEHb.

3asBHUK Iigmucano y nporpami DocuSign:
(BnacHUK /mignuc/

PeecTpauitHoro | 97094F653B284D5...
TIOCBiTYCHHA)

II-p Dxasikymap I'vpyuarad (Dr. Javakumar Gurunathan)
(ITIB)

/migmuc/

[TeuaTtka: Ykpaina, M. Kuis, ToBapuctBo 3 o6mexenoro BinnopiganeHicTio tKACTPASEHEKA
VKPATHA», InenTudikamiitanit kox 37037434.
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Clinical Trial Report

1. Name of medicinal
product (Marketing
Authorisation number, if
any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study
Report (CSR):

Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sddertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4, Conducted studies:

Yes

1) type of medicinal product
for which registration was
conducted or planned to be
conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

An attempt to find clinically equivalent doses of budesonide administered
from a metered dose inhaler or as a suspension for nebulisation
(850-CR-0118/A/2), Study 04-2151A.

6. Clinical trial phase

Ila

7. Clinical trial time frame

From March 1987 through November 1987

8. Countries where the Denmark
clinical trial was conducted
9. Number of subjects Planned: 24

Actual: 26 (21 patients completed the study)

10. Primary and secondary
objectives of the clinical trial

The main objective of the study was to find a relationship between the dose of
budesonide in an aqueous suspension administered by nebulisation and the
dose of budesonide from a metered dose inhaler (MDI) with Nebuhaler
(Nebulator®), for equal clinical efficacy in adult patients with moderately
severe asthma during continuous treatment.

CONFIDENTIAL AND PROPRIETARY 10of8
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11. Clinical trial design

The trial was performed as a randomised, double-blind, double-dummy,
cross-over study with periods of 4 weeks for each of the 3 studied budesonide
regimens, 2 of which consisted of different doses of nebulised budesonide and
one of budesonide from a metered dose inhaler with Nebuhaler.

12. Key inclusion criteria

Bronchial asthma.

Men and women (20 to 60 years old) with asthma symptoms and pulmonary
function < 80% of predicted despite combined treatment with inhaled
B2-agonists and inhaled steroids.

13. Investigational medicinal
product, method of
administration, strength

Aqueous budesonide suspension for nebulisation; 0.25 mg/mL and

1.0 mg/mL.

Regimens:

4 mg budesonide by a Pari nebuliser with a CR 60 compressor, twice a day
(4 x 2 Neb)

1 mg budesonide by a Pari nebuliser with a CR 60 compressor, twice a day
(1 x 2 Neb)

14. Comparator, dose,
method of administration,
strength

Pulmicort (Spirocort) MDI with budesonide, 200 p.g/dose.

0.8 mg budesonide by an MDI, twice a day (0.8 x 2 MDI)

15. Concomitant therapy

Inhaled P-agonists were used as required. Other regular bronchodilating or
antiallergic (disodium cromoglycate) drugs were allowed in a fixed dosage
throughout the trial. No additional corticosteroid for inhalation was permitted.
A prednisone course was allowed in case of severe deterioration.

16. Efficacy endpoints

(a) Registered by the patient in a diary card: peak expiratory flow (rate)
(PEF), asthma symptoms, consumption of inhaled B,-agonists, other
concomitant medication and nebulisation time.

(b) Registered at the clinic before and after study periods: forced expiratory
volume in 1 second (FEV) and PEF, nebulisation time and breathing
rate, changes in concomitant medications and venous blood samples for
analysis of cortisol in plasma (subgroup of patients).

17. Safety endpoints

Registered at the clinic before and after study periods: adverse experiences.

18. Statistical methods

Paired t-tests and 2-way analysis of variance. Significance level: 5%.

19. Demographic data of the
study population (sex, age,
race, etc.)

Twenty-six patients with asthma who were aged 27 to 62 years (mean

45 years), 17 women and 9 men, entered the study. Asthma had been
diagnosed on average 18 years previously (range: 1 to 40 years). The mean
(standard deviation [SD]) initial FEV| value was 1.96 £ 0.57 L.

20. Efficacy outcomes

Patient’s recordings

Diary card data from 21 patients who completed the study as well as data from
completed treatment periods of the patients who withdrew were used in the
analyses. There was no significant difference in PEF including or excluding
the failure periods, defined as a change in concomitant antiasthma treatment,
and data from failure periods were always included.

Compared with the 0.8 x 2 MDI budesonide regimen, PEF was significantly
higher for the 4 x 2 Neb regimen in the morning and evening (p < 0.05) and
the 1 x 2 Neb regimen in the evening (p < 0.01) but not in the morning
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(p = 0.18). There were no significant differences between the nebulised
regimens when PEF values were compared, although there was a tendency to
better effect in the morning for the 4 x 2 Neb regimen (p = 0.08) (Figure 1).

Figure [.

Mean PEF values from the last two weeks in each meatment period

(mean + SEM).
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There were significant differences between nebulised regimens and the MDI
regimen in 3 of the 5 subjective parameters (Figures 2 and 3).

Figure 2.

Mean score for Cough, Breathlessness and Wheezing for the last 2 weeks

of each treatment period. Scores were 1=Yes or 0=No. (mean + SEM)
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Figure 3.
Mean score for Night Asthma and Normal Activity for the Jast 2 weeks
of each weatment period. Scores were 1=Yes or 0=No. (mean + SEM)
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Scores were significantly lower for the 4 x 2 Neb regimen compared with
MDI-administered budesonide for breathlessness (p < 0.01), wheezing

(p < 0.05) and night asthma troubles (p < 0.05). Cough scores were also
smaller with the 4 x 2 Neb regimen, although not reaching statistical
significance (p = 0.07); the 1 x 2 Neb regimen had a significantly lower score
than MDI-administered budesonide for breathlessness (p < 0.05) and
wheezing (p < 0.05).

There were no significant differences between the 2 nebulised regimens for
any of the subjective parameters. The scores of the parameter “normal
activity” did not show any significant difference between regimens, although
both nebulised budesonide regimens scored better than MDI-administered
budesonide (p = 0.07 and p = 0.10, respectively).

The mean number of puffs of a p2-agonist was 7.6 and 7.1 with the 1 x 2 Neb
and 4 x 2 Neb regimens, respectively (Figure 4).
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Figure 4.
Mean score for Daily Number of Puffs from a B,-agonist for the last
2 weeks of each meatment period. (mean x+ SEM)
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Significantly more f2-agonist was used with MDI-administered budesonide,
compared with the 4 x 2 Neb regimen (p < 0.05). Nebulising time did not
differ significantly between regimens or between morning and evening values.
The global mean value (£ standard error of the mean [SEM]) was

12.4 + 1.0 minutes in the morning and 12.2 + 0.9 minutes in the evening.
There was a tendency for nebulising time to be shorter with the higher dose of
budesonide than with the placebo. Separate nebulising times ranged from

5 to 35 minutes with 2 exceptional values of 40 and 60 minutes. There was no
correlation between PEF and nebulising times.

Physicians” recordings

Paired t-tests between treatments and 2-way analysis of variance of treatments
concerning PEF and FEV, values did not show any significant differences. It
should be noted that data were not completed at one centre and analyses were
done with data from only 9 or 12 individuals. The mean absolute FEV | values
(+ SEM) were 2.18 £ 0.23L,2.03 £ 022 L and 222 £ 0.38 L for the

1 x 2 Neb, 4 x 2 Neb and 0.8 x 2 MDI regiments, respectively. The
corresponding percentage FEV values (= SEM) of predicted were 77 £ 6%,
71 + 6% and 72 + 9%, respectively.

Breathing rate was measured for only 7 patients. Mean values were
approximately 18 breaths per minute (range: 9 to 40 breaths/minute) and were
apparently independent of treatment or phase of nebulisation. Mean total time
for nebulisation was approximately 8 minutes (range: 5 to 16 minutes)
according to data from the 7 recorded patients.
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Laboratory data

Morning cortisol plasma concentration in a subgroup of 10 patients decreased
significantly following treatment with the 4 x 2 Neb regimen, compared with
the 0.8 x 2 MDI regimen. Reference plasma cortisol values were between
200 and 800 nmol/L? at 7:00 a.m. Only 2 patients had a lower value, 1 each
after the 1 x 2 and 4 x 2 Neb regimens. The first patient required prednisone
courses during both treatment periods, preceding the sampling times.

The plasma cortisol value decreased 1 hour and 2 hours after the dose was
administered for all regimens (Figure 5). Overall, mean values decreased from
433 nmol/L to 249 nmol/L and 177 nmol/L, respectively. The percentage
decrease was similar for all treatments. The 1-hour post-drug administration
sample values were 56% (1 x 2 Neb), 58% (4 x 2 NEB) and 56%

(0.8 x 2 MDI) of initial values. The 2-hour post-drug administration sample
values were 42%, 38% and 43% of the initial values, respectively.

Figure 5.
Mean plasma cortisol values, nmol/L. (mean + SEM)
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There were no statistically significant differences between mean cortisol
values after the 1 x 2 Neb and 0.8 x 2 MDI regimens at any time point. Values
after treatment with the 4 x 2 Neb regimendemonstrated significantly lower
plasma cortisol values (p < 0.05) compared with 0.8 x 2 MDI treatment before
and 2 hours after drug administration, and a tendency (p = 0.07) to lower
values 1 hour after drug administration. The differences between nebulised
regimens were not statistically significant, but there was a tendency (p =0.09)
at 2 hours after drug administration.
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21. Safety outcomes

Of the 26 patients randomised into the study only one patient, who withdrew,
was not evaluable. Thus, 25 patients (17 females and 8 males) with a mean
age of 44.5 years (age range 27 to 62 years) were evaluable for adverse event
(AE) assessment.

No patient discontinued treated due to adverse experience.

One female patient treated with the 1 x 2 Neb regimen was admitted to
hospital after 68 days of treatment for abdominal disease. Routine biopsy from
cervix uterus showed cellular dysplasia, and removal of uterus was performed.
The intensity of the event was mild and the patient recovered with sequelae. A
causal relationship between the study drug and the cervix carcinoma was
deemed unlikely by the investigator as well as by the sponsor. The study drug
continued unchanged, and the patient completed the study.

Ore female patient treated with the 0.8 x 2 MDI regimen discontinued
treatment after 23 days due to pregnancy. Seven months later a female child
was born by caesarean section with double-sided maxillar clefts, double
digitus 1 left hand and persisting foetal circulation (malformations multiple).
There was a family disposition for maxillar clefts (grandmother on father’s
side, brother). The child was cyanotic and was placed on a ventilator shortly
after birth. The intensity of the event was severe. Blood culture showed gram-
positive cocci and antibiotics were given. After 8 days, the child died in an
attack of bradycardia (asphyxia neonatal). Causal relationship between the
study drug and the malformations multiple and asphyxia neonatal was deemed
by the investigator as “cannot be classified” and by the sponsor as unlikely.
The most frequent AE was common cold (respiratory infection).

Seven patients out of 24 in the 1 x 2 Neb group, 8 patients of 23 in the 0.8 x 2
MDI group and 2 patients of 22 in the 4 x 2 Neb group reported this symptom.
The percentage of patients with AEs was slightly higher in the 1 x 2 Neb
group (79%) compared with the 4 x 2 Neb (68%) and 0.8 x 2 MDI (70%)
groups. There was also an increased prevalence of AEs in the system organ
class body as a whole in the 1 x 2 Neb group compared with the 4 x 2 Neb
and 0.8 x 2 MDI groups.

A higher incidence of candidiasis was seen in the 4 x 2 Neb group

(6/22 patients) compared with the 1 x 2 Neb (3/24 patients) and 0.8 x 2 MDI
(2/23 patients) groups.

22. Conclusion (findings)

Administration of 1 x 2 Neb and 4 x 2 Neb budesonide, and of 0.8 x 2 MDI
budesonide were accomplished during 4 week periods. Twenty-one adults
aged 27 to 62 years with moderately severe asthma completed the study.
Nebulised budesonide gave a significantly better effect in many patient
recorded parameters when compared with MDI-administered budesonide.
Generally, there were no significant differences between the results of the

2 doses of nebulised budesonide, although results tended to improve with the
higher dose. Plasma cortisol values in the morning were lower for the high
nebulised dose than for the other regimens. No unexpected or severe adverse
reactions occurred. Candidiasis and hoarseness were noted in a few patients
on all regimens.

The results from this study demonstrate that budesonide from a nebuliser
appears to be at least as effective as budesonide from an MDI with Nebuhaler
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on a nominal milligram basis with the employed administration systems.
Budesonide suspension for nebulisation can be used as an alternative to
corticosteroid inhalers in adult asthmatics.

Applicant (Marketing
Authorisation Holder)
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Iepexmnan 3 aHMITIHCHKOT MOBU Ha YKPaiHCHKY MOBY

3BiT npo KIiHIYHE BUIPOOYBaHHS

1. Ha3sBa jikapcbkoro 3aco0y
(3a HAABHOCTi — HOMED
peectpariitHoro
MOCBiT4eHHA)

Byneconin Actpa3eHeka (MiXKHapoaHa HeNlaTeHTOBaHa Ha3Ba — OYIEeCOHI)

2. 3asgBHHK

Jani BaacHHKA peecrpauiiidoro nocsinuenns (BPIT), 3aznaueni y 3BiTi mpo

KiidivHe punpodoyeauns (3KB):
Actpa [lpako Ab (Astra Draco AB)

[Tomrtoa ckpunbka 34, S-221 00, JIyun, lIseunis (P.O. 34
S-221 00 Lund
Sweden)

Jani BPI1 na noToyHHii MOMEHT:

Actpa3eHeka Ab

SE-151 85 Comepran’e, llIBeuis (SE-151 85 Sodertilje
Sweden)

3. BupobHux

Jani sBupo6uuka, 3asuaveni y 3KB:

Actpa [Ipako Ab

ITomrToBa ckpuHBKa 34,

$-221 00, JIyHn,

IIsenis

Jlani BHpoGHIKA HA NOTO4YHUII MOMEHT:

Actpa3eneka Ab

SE-151 85 Comepran’e,

lTsenis 3

4. [TpoBeneHi OCIHiIKEHH:

Tak

1) Tun nikapcekoro 3aco0y, 3a
KM TpoBoauacs abo
IUTaHY€ETHCS peeEcTpaLtis

Jlikapcekuit 3aci6 3a MOBHUM IOCHE (ABTOHOMHE JOCHE)

5. IloBHa Ha3Ba KIiHIYHOTO
BUNpoOyBaHHA, KONOBaHUH
HOMep KJIiHIYHOTO
BUTIPOOYBaHHS

IMouryk KIiHIYHO eKBiBaJICHTHHX 103 OYAECOHiMy, IKMH BBOOUTHCA 3a
JOTIOMOTOI0 A03YHOUOTO0 iHraysaTopa ado y BUMIISIL CycIieH3ii i po3niIeHHA
(850-CR-0118/A/2); Bunpobysanns 04-2151 A.

6. ®aza wiiHiYHOTO
BUIPOOYBaHHA

IIa

7. Ilepion mpoBeneHHA
KJIiHIYHOTO BHIIPOOYBaHHA

3 6epesns 1987 poky no nucronazn 1987 poky

8. Kpainu, e nposoguiocs
KJIiHiYHe BUNIpOOYBaHHA

Hanis

9. KiNBKicTb AOCHIIHKYBaHUX

3amnaHoBaHa: 24 -
QaktuyHa: 26 (21 malieHT 3aBepLINB Y4acTh Y BUIIPoGyBaHHi)

10. MeTa Ta BTOpUHHI Limi
KJIiHiYHOTO BUNPOOYBaHHS

OCHOBHOIO MeTOIO BUIIpoOyBaHH: Oyi10 3HAWTH 3B’ 130K MiXK 103010 OyAecoHiny
B BOJIHiif cycneH3il, 0 BBOAUTHCS IIUIIXOM PO3NHJIEHHA, Ta T03010 OyIECOHILy,
IO BBOAUTHCA 3 fo3y1oqoro iHranaropa ([I) 3 kianaHHEM crielicepoM
(Nebulator®), mis 3abe3nedeHHS eKBiBaIeHTHOI KIiHiUHOI e(heKTUBHOCTI y
JOPOCIIHX MAIi€HTIB i3 THKKOIO aCTMOIO IPOTATOM TPUBAJIOrO JIiKyBaHHSA.

KOHOUIEHIIIHA IHOOPMALILS,
110 € BJIACHICTIO KOMIJAHII
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11. HOvizaiin kniHi9YHOTO
BUIIPOOYBaHHA

BurnpoGyBaHHA NMPOBOAMIOCA K paHIOMi30BaHe, noABiiiHe cime, 3 moABiliHOO
imitariero, mepexpecHe NOCHIIKEHHS 3 4-THXXHEBUMH TI€piolaMK 3aCTOCYBaHHA
OyZecoHioy 3a KOXKHOIO 3 3 JOCHTiIKyBaHUX CXEM, 2 3 AKUX CKIafanuca 3
pi3HEX 103 po3muwieHoro OynecoHixy Ta ofHiel xo3u GynecoHiny 3 [03yr040ro
iHraysTOpa 3 KIAallaHHNM clieificepoM.

12. OcHoBHi kpuTEpil
BKJIIOUCHHS

BponxianbHa acTMa.

YoJoBik Ta xiHku (BikoM Bix 20 no 60 pokiB) i3 cuMIIToMamMu acTMH Ta
oynkuicto mereHs < 80 % Bin HaleXkHOI, He3BaXKat0UX Ha kKOMOiHOBaHy TepaMmio
iHramAuiHIMH B2-aTOHICTAMHU Ta iHTrALALIHHUME CTEpOiTaMH. '

13. HocnimkyBaHuit
nikapchkuit 3acib, crmoci6
3aCTOCYBaHHS, CHa Ail

Bonna cycnensis 6ynecoHiny ans posnwieHss; 0,25 mr/mi ta 1,0 Mr/mi.
CxeMu 3aCTOCYBAHHA:

4 Mr 6yIecoHiy, 1o BBOIUTECS 3a JOMOMOrol HeGymnaiizepa Pari 3
komrpecopoM CR 60, apiui Ha 106y (4 X 2 po3NMUIeHHA)

1 Mr GyzmecoHiny, o BBOAUTECS 3a JOIIOMOTor0 HeOynaitsepa Pari 3
xomipecopoM CR 60, npidi Ha 106y (1 % 2 po3nUIeHHN)

14. TIpenapaT NOpPiBHAHHA,
IIo3a, CITocib 3acToCyBaHHS,
cwra mii

JI 3 mynsMikopToM (cipokoptoM [Spirocort]), mo mictuts 6yaeconin, -
200 mxr/po3a.

Cxema 3aCTOCYBAHHA,

0,8 mMr OyIecoHimy, mo BBOAUTECA 3a gonoMororo [, apidi Ha o6y (0,8 x 2
iHrasiLii)

15. CymyTtHsa Teparis

Inramauiiini B,-aroHiCTH 3aCTOCOBYBaHCS 3a MOTPeOH. PerynapHuii npuiiom
iHmpx GpoHXOMTHIHUX a00 aHTHANEPTiYHUX (IMHATPII0 KPOMOIIIIKAT)
npenapariB y ¢ikcoBaHMX 03ax 6yB JO3BOJICHHUII IPOTATOM YChOTO
BUNpoOyBaHHs. 3aCTOCYBaHHS IHIMUX HraNALiHHUX KOPTUKOCTEPOiiB HE ~
IO3BOJILIOCA. Y pasi 3HAYHOTO MOTIPIIEHHS CTaHy JOIYCKaBCa Kypc MpHAOMY
NpeaHi30HY.

16. Kpurepii oninku
e(peKTHBHOCTI

(a) PeectpyBanucs NaIlieHTOM Y IMOACHHUKY: MiKOBA MBUAKICTh BUAUXY
(TI1LB), cMMITOMY acTMH, 00’ €M CIIOKHUBaHHA iHraJAIiHUX Pr2-aroHICTIB,
3aCTOCYBAHHSA iHIIHX CYIYTHIX JiKapchKuX 3aco0iB, TPUBANICTh
PO3TIIICHHS.

(b) PeecrpyBanucs B KiIiHiLi 0 Ta micis nepionis BUNpoGyBaHHsA: GopcoBaHuit
06’eM BUaUXY 3a mepiny cekyHry (POB,) Ta ITIIB, TpuBanicTs h
PO3NIICHHS Ta YaCTOTa TUXAHH, 3MiHH B MPUIMOMI CYIIyTHIX JiKapChKUX
3aco6iB, 3a0ip 3pa3kiB BeHO3HOI KPOBi JUIS aHaNI3y HA BMICT KOPTHU30IY B
wiasMmi (y miArpyni nauieHTiB).

17. Kpwurepii oninku 6e3neku

PeecTpyBaiucs B KiniHiLi 1o Ta micns nepioAis BunpoOyBaHHA: HeOaxaHi
SIBHIIA.

18. CtatucTHUHI MeTOIU

TMapHi t-kpurepil Ta ABodakTOopHMI nUcHepciliamii aHai3. PiBeHs 3HATyIOCTI:
5 %.

19. TemorpadiuHi MoKa3HUKH
JOCTiMKYBaHOT MOyl
(crath, BiK, paca TOIIO)

V sunpoGysaHHi Opairi yuacTb 26 HallieHTiB i3 acTMor0 (17 xkiHOK i

9 4oJ10BiKiB) BikoM Bix 27 o 62 pokie (cepenHilt Bik — 45 pokis). Act™y 6yio
IiarHOCTOBAHO B cepennboMy 18 poki ToMy (miamason: Bin 1 o 40 poxkis).
Cepenne nouyatkose 3HaueHHa OB (craHzapTHe Bigxunenss [SD])
cTtaHoBmwiIO 1,96 + 0,57 1.

20. Pe3ynbTaTi e(eKTUBHOCTI

KOH®IIAEHLIMHA IHOOPMALLA,
110 € BJIACHICTIO KOMITAHII

3anucH namieHTiB

Jlns aganizy Gynu BUKOpHCTaHi NaHi 31 IMOofAeHHUKIB 21 manieHTa, axui
3aBepILKMB Y4acTh y BUNPOOYBaHHi, @ TAKOXK JiaHi, OTpUMaHi B lepiomn -
NiKyBaHHA Y THX MaLi€HTiB, Axi BUOYIH 3 BUnpobyBanns. [Ipn npoBeaeHHI
aHaNi3y 31 BKIIOUEHHAM Ta BUKIIOYEHHAM IIepiofiB TepaneBTHYHOT HEBAA], IO
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BH3HAYAJIHCS SIK 3MIHHU B CYIyTHilf aHTHACTMATUYHIN Tepamii, cyTTeBoi pisHuLi
B [1111B He BUABJEHO, OTXeE, (aHi, OTPUMAHI B TIepiou TepaneBTHYHOL HeBOAYi,
3aBK[U BKJIIOYATINCA B aHANI3.
IopiBrsHo 3i cxeMoto 3acTocyBaHHA Oyneconiny 0,8 x 2 inransauii, ITIIB 6yma
3HAYHO BHILOIO IIPY 3aCTOCYBAHHI CXeMHU 4 X 2 pO3NMUICHHS BpaHLi Ta BBeYepi
(p <0,05) Ta cxemu 1 x 2 posmuteHHs Beuepi (p < 0,01), ane He BpaHui (p =
0,18).
Ipu nopiBHsHHI 3HaYeHs [1111B He Gyno BUABICHO CYTTEBUX BiAMIHHOCTEH MiX
CX€MaMH pO3NIICHHs, X04a criocTepiranacs TeHICHIIS N0 BUIIOT €deKTUBHOCTI
3aCTOCYBAHH: NpenapaTy BpaHIli 3a cxemoro 4 x 2 posmmwieHHs (p = 0,08)
(Pucysoxk 1).

Pucynok 1.

Cepenni 3HaueHHs [TIIB 3a octanHi ABa THXHI KOXHOIO NEpioay IIKyBaHHA

(cepenHe 3Ha4eHAA + CTaHAAPTHA MOMHIKA cepeaAHboro 3nayenns [SEM]).

[111B
Gusy) — _
s — e
400 o
e (i
300 J
200 ‘
100 | ‘
! =
Beeuepi

[0 0,8 Mr x 2 inransuoii
[ 1 Mr x 2 po3nuneHHs
4 Mr X 2 po3nHIeHHA

* =p<0,05 ** =p<,01

BusBiieHo cyTTeBi BiIMiHHOCTI MiXK CX€MaMH PO3IHICHH Ta CXEMOIO iHralALiH
3a 3 3 5 cy6’exTuBHEX napamMeTpiB (PucyHku 2 Ta 3). B
Pucysok 2.
CepenHili Gt OLIHKY KAIUTIO, 33MIIKKM TA XPUITIiB 32 OCTaHHi 2 TIDKHI KOXKHOTO

nepioxy nikyBaHHs. Banu o3Havanu; 1=Tak, 0=Hi (cepeane 3HaueHHs £ SEM)
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10,8 mr x 2 iHransuii
M 1 Mr X 2 po3nnaeHHs

[0 4 Mr x 2 po3nuneHHs

* =p<0,05
*x = p<0,01

PucyHok 3.
Cepenniit 6an OUIHKY HIYHUX HanaxiB aCTMU Ta NMOBCAKAECHHOT
RiATBHOCTI 33 OCTaHHI 2 TUXHI KOXKHOTO Mepioxy nikysanus. Bann

osnavanu: 1=Tax, 0=Hi (cepeaHe 3HaueHns + SEM)

100 - lloBcsakaeHHa  Hiuni Hamamu
[ }_Ii}UIBHiC’IiL acTMH

ano

|
|
i
L

Cepeniii 6an (+/ - SEM)

o Oo . :. L —— —_—
27 )
0,§ Mrx 1,0 Mr x 4,0 Mr x
2 inramauii 2 DOSMHICHAA 2 pO3MMIIEHHA
* = p<0,05

Ipu nixyBaHHi 32 CXeMOIO 4 X 2 pO3IHIEHHS IOPIiBHAHO i3 3aCTOCYBAHHAM
OynecoHiny 3a gonomororo JII 6anu 6ynu 3HaYHO HIKYAMM 38 TAaKHMH
MOKa3HUKaMU K 3aauuka (p < 0,01), xpunu (p < 0,05) Ta HiUHi Hanagx acTMH
(p <0,05). TIpu nikyBaHHi 32 cxeMOI0 4 X 2 pO3IMIUIeHHS (a1 OLIHKH KaIILTIO
TaKoX OyJIH HIKYMMH, X049a He TOCATANIN CTAaTUCTHYHOT 3HauymocTi (p = 0,07);
IIpH JTiKyBaHHI 33 CXeMOI0 1 X 2 po3MIUICHHS MOPiBHAHO 3i BBEIEHHM
Oyneconiny 3 JII 3HauHO HI>KUKUMH Oyinu 6amn oninku 3aauiku (p < 0,05) ta
xpumiB (p < 0,05).

3a XOAHIM i3 cy6’ €eKTMBHHUX mapaMeTpiB He 6YJI0 BUABJIEHO CYTTEBHX
BigMiHHOCTe MiXk 2 cXxeMaMH po3IMIeHH:. bamu oniHku 3a mapaMeTpom
«IIOBCAKICHHA AiAIBHICTHY HE MOKA3aJId CyTTEBOT Pi3HMLI MK cXeMaMH
3aCTOCYBaHHA NpemapaTty, Xoua pa 000X cxeMaX pO3MHIeHHs OyAecoHiny
MOKa3HUKH OyIM KpamuMy, Hix npu 3actocyBanHi I (p = 0,07 Tap = 0,10,
BiAMOBIIHO).

Cepenns KinbkicTh iHransnii Br-aronicta cranosmwia 7,6 ta 7,1 npu JikyBaHHi
3a cxeMaMH 1 X 2 po3nMiIeHHA Ta 4 X 2 po3NMiIeHHs, BiANOBigHO (PucyHoK 4).

KOH®IJIEHIIHA IHOOPMATIILA, 438
110 € BJJACHICTIO KOMITAHII

\\\




Pucynok 4.
CepenHpomo60Ba KinbkicTh iHrayLii ,-aroHicra 3a ocrauui

2 THXKHI KOXHOTO NepioAy nikypanus (cepeaHe 3HayeHHs + SEM)

Kinekicts
iHrassnii Geraz-aroHicra
12 . ;
[ 1
10 | )
o —= T
| !
41
2|
0 0,8 Mr x 1 Mr x 4 Mr x
2 iHramauil 2 PO3MIIEHHA 2 po3nunenHs
* = p<0,05

Ipu BBexeHHi 6yneconiny 3 JI Oyio 3acTocoBaHO 3HAYHO Ginblue [,-aroHicTa,
HiX IIpH 3acTOCYBaHHi cxeMH 4 x 2 posmwieHH: (p < 0,05). Tpusamnicts
PO3IIICHHA CYTTEBO He BiApisHaIaca mpu pisHUX cxeMax abo npu
3aCcTOCYBaHHI BpaHLi Ta BBeuepi. CymMapHa cepeiHs TPUBATICTE (+ CTaHAapTHA
MOMMIKa cepeHboro 3HaueHHd [SEM]) craHoBuia 12,4 + 1,0 XxBuauH BpaHLi
Ta 12,2 + 0,9 xBwins BBedepi. Croctepiranacs TEHASHILA 0 KOPOTIIOL
TPHUBAJIOCTi PO3MMIEHHS IIPH BBEIEHH] BUCOKOI 1031 OYAECOHIny, HDX IpH
3acTocyBaHHi mane6o. OkpeMi HOKa3HUKH TPUBAIOCTi PO3MIICHHS -
KONHMBAIUCA Bif 5 10 35 XBIIMH, 2 BUHATKOBI 3HAYEHHA CTaHOBMIM 40 Ta

60 xpwuH. He BuaBieHo xopemanii Mix [1IUB Ta TpHBanicTIO pO3MMICHHA.

3amucy ikapis

IapHi t-kpuTepii Mpy NOPiBHAHHI CXeM JiKyBaHHA Ta 2-haKTopHMI
aucnepciliHuit aHami3 cxeM JliKyBaHHA 3 TOUKH 30py moxasHukis ITI1IB ta OB,
He BHSBIUIH OyIb-IKHX CyTTE€BUX BimMiHHOCTeH. Citif 3a3HaYUTH, MO0 B OXHOMY
3 JOCHITHUIBKUX IEHTPIB AaHi OyJI HENOBHIMH, TOMY aHami3u 6ynu
npoBeaeHi 3 naHuMH Juie 9 3 12 nanientis. CepenHi abconroTHI 3HaYEeHHS
OB®; (+ SEM) cranosmin 2,18 £ 0,23 i, 2,03 = 0,22 11 2,22 + 0,38 1 ipm
3aCTOCYBaHHi cxeM 1 x 2 posmuwieHHs, 4 X 2 posmmwieHHA 1a 0,8 x 2 iHramanii,
BignoBigno. BigmosinHi BincoTkosi 3nagenns O®B,; (+ SEM) Big Hale:XHUX
cTaHOBIWIHN 77 £ 6 %, 71 £ 6 % Ta 72 + 9 %, BigNOBiAHO.

YacToTy AMXaHHSA BU3HAYaIH Juie y 7 mauientis. CepenHi 3Ha9eHHA
CTaHOBWIIH TIpUONM3HO 18 BAMXiB Ha XBWIKHY (giamazoH: 9-40 BAUXiB/XB) Ta
BOUYECBHAD HE 3aJIS)KANU Bix cxeMH JlikyBaHHA abo ¢asu posnuneHHs. Cepelnss
3araJibHa TPHBATICTh PO3MIUIEHHS CTAHOBMIIA MPUOIN3HO § XBWIKH (Aiama3oH:
5-16 XBWIHH) 3TiZHO 3 JAHUMH 7 TIAI[E€HTIB.

KOH®IJEHLIMHA I[HOOPMALILS,

1110 € BJIACHICTIO KOMITAHIT 18



Jani nabopaTopHUX JOCiKeHb

PankoBa KOHIIEHTpaLlis KOPTH30ILY B IUIa3Mi y miarpymi 3 10 maiieHTiB CyTTEBO
3HU3MWIACS IIPH JKYBaHHI 32 cXeMOI0 4 X 2 PO3MIWICHHS OPiBHAHO 3i CXEMOIO
0,8 x 2 ingramanii. PedepeHTHI 3HaU€HHA KOPTU30JIY B IU1a3Mi cTaHoBIIH 200
800 HMoJ1s/1% 0 7:00. JInile y 2 nanicHTiB NOKa3HUKH OYIIN HIDKIMMHU (TI0
OZIHOMY B IpyIax 3aCTOCYBaHHsA cXeM 1 x 2 Ta 4 x 2 posnunenHs). [lepmmii
HalieHT NpoTAroM 060X NepiodiB NiKyBaHHA MOTPeOYBaB KypCy IPpHIHOMY
TpeHi30Hy, AKuit nepemyBaB Hacy 3a0opy 3pa3kiB. ’

INpu 3acTocyBaHHI BCIX cXeM JIIKyBaHHSI KOHIEHTPALiA KOPTH30IY B ILIa3Mi
6yna 3HIKEHOO epe3 1 romuHy Ta 2 TOMUHY IiCIA BBEIEHHA 403K Hperapary
(Pucynok 5). CyMapHO cepenHi 3HaUeHHS 3HU3MWINCA 3 433 HMONB/I 110

249 umons/n Ta 177 HMOIB/I, BigIOBiAHO. BincoTKOBE 3HaAYEHHS 3HIKEHHS
6ysio moni6HUM NpH Beix cxemax JlikyBaHHA. KoHIleHTpanii y 3pa3skax, B3ATHX
yepe3 | roguHy micasd BBeEHH Ipenapary, CTaHOBWIK 56 % (1 x

2 posnmnenns), 58 % (4 x 2 posnunenss) ta 56 % (0,8 x 2 inramaunii) Big
MO4aTKOBUX 3Ha4ueHb. KoHIEHTpauii y 3pa3kax, B3sATHX Yepe3 2 TOAUHHU MiCNsA
BBEJIEHHS Ipenapaty, cTaHoBMIHN 42 %, 38 % 1a 43 % Bix MOYaTKOBHUX 3HAYEHb,
BiJIOBi/IHO.

PucyHok 5.

Cepents KOHLEHTPALliA KOPTH30JTY B IU133Mi, HMOJIB/N (cepenHe 3Ha4YeHHA = SEM)

Konuentpanis

KOPTH30Jy B ITIa3Mi,
HMOJB/J

(+/- SEM) | v

500 f B

400 —

300
200 |- =

100 -

i A ]
0,8 mr x 1 mrx 4 Mr x
2 jHranauii 2 po3nUNEHHS 2 po3nuIeHHA

* = p<0,05

V %0IHOMY KOHTPOJEHOMY MOMEHTI 4acy He OYJIO BUABICHO CTATHCTUIHO
3HAYYHIMX BiAMiHHOCTEN MK cepeJHbOI0 KOHUEHTPALicd KOPTH30ILY IPH
3acTocyBaHHi cxeM 1 x 2 posmwieHHa Ta 0,8 x 2 iHramsanil. OTpuMaHi 3Ha4YeHH
[IOKa3aJIy, IO IpH JIIKyBaHHI 33 CXeMO010 4 X 2 pO3MIWICHHA KOHIEHTpAIlis
KOPTH30JIy B IUTa3Mi I0 BBeI€HH Npemapary Ta 4epes 2 FOJMHH ITicd
BBefeHHA (p < 0,05) € 3HAYHO HIKYOI0, HiX IPH JIIKyBaHHI 3a CXEMOI0

0,8 x 2 inranauii, a Takox Gyno BiazHaueHo TeHAeHL 0 (p = 0,07) mo HIKHOT
KOHIIEHTpalil 94epe3 1 roguHy Miciis BBeAeHHs mpemnapaty. BinminnocTi Mix
CXeMaMH PO3NWIEHHs He OYy/IN CTAaTHCTHYHO 3HAYYLIUMHU, aJle CriocTepiranacs
TeHACHIA A0 3HAYYmuMX BigMiHHocTel (p = 0,09) uepes 2 roguuu micis
BBEIICHH NpeTapary.

KOH®IAEHIIIHA IHOOPMALLS,

1110 € BJIACHICTIO KOMITAHIT Gpld



21. Pesynsratu Ge3meku

3 26 panOMi30BaHUX YJaCHHKIB BUNPOOYBaHHS He MiMIAraiy aHalizy AaHi
JIULIE OJHOIO MauieHTa, skuii BUOYB i3 Bunpobysanna. Otxe, nani 25 maricHTis
(17 xinox i 8 4onoBikiB), cepenHiii Bik Akux cranoBuB 44,5 poku (y HianasoHi
Bix 27 1o 62 pokiB) MifIATaIN OLIHIOBAHHIO 3 TOYKH 30pY HEGAKAaHUX SBHIII
(HA).

XKogneH nauieHT He IPUIIMHUB NTiKyBaHHS Y 3B’ 43Ky 3 HeGakaHUMMY SBHUINAMH.
OpHy XiHKY, fKa JiKyBanacs 3a CXeMoro 1 X 2 po3nmwiIeHHs, yepe3 68 AHiB micia
HOYATKY JiKyBaHHA 6YyJI0 rOCHITANi30BaHO 3 IPUBOLY 3aXBOPIOBAHHS
BHYTpilHiX opraHiB. CTangapTHa 6ioncis IHITKA MaTKY BUABIIA KIITHHHY
JWcCIUIa3ilo, 0TKe, MaTKy OyJIo BHAaJieHo. SIBHILe MaJo JIeTKuii CTYIIiHb
TSDKKOCTI, NallieHTKa BifHOBMIAacA 3 Hacainkamu, Ha gyMKky mocninauka Ta
CIIOHCOPa, MPMYMHHO-HACII IKOBHH 3B’ 30K MiX HOCIIIKYBaHIM NpenapaToM
Ta KapUMHOMOIO IINHKU MaTKU € ManoiiMoBipHUM. 3acTOCyBaHHS
JOCIHiIXyBaHOTO Ipemnapaty 0yyo mpoaoBxeHo Ge3 3MiH, i marieHTka
3aBeplIIa BUIPOOYBaHHS.

OnHa xiHKa, fKa JiKyBaiacs 3a cxeMmoro 0,8 x 2 inranauii, yepes 23 aHi
MIpUIVMHWIA JKYBaHHA Y 3B 3Ky 3 BariTHicTio. Yepes 7 MicsiiB BOHA MIISIXOM
KECapeBoro po3THHY HapOAWIa JiBYMHKY 3 JBOCTOPOHHBOKO PO3ILLIHHOIO
BepxHBOI I'y0u Ta MigHEOiHHS, 3pOIIEeHHAM JIBOX MaJIbLiB Ha JiBiH pyui Ta
NEpCUCTYIOUUM (eTanbHUM KpoBoobiroM (MHOKHHHEI MansdopMarii). V cim’i
Oynu BUIAAKH PO3LIUIMHU BepXHBOT Iy6u Ta migne6inms (y 6abyci mo
OaTbKiBCKil NiHIT, y 6paTa). Y OIUTHHY Biq3Ha4yaBcs LiaHO3, HEBIOB3i MiCKIsA
HapoDKeHHA il MiXKITIOUMITA 10 anapary ITYYHO! BeHTWIALI JiereHb. SIBuIne
MaJIO TSKKUi cTymiHb. I1ociB KpoBi BUSBUB IpaM-IMIO3UTUBHI KOKH, 6yJI0
3acTOCOBaHO aHTHOioTHKY. Yepes 8 mHIB IUTHHA IOMepa BHACKIJOK HAMaTy
Opanukapaii (acikcis HoBoHapoKeHUX). [IpUUHHHO-HACTIAKOBMIA 3B’ 130K
MDK JOCTiKyBaHHM IpernapaToM Ta MHOXXHHHUMH Maslb(GOpMaLliiMK
JOCIIIAHUK BH3HAB TAKHUMH, IO «HEMOXUIUBO KiacuikyBaTH», CIIOHCOp —
MalOHMOBipHUMH.

Haitgacrimum HS Gyna 3actyna (iHdekiis quxaibHUX LULAXIB).

Ipo ueit cumnToM noBimomMunu 7 i3 24 manieHTiB y rpynmi JiKyBaHHA 3a CXEMOIO
1 x 2 po3nwieHHs, 8 i3 23 nauienTis y rpymi 0,8 x 2 iHrananii Ta 2 3 -

22 mauieHTiB y IpyHi 4 X 2 pO3MUIECHHA.

BincoTkoBa yacTka malieHTiB i3 HeOaxaHMMH ABHINAMy Oyna Oemo BULIOK B
rpymni JikyBaHHS 3a cxeMoro 1 X 2 posmwieHHs (79 %) nopiBHSIHO 3 rpynaMu 4
x 2 posnnenns (68 %) ta 0,8 x 2 inramanii (70 %). Kpim toro, Ginsina
nomupeHicts HS B cucTeMHO-0praHHOMY KJIaci «OpraHisM y LinoMy»
crnoctepiranacs B rpymi 1 X 2 po3nuwieHHs NOPiBHIHO 3 TpyIaMH

4 x 2 posmwieHns 1a 0,8 x 2 iHrawauii.

Buina yactora KaHIUI03Y CIOCTepiranacs B rpyIi JiKyBaHHA 3a cXeMoIo 4 X
2 po3nuneHHs (6/22 nanieHTiB) MOPiBHAHO 3 rpynaMu 1 X 2 pO3MIICHHS

(3/24 nauienriB) Ta 0,8 x 2 inramaunii (2/23 narnieHTiB).

22. BUCHOBOK (3aKJTFOYEHH)

KOH®IAEHLIIMHA IHO®OPMAIILA,
IO € BJIACHICTIO KOMIIAHII

3actocyBanHs OynecoHixy 3a cxemaMu 1 X 2 po3niieHHs, 4 X 2 pO3MIWICHHS Ta
0,8 x 2 jHramanil saificHoBanocs NPOTAroM 4-THXKHEBUX IEPioAiB.
Bunpo6ysaHHs 3aBepiuuB 21 gopocnuit manieHT BikoM Bin 27 o 62 pokiB 3
MOMIpHO TAXKKOI0 acTMOI0. PosmuneHHa OynecoHiny Oyio 3Ha4HO
eeKTUBHIIINM 3a 6araTbMa IapaMeTpaMH, IIOBiIOMIEHHMH MallieHTaMH, HiX
3aCTOCYBaHHS GyIECOHINY 3a ZOMOMOTOO T03YI04O0T0 {Hransropa. 3araioM He
OyI0 BUABIIEHO CYTTEBUX BiIMiHHOCTEH y pe3yabTaTax 3aCTOCYBaHHA
posnmieHoro 6ynecoHiny B IBOX pi3HUX J03yBaHHSX, X04a cliocTepiranacs
TeHIEHIis IO KpalIKX pe3y/IbTaTiB IpU BULIil 103i. PaHkoBi koHIEeHTpanil
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KOPTH301y B IUIa3Mi 6yIim HIDKYMMH TIPY PO3NUIICHHI BUCOKOT 1034 OynecoHiny,
HIX IIpHY IHOIMX cXeMaXx 3acTocyBaHHA npenapary. Henepen6agypannx a6o
TOKKUX MOOIYHUX peakuiit He BUHMKaNO. IIpu Beix cxeMax JiKyBaHHS y KilbKOX
MALi€HTIB CMOCTEPiraincs KaHIUI03 Ta OXPHUILIICT roocy.

Pe3ynesraTi BUIPOOYBaHHA Ha ITiACTaBi HOMIHAIBHOTO CTIOXXHBAHHA OYAECOHITY
B MiTirpaMax 3a JOTOMOTOI0 BUKOPUCTAHUX CHCTEM BBEIEHHA JEMOHCTPYIOT,
110 3aCTOCYBaHHs GyAecoHiny 3a momoMoroio HeGyaiizepa € NpuHalMHi Tak
camo e(heKTHBHIM, K BBEJGHHA 3a AoroMoro JI 3 xnanaHHuM cneicepoM.
JTopocii NaIi€HTH 3 aCTMOIO MOXYTh BUKOPHCTOBYBAaTH Gy AECOHIJ, CyCHIEH3II0
IUIA PO3MMIIEHHS, SIK AbTEPHATHBY iHTANAIMHUM KOPTHKOCTEpOinaM.

3asBHUK (BIACHUK
peectpauiiiHoro
MOCBiTJeHHS)

IMignucano y nporpami DocuSign:
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97094F653B284D5...
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[MeyaTka: Vkpaina, M. Kuis, ToBaprcTBo 3 0OMexeHoIo BimnosifaneHicTio «KACTPASEHEKA
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Ileit mepexian 3 aHIMiMCHKOI MOBH HAa YKpaiHCBKYy MOBY 3pOOJICHO MHOIO, IHepeKiajgadeM

Koctrounk FOmniero CepriiBHOIO

KOH®IJEHLIMHA IHOOPMALILS,
11IO € BJIACHICTIO KOMIIAHII

L -
/ /_éi‘_‘-_it/?/{

838 I



Clinical Trial Report

1. Name of medicinal product (Marketing
Authorisation number, if any)

Budesonide AstraZeneca (International Non-proprietary
Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the
Clinical Study Report (CSR):

AB Draco (a subsidiary of AS Astra)

P.O. Box 34

S-221 00 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sédertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AB Draco (a subsidiary of AS Astra)
P.O. Box 34

$-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4, Conducted studies:

Yes

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Medicinal product with complete dossier (stand-alone
dossier)

5. Full title of the clinical trial, code number of
the clinical trial

Budesonide suspension for nebulisation in infants with
asthma; Study 04-2213

6. Clinical trial phase

Not reported

7. Clinical trial time frame

Not reported

8. Countries where the clinical trial was
conducted

Israel, United Kingdom, Denmark

9. Number of subjects

Planned: 30
Actual: 37 randomised

10. Primary and secondary objectives of the
clinical trial

The primary objective was to determine whether budesonide
suspension for nebulisation could replace single dose
alternate morning prednisolone treatment in the prophylaxis
of steroid-dependent severe asthma in preschool children.

11. Clinical trial design

Double-blind, randomised, placebo-controlled,
parallel-group study.

12. Key inclusion criteria

Children, male and female, must be aged between 10 and
60 months old at the time of admission and have
steroid-dependent asthma.

CONFIDENTIAL AND PROPRIETARY
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13. Investigational medicinal product, method
of administration, strength

Budesonide suspension for nebulisation (0.5 mg/mL),
dispensed as 2 mL respules, sealed plastic single dose
ampoules and administered at room temperature with a
Hudson Up-Draft Neb-U-Mist 1713 nebuliser.

14. Comparator, dose, method of
administration, strength

Placebo suspension for nebulisation, dispensed as 2 mL
respules, administered at room temperature with a Hudson
Up-Draft Neb-U-Mist 1713 nebuliser.

15. Concomitant therapy

During the active study period, the parents were told to give
additional terbutaline by nebulisation as needed to control
symptoms up to a maximum of 5 times per 24 hours. If more
was requested, they were instructed to contact the physician
immediately. The dosage of long-acting theophylline was
continued as during the run-in period.

16. Efficacy endpoints

Dose of prednisolone (mg/kg body weight) and child’s
health (visual analogue scale 0 to 10 cm).

17. Safety endpoints

Laboratory examinations (throat swabs for candida
infections), adverse events (AEs), serious AEs (SAEs) and
withdrawals due to AEs.

18. Statistical methods

All data were analysed using conventional statistical
techniques and based on all patients treated. The primary
variables were the changes in prednisolone consumption,
symptom scores and number of B2-agonist nebulisations. For
diary data, averages were formed for each patient and each
diary variable over the last run-in week and weekly during
the study and the follow-up period. Two-tailed unpaired
t-tests were used for between-group comparisons (double-
blind part) and paired t-tests for within-group analysis
(double-blind part and open follow-up part).

19. Demographic data of the study population
(sex, age, race, etc.)

A total of 37 patients were randomised in the study, 36 of
whom (24 boys, 12 girls) were included in the statistical
analysis and 1 patient did not receive any study medication.
Their mean + standard deviation (SD) age was

26.7 = 13 months (range 9 to 60 months), they had a mean +
SD weight of 12.0 + 2.4 kg (range 7.8 to 17.0 kg) and a
mean £ SD height of 85.9 + 9.0 cm (range 68.6 to 107 cm).
They suffered from asthma on an average of

17.5 + 8.7 months (range 3 to 42 months) and were treated
with oral steroids every other day at a mean dose of

1.3 + 0.5 mg/kg body weight (range 0.78 to 3.57 mg/kg
body weight) as recorded at Visit 2. All patients were treated
with oral steroids before enrolment as recorded at Visit 1,
and 10 patients were, in addition, treated with inhaled
beclometasone, which was discontinued after Visit 1.

20. Efficacy outcomes

There was a statistically significant difference in oral steroid
reduction between the groups after 2 months of treatment
(p = 0.046). The dose of oral prednisolone was decreased by

CONFIDENTIAL AND PROPRIETARY
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52% and 80% after 1 and 2 months, respectively, in the
budesonide group and 24% and 41%, respectively, in the
placebo group. The parents’ assessment of their child’s
health status also showed a statistically significant difference
in improvement between the groups (in favour of
budesonide) after 1 month (p = 0.006) and 2 months

(p = 0.0008). These results were further corroborated by the
recordings in the daily diary cards maintained throughout the
study.

When the placebo treated patients were switched over to
budesonide treatment, the prednisolone dose decreased
further and was significantly lower after 2 months

(p <0.00001) of budesonide treatment, with ensuing
improvement in the child’s health status (p = 0.0045 and

p = 0.00005 at Visits 5 and 6, respectively) according to the
parents’ assessment.

21. Safety outcomes

AEs reported were not unexpected in nature or frequency for
the treatment with inhaled budesonide. No undue safety
concerns were identified in the study and there was no
difference in the characteristics of AEs between the groups.
No SAEs were reported, and no patients withdrew from the
study due to AEs.

22. Conclusion (findings)

Budesonide suspension for nebulisation at a dose of 1 mg
twice daily improved the health in children with severe
steroid-dependent asthma. Budesonide suspension for
nebulisation significantly decreased the dose of oral steroids
required, while improving health in the children. Budesonide
suspension for nebulisation was well tolerated.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:

‘ Jauakumar Lurunatlan.
A7004FE53B28408,

Dr Jayakumar Gurunathan

(full name)
s A
""ﬁ}?j;m.-? 00
ol b
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[lepexnan 3 aHrmifickkoi MOBHM Ha yKpaiHCEKY MOBY

3BIT Mpo KIiHIYHE BUIPOOYBaHHS

1. Ha3Ba nikapcbkoro 3aco0y (3a HasBHOCTI —
HOMEp peecTpauiifHOro NocBiT4eHH:)

Byneconin Actpa3eHeka (MibkHapoiHa HeMaTeHTOBaHA
Ha3Ba — OynecoHin)

2. 3agBHHUK

Jani BoacHnka peecTpauiiinoro noceinuenng (BPII).

3a3HaMeHi v 3BiTi npo kiainiyne BunmpodyBanus (3KB):
AB Jlpaxo (AB Draco) (nouipsas oprasizaunis komnanii AC

Actpa [AS Astra])

IlomroBa ckpuHbka 34, S-221 00, JIyun, llgemnis (P.O. Box 34
S-221 00 Lund

Sweden)

Jani BPII na noTouynmii MOMEHT:

Acrtpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e, LlIgenis (SE-151 85 Sodertilje
Sweden)

3. BupoGHuK

Jdani BupoGHuKa, 3a3Ha4veHi y 3KB:

AB [lpako (no4ipHsa oprasizanis komnasii AC Actpa)
TTomitoBa ckpuHbKa 34

S-221 00, JIynn,

IBemnis =
[Maui BHpOGHHKA HA MOTOYHMH MOMEHT:

Actpa3eneka Ab

SE-151 85 Conepran’e,

1genis

4. TTpoBeieHi HOCTiKeHHA:

Tak

1) Tun nikapceKoro 3aco0y, 3a AKAM
npoBoamiiacs a0o IUTAHYETECS PeECTpaLlis

Jlikapcrkuit 3aci6 3a TIOBHUM OCHE (ABTOHOMHE JOCHE)

5. IToBHa Ha3Ba KIiHiYHOr0 BUIPOOYBaHHA,
KOJOBaHMH HOMep KIiHIIHOro BUIPOOyBaHHA

3acTocyBanHsA OynecOHinY, CycleH3il A pO3NUICHH, Y AiTeH
MOJIOALIOrO BiKy 3 acTMO10; BUNpoOyBanHs 04-2213

6. daza wiiHiYHOTO BUIIPOOYBaHHA

He HOBi,I[OMJI}IGTLCﬂ

7. Ilepion npoBeneHHs KIiHIYHOTO
BUIPOOYBaHH:A

He nmoBimomnseTses

8. Kpaiuu, fe mpoBoawiocs KIiHi4He
BUIIPOOYBaHHA

I3pains, BenukoGpurauis, Hanis

9. KinpkicTh gociimxyBaHux

3amnanopaHa: 30
QaktiyHa: 37 paHIOMi30BaHHX

10. MeTa Ta BTOpHHHI LiJi KIiHI9YHOT'O
BuInpoOyBaHH:A

Meroro BunpoOyBaHHa 0yJI0 BUSHAYUTH, YA MOke OyIecoHiz,
CyCHeH3id U1 pO3NWISHH!, 3aMiHATH c06010 0JHOPa3OBHH
NPHIfOM NPeIHI30JI0HY BpaHIli KOXXHOTO JpYyroro THA Uit
MpodiJIaKTHKH CTEPOiA-3aIeKHOT TSKKOT aCTMHU Y IiTel
JOIIKLIIBHOTO BiKy.

11. Ou3aiie kriHivHOrO BUNpOOyBaHHA

Toggiiine ciine, paHnoMizoBaHe,
w1a1e00-KOHTPOJIbOBaHe BUNIPOOYBAHHS B
apaTeSIbHAX IpyIax.

12. OcHoBHi KpuTepil BKIIOYEHHA

JliTu yomnoBivoi Ta >kiHOWOT cTaTi 3i cTEpOIN-3aJIeXKHOI0
acTMOI0, BiK AKMX Ha MOMEHT BKJIIOYEHH: Y BUIIPOOYBaHHA
cTaHoBHTS Bix 10 10 60 MicsuiB.

KOH®IJIEHLIMHA THOOPMATILA,
1110 € BJIACHICTIO KOMITAHIT
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13. MocnimkyBaHuii Jlikapchbkuit 3aci6, cnoci6
3aCTOCYBaHHA, CHIa il

BynmecoHiz, cycnensia mid posnmwieHHs (0,5 Mr/mi),
po3dacoBaHa B repMETHYHI IJIACTMACOBi OJJHOO30BI aMITyJIH
€MHICTIO 2 MJI, 32CTOCOBY€EThCA 32 KIMHATHOI TeMIIepaTypH 3a
nonomororo HeGynaitzsepa Hudson Up-Draft Neb-U-Mist 1713.

14, [penapar MOpiBHAHHA, K03a, CIOCi0
3aCTOCYBaHHSA, CHJIa Aii

Cycnensis mwiane6o s po3MWICHHS iHrasnii, posdacoana
B aMITyJIi EMHICTIO 2 MJI, 3aCTOCOBYEThCA 3a KIMHATHOI
TEMIIEpaTYpH 3a JONoMOorow HeGymaiizepa Hudson Up-Draft
Neb-U-Mist 1713.

15. CymyTHa Teparmis

TIpoTaAroM akKTUBHOrO nepiofy BUNPOOyBaHHS allieHTH MOTJIH
3a MOTpeGH JOAATKOBO OTPUMYBATH TepOyTATiH LUIIXOM
PO3LIICHHA /1 KOHTPOJIIO CUMIITOMIB, aJie He Ginbie 5 pasis
Ha 106y. V pasi HeoGxigHocti OUibiIo] xo3u moTpibHO Oymo
ozpasy 38’ s3aTrcA 3 TikapeM. [Ipuiiom Teodininy TpuBamof mii
IPOTOBXKYBAJIH B Takill camiii 1o3i, sk i mpoTaroM BBigHOTO
nepiony.

16. Kpurepii oniHkd eeKTUBHOCTI

Ho3a npeaHi3010Hy (MI/KI MacH Tina) Ta CTaH 340pOB’s
JMUTHHH (32 Bi3yallbHOIO aHATOTOBOIO WKaIok Bix 0 1o 10 cm).

17. Kpurepii oniHku Ge3nexu

JlaGopaTopHi HocHimKeHHs (Ma3KH 3 ropiia IJI1 BUABJICHHA
KaHIUIO3HUX iHdekuiit), Hebaxani spumia (HT), cepiiosni H
(CHJI) Ta npuMUHEHHA 3aCTOCYBaHHA NIpenapary B 3B A3KY 3
HAL

18. CraTucTHYHI METOAN

Jlani Bcix mauieHTIB, AKi OTPHMYBaNH JIiKyBaHHA,
aHaNi3yBaucs i3 3aCTOCYBaHHAM CTAHAAPTHUX CTATHUCTHYHHX
MeToiB. OCHOBHMMHE 3MIHHUMHY 6YyIM 3MiHH Y CHOXKUBaHHI
NpeaHI30JI0HY, TOKa3HUKY OLiHKYA CHMIITOMIB Ta KLTbKiCTh
posmiieHs f2-aronicra. Illo cTocyeThed JaHUX y MIOASHHHUKY
THALi€HTa, /I KOXKHOTO MallieHTa PO3paxoBYBAIINCA CEPENHi
3HAYEHHA BCiX IIOKa3HUKIB 3a OCTaHHiM TIKIAEHb BBIIHOTO
TIepioy, @ TAKOXK IIOTIKHA B NIEpio/] BUNPOOYBaHHA Ta
MOAAIBIIIOTO CIIOCTEPEIKSHH. 171 MOPiBHAHB MiX IpyHaMH
3aCTOCOBYBAINCS JBOCTOPOHHI HemapHi t-kpuTtepii (noABifHMI
ciinuit nepiox), a Ui aHANI3y B MeXax IpyIH — HapHi
t-kpuTepii (moaBiitHuiA crrimuii mepiox i BixkpuTHii nepion
MOAABIIOTO CTIOCTEPEKEHHA).

19. OemorpadiuHi MOKa3HUKH AOCIiIKyBaHOT
nomyssuii (craTh, Bik, paca TOILIO)

Veworo y BunpoOyBaHHi 6yiu paHIoMizoBaHi 37 HaLi€eHTIB,
36 i3 axux (24 xnomuuky, 12 aiB9aToK) OyNH BKIHOUYEH y
CTAaTHCTHYHUM aHali3, a 1 malieHT He OTpUMaB KOJHOT NO3H
JociimkysaHoro npenapary. CepenHiit Bik = craHfapTHe
Bigxunenns (SD) ctaHosuB 26,7 + 13 micauis (y Aiana3oHi Bif
9 mo 60 Micsuis), cepenus Bara+ SD — 12,0 £ 2.4 xr (y
niamaszoni Big 7,8 mo 17,0 xr), cepexHiii 3pict + SD — 85,9 £
9,0 cMm (y miamasoni Big 68,6 1o 107 cM). CraHoM Ha JaTy
BisuTy 2 TpUBaNicTh 3aXBOPIOBAHHA Ha aCTMY CTAaHOBHIIA B
cepequboMy 17,5 + 8,7 micanis (y mianasoHi Bin 3 no

42 MicAuiB), AiTH TpUiMaTH NepopaibHi cTepoiny Yyepe3 NCHb
y cepenHiit no3i 1,3 + 0,5 Mr/kr Macu Tina (y nianasosi Bin 0,78
10 3,57 Mr/kr MacH Tina). Sk Gy0 BCTaHOBIEHO Mif 4ac
Bisuty 1, BCi manieHTH 10 BKIIFOYEHHS Y BUIIPOOYBAaHHA

KOH®IIEHLIMHA IHOOPMAIILS,
1110 € BJIACHICTIO KOMIIAHII
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npuiManu nepopansHi crepoiny, a 10 mamicHTiB 10IATKOBO
3aCTOCOBYBaJIM iHranAniiiHuit GexiomMeTa3oH, OTpUMaHHS
skoro 6yno npunuHeHo micns Bisuty 1.

20. PesyabTaTd epeKTUBHOCTI

Yepes 2 MicAni mics MOYATKy NiKyBaHHS CIOCTepiranacs
CTATHCTMYHO 3HAYyINa PisHULA MiX rPYIaMH y 3MEHIIEHH]
CIIOXKUBAHHSA TIEpOpanbHUX crepoini (p = 0,046). V rpyni
3aCTOCYBAHHA OyeCOHiMy 103a NEPOPaIBEHOTO MPEIHI30I0HY
sHmsmIaca Ha 52 % Ta 80 % uepes 1 Ta 2 Micsii, BiOmoBifHO; ¥
rpyni 3acTocyBaHHs Iwiane6o — Ha 24 % ta 41 %, BigmosinHo.
OuiHka CTaHy 30pOB’s IiTeli 6aThbkaMu TaKOXK IoKaszana
CTATUCTHYHO 3HAYYIY Pi3HHULIO B HOKpAIIEHHI MDX rpynaMu
(ua kopucTh OyaecoHiny) gepes 1 micanp (p = 0,006) Ta

2 micsui (p = 0,0008). Lli pe3yabpTaTi miaTBEpAXKyBAIHCA
3aIlHCaMH Y [IOJSHHUKaX, AKi 3alI0BHIOBAJINCS IOAHA
MPOTArOM YCHOTO MEPioAy AOCTiIKEHHS.

3a omiHKOIO 6aThKIB, IIPH IEpEBEeACHH] NaLlieHTIB 3 [U1anedo Ha
OyIecoHi no3a MpeIHi30I0Hy NPOAOBKYBaIa 3MeHI.IIyB;TI/IC${
Ta 6yJia 3HAYHO HIDKYOKO micys 2 micsuis (p < 0,00001)
3aCTOCYBaHHA OYIECOHINY, IO CYIPOBOKYBANIOCS
HOKpAIeHHAM CTaHy 370poB’s xuTuHu (p = 0,0045 Ta p =
0,00005 mix yac BisuTie 5 Ta 6, BiTnoBigHO).

21. Pesyneraty 6e3nexu

XapakTep i 9acToTa 3apeecTpoBaHux HI 6ynu XapakTepHUMH
JJIs 3aCTOCYBaHHA iHrayAniiHoro 6yneconimy. Iporarom
JOCIiUKeHHS He GyI0 BUSBIICHO HAAMIpHUX pobieM O6e3MeKH,
a TAKOX BiMIHHOCTeM MiX rpymaMu y xapakrepuctukax HAL
He Gymno 3apeectposaro CHA, xoJeH nalicHT He OyB
BUK/OYeHHH 3 BUNpoOyBaHHA y 3B’ a3Ky 3 HJL

22. BHCHOBOK (3aKTIOUEHHS)

BylecoHi, Cycnensis As po3IWIeHH, y A03i 1 Mr ABidi Ha
o6y HOKpaIuB CTaH 3J0POB° S Y AiTel i3 THKKOO
CTEpPOIN-3aJIeKHOI0 ACTMOI0. 3aCTOCYBaHHA OyIecOHiLY,
cycreHsii 715 pO3MUISHHS, N03BOJIMIO CYTTEBO 3HH3UTH
HeoOXiHy 103y IEpOPAILHUX CTEPOINB Ta MOKPALIMIO CTaH
30pOB’A AiTeil. By#ecoHix, CycrneHsis I po3mmwieH s, 1o0pe
HepeHOCHBCS.

3agBHUK (BTACHUK
peecTpauifHoro OCBiTIECHH)

ITignucano y nporpami DocuSign:
/mipnuc/
97094F653B284D5...

JI-p JDxaskymap Typynaran (Dr. Jayakumar Gurunathan)
(IT1B)

/migmuc/

Ieuatka: Yipaina, M. Kuis, ToBapuctso 3 o6MexeHoro Biamosinanbricio «KACTPASEHEKA

KOH®IIEHLIMHA THOOPMALILA,
1110 € BJIACHICTIO KOMITAHII

VKPATHA », Inentndikaniiauit kox 37037434.
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Autherisation Holder (MAH) details in the Clinical
Study Report (CSR):

Astra USA, Inc.

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra, Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

4. Conducted studies:

Yes

1) type of medicinal product for
which registration was conducted or
planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

Budesonide nebulising suspension as an oral steroid sparing agent in
adult patients with chronic asthma, Study 04-2270

6. Clinical trial phase III

7. Clinical trial time frame From November 1990 through January 1993
8. Countries where the clinical trial United Kingdom (UK)

was conducted

9. Number of subjects Planned: 40

Actual: 39 randomised

10. Primary and secondary objectives
of the clinical trial

The objective was to assess the ability of 4.0 mg twice daily (BID)
budesonide nebulising suspension to replace oral steroid use by adult
patients with chronic asthma.

11. Clinical trial design

Double-blind, randomised, parallel-group, comparative study.

12. Key inclusion criteria

Adult patients with asthma requiring daily use of at least 0.8 mg
inhaled steroid and 7.5 mg oral prednisolone and forced expiratory
volume in 1 second (FEV1) > 50% predicted.

13. Investigational medicinal
product, method of administration,
strength

Budesonide nebulising suspension administered continuously via
Medic-Aid System 22 nebuliser plus Mizer mist saver, connected to a
Medic-Aid CR60 compressor: 4.0 mg BID (2.0 mg/mL) and

0.5 mg BID (0.25 mg/mL).

14. Comparator, dose, method of Not applicable.
administration, strength
CONFIDENTIAL AND PROPRIETARY 1of3
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15. Concomitant therapy

Terbutaline nebuliser solution (Bricanyl Respules®) 5 mg BID via a
System 22 Acorn nebuliser plus Mizer mist-saver with mouthpiece in
conjunction with CR60 high flow compressor (Medic-aid Limited,
Sussex, UK).

Inhaled P-agonist therapy other than that supplied was permitted on
an as-required basis.

Any other usual medication was permissible.

16. Efficacy endpoints

Clinical assessments: spirometry (FEV, forced vital capacity [FVC])
Patient diary cards: daily use of oral steroids; use of other asthma
medications; morning and evening peak expiratory flow (PEF);
morning and evening asthma symptoms (0 to 3 scale).

17. Safety endpoints

Clinical chemistry, haematology and urinalysis (including creatinine
and cortisol levels).

18. Statistical methods

Wilcoxon’s rank sum tests.

19. Demographic data of the study
population (sex, age, race, etc.)

There was a slight imbalance between the numbers of patients
randomised to the 2 groups: 18 received budesonide 1 mg daily and
20 (1 patient was also randomised to budesonide 8 mg but it is not
known if they took any) received budesonide 8 mg daily.
Demographic characteristics for age, height, weight, sex, ethnic
origin and duration of asthma were comparable.

Budosonide Budesonide Qverall
1mg B

Age (yrs) n 18 21 39

Min 31 27 27

Marn 49.3 46.9 48.0

SO 143 4.7 14.4

Max 75 69 75

Heighl {cm) n 18 21 39

Min 138 158 138

Mean 163.8 166.% 165.3

sD 12.8 8.3 10.86

May 181 179 i81

| waeight () n 18 21 39

Min 50.1 847 50.1

Mean 72.8 78.3 75.4

sD 19.8 14.7 17.2

Max 120.0 111.0 128 0

Duration of n 17 21 38

Asthma (yrs) Min 3.0 3.9 3.0

Mean 23.7 20.1 21.7

sD 14.0 1541 145

Max §7.0 55.2 65.2

Sex Mals 8 10 18
Fomala 10 11 214}
Ethnic Or. Caue. 18 20 asB ‘
Afro-Car, 0 1 1]

20. Efficacy outcomes

Thirty-nine patients between the ages of 27 to 75 years (mean £
standard deviation age 48.0 + 14.4 years) were randomised into the
study, out of which 37 were evaluable for efficacy.

CONFIDENTIAL AND PROPRIETARY
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The mean reduction in oral prednisolone between entry and
completion/withdrawal was 9.4 mg for each group.

Twelve out of 20 patients (60.0%) in the 4.0 mg BID budesonide
nebulising suspension group were able to reduce their oral
prednisolone use to 0 mg, compared with 7 out of 17 patients (41.2%)
in the 0.5 mg BID treatment group, with no statistical differences
(p>0.2).

Furthermore, there were fewer asthma exacerbations in the 4.0 mg
BID treatment group compared with the 0.5 mg BID treatment group.
PEF values were maintained (ie, did not deteriorate) during the study
when the patients were undergoing the oral steroid reduction, with no
significant differences between treatment groups (p > 0.2). Both the
mean FEV, and FVC values were slightly reduced between the
measurements taken at randomisation and at the end of the study,
with no statistical differences between treatment groups (p > 0.2).

21. Safety outcomes

Of the 39 randomised patients, 38 were analysed for safety. There
were no deaths or discontinuations due to adverse events (AEs)
reported during the study. There was a total of 3 serious AEs reported
in 3 patients during the study. The numbers and types of AEs
reported during the study were similar between treatment groups.
Results from the laboratory assessments were only available for just
over half of the patients, with no notable adverse findings.

22. Conclusion (findings)

The study design employed in this protocol was faulty. For example,
there was no existing evidence that the starting levels of oral
corticosteroid were optimal for each individual patient, and no such
assessments were performed during the study. Therefore, patients
could have been receiving higher doses of oral steroids than
necessary, enabling dose reduction with no detriment in asthma
symptoms. Also, the high dose of daily nebulised terbutaline (5 mg
BID) may have masked the asthma symptoms during the reduction of
the oral corticosteroids. In addition, the doses of oral steroids were
reduced weekly. This was possibly too short a period for many
individual’s symptoms to appear. Finally, the design of choice should
have included a parallel placebo arm. However, such a comparison
was considered unethical, and the local ethics committee would not
allow the placebo arm in this type of patient population. As a
consequence, it was not possible to make definite conclusions about
the efficacy and safety of 4.0 mg BID budesonide nebulising
suspension as an oral steroid sparing agent compared with 0.5 mg
BID dosing.

Applicant (Marketing
Authorisation Holder)

DoeuSigned by
| Dayalumar Swwnathan
GTUG4FES3IBIBADS..,

Dr Jayakumar Gurunathan

(full name)
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[epekian 3 aHrTiICEKOI MOBH Ha YKPaiHCEKY MOBY

3BiT IIpo KIiHIYHE BUIPOOYBAHHS

1. Hassa sixapcekoro 3acofy (3a
HasBHOCTI — HOMep peecTpaLiifHoro
TTOCBiTYEHHA)

Byneconin Acrpa3eHeka (MiXkHapoJHa HE[IaTCHTOBAHA Ha3Ba —
OynecoHin)

2. 3agBHHUK

Jani snacuuka peecrpauiiinoro nocsiguenus (BPID), 3azuavyeni y

apiTi mpo xkiiniuxe Bunpobypanns (3KB):
Actpa 10.Ec.Eit., Ink. (Astra USA, Inc.)

Jlani BPIT na moTo4yHMii MOMEHT:

Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e, Llsewis (SE-151 85 Sodertilje
Sweden)

3. BupobHnk

Nani BupobuuKa, 3azuayeniy 3KB:
Acrtpa, llIBenis

Hani BupoGHAKa HA NOTOYHUIT MOMENT!
Actpa3eneka Ab

SE-151 85 Cozmeprarn’e,

LBemnis

4. TIpoBefieHi JOCIiKEHHS:

Tak

1) THII JiKapCcHKOTO 3aco6y, 3a AKUM
npoBoammacs abo MIaHyeTbCA
peecTpartis

Jlikapchkuii 3aci6 3a TOBHUM HOCHE (aBTOHOMHE JIOCHE)

5. TloBHa Ha3Ba KJIiHIYHOTO
BHIMPOOYBaHHA, KOAOBAHUH HOMED
KIiHIYHOrO BUIPOGYBAHHA

ByzecoHiz, cycrieHsis s po3MMICHH, AK CTepoin-36epirarodnii
Hpenapar [ JOPOCIHX MALEHTIB i3 XpOHIIHOIO aCTMOIO;
punpoGyBanHs 04-2270

6. ®a3a KIiHIYHOrO BUNPOOyBaHHA

III

7. Ilepiox npoBeAeHHs KIiHIYHOTO
BUNPOOYBaHHA

3 nucromana 1990 poky no cideHb 1993 poky

8. Kpainu, ie npoBOAMIOC KIiHiUHe
BUnpoOyBaHHA

BenukoOpuTaHis

9. KinekicTh DOCIimKyBaHHX

3amiaHoBaHa: 40
daxTryHa: 39 paHIOMi30BaHUX

10. MeTa Ta BTOpHHHI LTI KIiHIYHOTO
BUNpoOyBaHHsA

Metoro BUnpoSyBaHHs GyJ10 OLIHATH 30aTHICTE OyaecoHiny, cycrensii
JUIS pO3MHUNEHHs, y 1031 4,0 Mr ABiui Ha 706y (BID) 3aminuTu co6oro
3aCTOCYBaHHA EPOPANBHUX CTEPOINiB y JOPOCIMX NAILiCHTIB i3
XPOHIYHOIO aCTMOIO.

11. Jlusaiin K1iHi4HOTO BUNPOOYBaHHL

IMonsiiine cine, pannoMizoBaHe, IOpiBHAIbHE BUIPOOYBaHHS B
mapalelbHUX Ipynax.

12. OcHOBHi KpUTepil BKIFOUESHHS

Jopocni marjieHT! 3 acTMOI0, AKi NOTpe6yIOTh IMOASHHOTO N
3acTocyBaHHs lioHaliMeniue 0,8 Mr iHranauiitaoro crepoiny ta 7,5 Mr
HEPOPAILHOTO TIPEIHI30I0HY, Ta Y AKX 00’ €M GOPCOBAHOTO BUAMXY 32
nepiy cekyHay (O®B;) cTaHoBUTE >50 % Bill HaJIE)KHOTO.

13. Jocmimxysanuii ikapchkuit 3acio,
Ccroci6 3acToCyBaHHA, CHIIa il

KOH®IIEHIIIAHA IHOOPMALILS,
11O € BJIACHICTIO KOMITAHII

BynecoHiz, cycnensis Ais po3MIIEHH, 10 BBOAUTECA Ge3nepepBHO 3a
JonomMoromo HeGynaizepa Medic-Aid System 22 Ta IpucTpOIO [TA

134

b0



JI030BaHOI0 po3nwieHHsA Mizer, nia’efHaHOTO 10 KOMIpECopa
Medic-Aid CR60: 4,0 mr BID (2,0 Mr/mi) Ta 0,5 mr BID (0,25 mr/mn).

14. Ilpenapat nopiBHAHHA, 1034,
croci6 3acTocyBaHHS, cHIa Ail

He 3aCTOCOBYETECA.

15. CymyTHs Tepamnis

TepOyranin, po3uuH mis posnwieHHA (Bricanyl Respules®) 5 mr BID,
III0 BBOJUTECS 32 JOTIOMOTO0 HeOynaitzepa System 22 Acorn Ta
TIPUCTPOIO UL TO30BAHOTO PO3NUIEHHS Mizer 3 MyHAIITYKOM,
I’ € AHAHOTO O BUCOKOIPOAYKTHBHOTO KoMmpecopa CR60 (Medic-aid
Limited, Cyccexc, Benuko6purasis).

3a noTpe6H JO3BOJAIACA Tepallis iHUM [3;,-aroHicToM, Hix ToH, 10
HaJaBaBCA.

JTorryckanocs 3acToCYBaHH! OyIb-SKOTO iHIIOr0 3BUYHOrO J1iKapChKOro
3aco0y.

16. Kpurepii oninkn edpeKTHBHOCTI

Kuiniyna ominka: cripoMetpis (O®B), dopcoBaHa KUTTEBA EMHICTB
neress [DXKEI])

II{oaeHHNK NalieHTa: IOICHHE CIIO)KMBAHHS NIEPOPATLHAX CTEPOIAiB;
3aCTOCYBAHHA iHIMHX NPOTHACTMATIYHUX ITPEMapaTiB; MikoBa
mBuaKicTs Buauxy (IT1IB) BpaHLi Ta BBeUepi; BUpaKeHICTh CHMIITOMIB
acTMH BpaHIli Ta BBeuepi (3a mkanoro Bix 0 no 3).

17. Kputepii ouinku 6e3mekn

BioxiMiunmii aHai3 KpoBi, 3aralsHUiT aHATI3 KPOBI, aHATI3 cedi (B TOMY
YyHCHi BU3HAUYEHHS PiBHIB KpeaTHHIHY Ta KOPTU30IY).

18. CratucTHUHI METOAH

Kpurepii cymu panrip YilkokcoHa.

19. OemorpadiyHi MOKasHAKH
IocIiKyBaHoT nomynsanii (crats, BIK,
paca TouIo)

KOH®IJEHLIMHA [HOPOPMALILS,
1110 € BJIACHICTIO KOMITAHII

CniBBigHOIIEHHS KUIBKOCTI Malli€HTiB, pAHAOMI30BaHUX Y 2 TPYIIH,
Gyno memo nopymesnm: 18 manienTis oTpuMyBans 6yecoHin y 103

1 mr Ha 106y, a 20 mauieHTiB — y 1031 8 Mr Ha K06y (e 1 mauieHT OyB
paHmoMi30BaHuUii y TpyITy 3acTOCYBaHHA 6yecoHiny B 103i 8 Mr, ane
HEBiZOMO, Y¥ OTPHMaB BiH X04a 6 ogHy K03y). JeMorpadidni
MoKa3HUKH (BiK, 3picT, Maca TiNa, CTaTh, €THiYHE MOXOKEHHA Ta
TPHBANICTh acTMH) OyJIH 3iCTABHHUMIL

B; ia ) ix Yevoro
1 mr 8 mr
Bik (pokis) n 18 21 39 =
Min 3l 27 27
Cepeane IHaUCHHA 49,3 46,9 48,0
f&‘"ﬂﬁ)" L 143 14,7 14,4
Maxc, 15 69 75
3picr (cm) ] 18 21 39
Min. 138 155 138
Cepeane 3HAYCHAR 163,8 166,5 165,3
SD 12,8 83 10,6
Makc 181 179 181
Maca tina (kr) n 18 21 39 -
Min 50,1 54,7 50,1
CepenHe JHaucHHA 72,8 78,3 75,6
SD 198 14,7 172
Makc. 1280 111,0 128.0
Tpui?anim actmMu | D 17 21 38
Gpoxiz) Min, 3,0 3,0 30
CepeaHe IHAUCHHR 23,7 20,1 21,7
SD 14,0 15,1 14,5
Maxc, 57,0 65,2 65,2
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Crars Yonopiya 8 10 18

Kinoua 10 11 2]

Etniune Enponedicske 18 20 38
MOXO/KCHHA

0-xApUECHKE 0 1 |

20. PesynbraTté epeKTHBHOCTI

JUis BrnpoOyBaHHA 6ynu panaoMizoBaHi 39 manieHTiB BikoM Bin 27 10
75 pokiB (cepenHii Bik + CTAaHAAPTHE BiMXIWIEHHA cTaHOBHB 48,0 +
14,4 pokiB), 3 skux 37 migArany OUiHIOBaHHIO €(EeKTHBHOCTI.
Cepenine 3MeHIIEHHA 00’ €My CTIOXKHBAaHHS EPOPAIBHOTO
TPEAHI30I0HY Bil MOMEHTY BKIIOUEHHS B JOCITIKEHHA 10 -
3aBepIICHHS/BUXOIY 3 AOCIIDKEHHA CTAHOBIIIO 9,4 MT y KOXKHil Ipyri.
3MeHIUTH 06’ €M CIIOKUBaHHA IEPOPAIBHOTO NpeAHi30noHy 10 0 Mr
3mormd 12 i3 20 nauientis (60,0 %) y rpymni 3actocysanHs OyIecoHiny,
cycnensii Juis posnmieHHs, B 103i 4,0 mr BID Ta 7 i3 17 naujenris
(41,2 %) y rpyni 3actocyBanHs go3u 0,5 mr BID, npu npomy
CTAaTUCTHYHO 3HAYYMIOT Pi3sHULI He criocTepiraiocs (p > 0,2).

KpiM Toro, B rpyni 3acTocyBarHs 7031 4,0 Mr BID Binznaganocs MeHie
BUIIAZKIB 3aroCTPEHHS aCTMH, HiX Y TPYIIi 3aCTOCYBaHHA A03U 0,5 MT
BID. IpotaroM sunpo6ysanus nokasuuky [111IB 36epiranucs (To6to
He MOTIpIIYBaIKCs) NPH 3SMEHIIEHH] CITOKUBaHHA IEPOPATbHOIO
CTepoiny, IpH LbOMY CTATHCTHYHO 3HAYYIIOl Pi3HHMLI MiX IpynaMu He
cnoctepiranocs (p > 0,2). Cepenni nokasanku O®B ta OKEJI 6ynu
HENo HIKYAMH HaNpHKiHI[i BUNPpOoOYBaHHA, Hi’)k HA MOMEHT
pangoMizaii, [P [IbOMY CTATHCTHYHO 3HAYYILOT Pi3HMIII MiX rpynamu
He criocTepiranocs (p > 0,2).

21. Pe3ynbTaTd O€3MEKH

Ananizy Ge3nexu mimiranay aati 38 3 39 paHIOMi30BaHNX MAILiEHTIB.
IIpoTsaroM BUNpoGyBaHHA He GYJ0 3apeecTpOBaHO BUIA/IKIB cMepPTi a6o
IpUIMHEHHS JIKYBaHHA Y 3B 3Ky 3 HeOaxanumu apumamu (HA).

V nepion BunpoGysaHHs Gyo 3apeecTpoBaHo 3 cepito3ni HA y

3 manienTtiB. Kinskicts i Tun HSI, 3apeecTpoBaHUX NPOTATOM
BUIPOOYBaHHs, Gy1 NOAIGHAME B 060X rpynax JikyBaHHs. Pe3ynabTaty
na6opaTopHUX AOCIiMkeHb OyH HasBHi TPOXH OiNbIIe HiX Y TIOJIOBUHH
HAli€HTIB, IOMITHHX HECTIPUATINBUX NaHHUX BUABJICHO He OyJIO. —

22. BUCHOBOK (3aKTIOUEHHs)

JTuzaiin BUIpoGyBaHHs, IPOBEIEHOr0 38 LM IIPOTOKOJIOM, OyB
HeJockoHanuM. Hanpukian, He Oya0 OaHWX, SAKi MiATBEpLKYyBallH, 10
H04aTKOBI piBHI MEpOpaILHOTO KOPTHKOCTEPOINY OYIIH ONTHMAIbHUMU
JJ11 KO)KHOTO OKPEMOTO Talli€HTa, i IPOTAroM BHIPOOYBAHHA TaKi
OIIHIOBAHHA He TPOBOMWIHNCS. TakuM YHHOM, MAIiCHTH, MOXUIHBO,
OTpMMYBAJIM BHILI 03K EPOPANLHUX CTEPOiliB, Hixk He06XiAHO, MO
IaJI0 MOXUIHBICTE 3HHU3HUTH A03Y (€3 MOTIpIIeHHs CHMIITOMIB aCTMH.
Bucoka moaeHHa 103a TepOyTanidy wis posnwieHH: (5 Mr BID) TaKoX
MOTJIa 3aMacKyBaTH CHMITOMH acTMHM IIPH 3MEHIIEHHI CIIOXUBAHHA
HepOpaIbHUX KOPTHKOCTEpOiniB. KpiM Toro, mo3u mepopajibHuX
CTEpOiNliB 3MEHIIYBAIIUCS IIOTIKHA. MOXIIMBO, 711 6araTh0X NalicHTiB
LLOTO Yacy Oyio 3amMaiio, mo6 3’ ABHINCA CUMITOMH. I HAOCTaHOK,
BHOpOGYBAHHSA TAKOTO AM3aliHy nepenbdadae GopMyBaHHSA NapaielbHO]
TpymH, A€ 3aCTOCOBYEThCA IIane6o. IpoTe Take NOpiBHAHHA OyIi0

KOHOIJIEHIIMHA THOOPMALLA,
1110 € BJIACHICTIO KOMITAHII
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BHU3HAHO HEETHYHHM, OTXKE, MiCLIeBHIi KOMITeT 3 TUTaHb ETHKH He
cxBanuB GOpMyBaHHA IPYITH i3 3aCTOCYBAaHHA IUIaNe60 B 3a3HAUEHiH
NOIyJALi] ManieHTiB: SIK pe3ybTaT, HEMOXIHNBO 6YI0 3poOUTH
OJIHO3HAYHI BHCHOBKH moao eEKTUBHOCTI Ta Ge3neku GymecoHiny,
cycriensii Ui pO3IIICHH, K cTepoig-30epiraroyoro npemapaTy B 403i
4,0 mr BID nopisHsHo 3 103010 0,5 mr BID.

3asABHUK (BTaCHUK Mignucano y nporpami DocuSign:

peecTpaniifHoro MocBiT4EHHs) /miprc/ ‘ '
97094F653B284D5...
I-p ixaskymap Cypynaran (Dr. Jayakumar Gurunathan)
(I1IB)

/mimgnuc/

Ieuarka: Vkpaina, M. Kuis, ToBapucTso 3 06MexeHOIO BigmoBiganeHicTIO «KACTPA3SEHEKA
YKPAIHA», Inertudikaniiiamii kox 37037434.

Ileli mepeknman 3 aHIVIHCHKOI MOBH Ha YKpaiHCEKYy MOBY 3pOOJICHO MHOIO, IepeKnagadyeM
Koctrounk IOmnieio CepriiBHor0
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Clinical Trial Report

1. Name of medicinal
product (Marketing
Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinieal Study
Report (CSR):

Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sddertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra

P.O. Box 34

S-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sidertilje

Sweden

4, Conducted studies:

Yes

1) type of medicinal product
for which registration was
conducted or planned to be
conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

Nebulised budesonide in the treatment of severe acute asthma: an efficacy and
safety comparison with two doses of oral prednisolone, Study 04-3022.

6. Clinical trial phase

111

7. Clinical trial time frame

From June 1992 through August 1994

8. Countries where the
clinical trial was conducted

Australia

9. Number of subjects

Planned: 180
Actual: 135 patients randomised.

10. Primary and secondary
objectives of the clinical trial

The primary efficacy variable was peak expiratory flow (PEF) and the
principal objective was to compare the efficacy of nebulised budesonide
(5 doses of 4 mg) with oral prednisolone (4 doses of 40 mg or 1 dose of
30 mg) with regard to change in PEF from 0 to 24 hours.

Secondary objectives were to compare nebulised budesonide with oral
prednisolone, at the stated doses, in terms of forced expiratory volume in
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1 second (FEV}), forced vital capacity (FVC) and forced expiratory flow at
25% to 75% of the pulmonary volume (FEF2s.75%) after 24 hours of treatment.

11. Clinical trial design

Randomised, double-blind, double-dummy, parallel-group, multicentre study.

12. Key inclusion criteria

Male or female patients aged 18 to 70 years old who were:

o  Suffering from an acute attack of asthma with PEF < 70% of predicted
at entry and between 20% and 70% predicted at the end of the run-in.

e  Requiring hospitalisation and treatment with steroids.

e Not having had > 25 mg of systemic steroids in the previous 24 hours or
regular treatment with > 2000 pg inhaled steroids per day.

e Not suffering from any other clinically predominant respiratory disease.

13. Investigational medicinal
product, method of
administration, strength

Pulmicort® (budesonide) suspension for nebulisation 2 mg/mL, 2 mL (4 mg)
opaque Respules delivered by Acorn Nebuliser System 22 with Mizer aerosol
conservation device at 0, 2, 6, 12 and 18 hours.

14. Comparator, dose,
method of administration,
strength

Low-dose group: 30 mg prednisolone (3 x 10 mg tablets) as a single oral

administration at O hours.

High-dose group: 40 mg prednisolone (4 x 10 mg tablets) as oral

administration at 0, 6, 12 and 18 hours.

Blinding drugs:

e  Budesonide group: Placebo prednisolone (4 tablets) was provided at 0,
3, 12 and 18 hours.

e  Low-dose group: Placebo budesonide 2 mL plus terbutaline 5 mg
(2.5 mg/mL) nebulised at 0, 3, 6, 12 and 18 hours plus 1 placebo
prednisolone tablet at 0 hours and 4 placebo prednisolone tablets at 6, 12
and 18 hours.

e  High-dose group: Placebo budesonide 2 mL plus terbutaline 5 mg
(2.5 mg/mL) nebulised at 0, 3, 6, 12 and 18 hours.

15. Concomitant therapy

Nebulised terbutaline 10 mg (2.5 mg/mL) or alternatively 5 mg salbutamol
was administered during the run-in period.

Bricanyl® (terbutaline) solution for nebulisation, 2.5 mg/mL, 2 mL (5§ mg)
opaque Respule delivered by Acorn Nebulizer System 22 with Mizer aerosol
conservation device at -0.5, 0, 3, 6, 12, 18 and 24 hours could be used as
rescue medication.

16. Efficacy endpoints

The primary efficacy variable was the change in PEF from 0 to 24 hours after
treatment initiation in the all patients treated (APT) population.

Secondary efficacy variables were FEV 1, FVC, FEF25.75%, blood pressure and
pulse rate.

17. Safety endpoints

Clinical chemistry and haematology before and 24 hours after initiation of
treatment, and the occurrence of adverse events (AEs) throughout the
treatment period.

1_8. Statistical methods

The main analytical approach used the APT population. The “last value
carried forward” principle was applied from 3 hours onwards. For the primary
variable (change in PEF from 0 to 24 hours) a per-protocol analysis was also
carried out. One-way analysis of variance was used. The power calculations
assurned a standard deviation in PEF (% predicted) of 15% to 20% units and
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the actual calculated value was approximately 15%. With 50 patients per
group, this would give an 80% chance of detecting a mean difference of 9%
to 11% between the groups.

19. Demographic data of the
study population (sex, age,
race, etc.)

A total of 46, 41 and 48 patients were randomised to budesonide, low-dose

prednisolone and high-dose prednisolone, respectively. Patient demographics
are presented in Table 5.1. There were more females (64%) than males (36%)
in the study. Other demographic factors were broadly similar between groups.

Table S.1: Demographics of the three ireatment groups (All Patients Treaied)

Budesopide | Prednisolone | Prednisolone i
180 30

Geoder (n}

Male 19 14 is
Female P 34 26
Age (yrs)

Meoon (SD) 32 (14} 36 (14} 3D (11)
Range 18-66 19-67 18-69
Helght {cm}

Mean (SD) 168 () 169 10) 167 (9)
Weight g}

Meatn (SD) 7347 4 (20} 7016}
Lthnic group {n}

Caucasian 43 43 34
Bixk il 2 2
Orientnl 0 0 1
Other ] 3 4

Smoking habits (yre)

Never 23 b 16
Past 9 10 10
Current 14 ¥ 14

Disease duration (yrs)

Mean (SD) 1513) 19 (14) 15 {10)

Cusrent exacerbation (hrs)

Mear (SE) 5377 65 (74) 76 (187}

20. Efficacy outcomes

Baseline (0 hours) PEF (% predicted) values, pre-bronchodilator, were 46.4%
in the budesonide group, 46.7% in the high-dose prednisolone group and
48.5% in the low-dose prednisolone group. Baseline (0 hours) PEF

(% predicted) values, post-bronchodilator, were 52.2% in the budesonide
group, 50.4% in the high-dose prednisolone group and 54.5% in the low-dose
prednisolone group.
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The primary efficacy variable, change in PEF from 0 to 24 hours, exhibited
no statistically or clinically significant difference between the groups (see
table below). The per-protocol analysis also failed to demonstrate a
significant difference between the treatment groups. There were no
statistically or clinically significant differences between the groups for the
change in the secondary variables of spirometry, blood pressure and pulse rate
except that, after bronchodilator, the pulse rate was statistically significantly
higher in the high-dose prednisolone group than in the low-dose prednisolone
group (p = 0.0034) and the budesonide group (p = 0.0042).

Table 1:  Change in PEF (% predicted), measured before and after
bronchodilator, from 0-24 hrs.

Budesonide Prednisolone 160 Prednisolone 30

Mean SD  Mean SD  Mem SD  pualme
A PEF before bronchodilator (% predicted)

127 (14.2) 139  (124) 112 (157 0.69
A PEF after bronchodilator (% predicted)

145 (15.4) 13.5  (151) 130 (16.6) 092

21. Safety outcomes

In the high-dose prednisolone group, after 24 hours, the numbers of blood
platelets and leukocytes and the concentration of blood glucose and calcium
were significantly higher than in the other groups. The only clear pattern in
the AEs was in the clinical chemistry and haematology values: leukocytosis,
thrombocythaemia, hyperglycaemia and hypercalcaemia were clearly more
frequent AEs in the high-dose prednisolone group. Of 7 serious AEs, 4 were
related to asthma and the others were most probably related to intake of oral
glucocorticosteroids. Budesonide appeared to be well tolerated and safe.

22. Conclusion (findings)

The results of this study indicate that the differences in clinical efficacy
between nebulised budesonide (20 mg in split doses over 18 hours) and oral
prednisolone (either 30 mg single dose or 160 mg in split doses over

18 hours), in the treatment of acute asthma in adults, are small and of no
clinical or statistical significance. Nebulised budesonide and the lower dose of
oral prednisolone were well tolerated.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
@ akewmar Curwnatlan.

BT0B4FE53628405.

Dr Jayakumar Gurunathan

(full name)
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[Nepexian 3 aHTIiHCHEKOT MOBU Ha YKpaiHCBKY MOBY

3BiT Ipo KIIiHIYHE BUIIPOOYBAHHS

1. HazBa nikapcekoro 3aco0y
(3a HasIBHOCTi — HOMep
peecTpauiifHoro MocBigYeHHs)

Byneconin Actpa3eHeka (MiXXHapoJHa HeNaTeHTOBaHA Ha3Ba — GyIecoHin)

2. 3agBHHK

Hani snacuuka peecrpauiiinoro noceinyenns (BPIT), 3a3uaueni y 38iTi npo
kniniuyne sunpodypanns (3KB):

Actpa JIpako AB (Astra Draco AB)

INowropa ckpuHbka 34, S-221 00, JIynn, lseuis (P.O. 34
S-221 00 Lund

Sweden)

Hani BPII #a moTouHiii MOMENT!

AcTtpa3eneka Ab (AstraZeneca AB)

SE-151 85 Coneprain’e, IIsenisn (SE-151 85 Sodertilje
Sweden)

3. BupoGHHK

Jauni sBupoOnuka, 3azuaveni y 3KB:

AcTpa (Astra) -
[TomrroBa ckpuHbka 34

S-221 00 JIynp,

IBewnia

Jani BHpOOHHKA HA NOTOYHMI MOMEHT:

Actpa3eneka Ab

SE-151 85 Coaepran’e,

HIsenis

4. TIpoBeneHi AOCHiIKEeHH:

Tak

1) Tun Jnikapcekoro 3acofy, 3a
SIKHAM IIpoBoxmiacs abo
IUIAHYETHCS peECTparlis

Jlikapcpkuii 3aci6 3a MOBHMM I0ChE (aBTOHOMHE J0CHE)

5. IToBHa Ha3Ba KJIiHIYHOTO
BUNpOOYBaHH:A, KOAOBaHUH
HOMep KJIiHiYHOTOo
BUIIPOOYBaHHSA

3acTocyBaHHA pO3MIIEHOr0 OYAECOHIAy IpH JiKyBaHHI FOCTPOI aCTMHU TAXKKOI'0
CTYIEH:: MOpiBHAHHA e(QEeKTUBHOCTI Ta O€3MEKH NIEPOPATLHOI0 MPEAHI30/I0HY B
JBOX IO3yBaHHAX; BUNpoOyBaHHA 04-3022.

6. ®aza KIiHI9HOTO
BUITPOGYBaHHA

III

7. Ilepion npoBeaeHHA
KITiHIYHOTO BUNIPOOYBaHHA

3 wepBHA 1992 poky no ceprieHs 1994 poxy

8. Kpainu, ne nposogmiocs
KJTiHiYHe BUNPOOyBaHHA

ABcTpanis

9. KinbkicTh mociimkyBaHuX

3amnanosana: 180
QaxTtudHa; 135 paHAOMI30BaHUX MAL€HTIB.

10. MeTa Ta BTOPHHHI LIl
KJTiHIYHOTO BUNPOOYBaHHS

TepBuHHMM KpuTepieM edexTUBHOCTI Oyina mikoBa mBHAKICTE Bumuxy (I1I1IB);
METOIO BUIPOOYBaHHA 0yJ10 NOPiBHATH €(DEKTUBHICTH PO3MIUIEHOr0 Oy NECOHITY
(5 mo3 mo 4 Mr) Ta nepopabHOTO NMPEIHi30I0HY (4 mo3u mo 40 Mr abo 1 103a
30 mr) 3 Touku 30py 3MiH [TIIB Big 0 10 24 roguH.

BropunHOO Lo 6y70 nopiBHATH €(eKTUBHICTh pO3MIIEHOTO OYIeCOHINYy Ta
MepopaIBHOrO MPEAHI30NOHY B 3a3HAUEHMX J03aX 3 TOUKHU 30pY 00’ eMy
topcopaHoro BUAKXY 3a nepiny cekyHny (O®B1), hopcoBaHOl KUTTEBOT

KOH®IEHIUNHA ITHOOPMALILS,
1110 € BJIACHICTIO KOMITAHII
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emuocri ngerens (OXKEI) Ta mBuakocti popcoBaHoro BHIUXY Ha piBHI 25-75 %
06’emy nerers (LLIDB 25-75 %) dyepe3 24 roguHu Hicis NOYaTKY JiKyBaHH.

11. Inzaitn kIiHiYHOTO
BUNPOOYBaHHA

BaratouenTpoBe, paHIoMi3oBaHe, NOABiiHe ciine, 3 HoABilHOO iMiTariero
BHUIpOOYBaHHI B MapalelbHUX Ipynax.

12. OcHoBHi KpuTepii
BKJTIOYEHHS

INanienTn 4onoeiyoi abo »xiHouoi ctati Bikom Big 18 mo 70 pokis, Aki:

*  MawooTh roctpuii Hanax actMu 3 [MIIB < 70 % Bin Hane)xHOT HAa MOMEHT
BKJIFOYECHH: Y BUNpoOyBaHHA Ta 20—70 % Big Hayle)HOT HAa MOMEHT
3aBeplIeHHS BBiIHOrO mepiony;

¢ moTpebyIOTh rocmiTajisanii Ta TikyBaHHSA CTEpOINaMHu,;

*  He OTPHMYBIH > 25 MT' CHCTEMHUX CTEPOiiB IPOTATOM MOTIEpEnHiX
24 roauH abo peryyspHOro JaikyBaHHA i3 3acTocyBaHHIM > 2000 MKr
iHraymsanifaNx cTepoinis Ha fo6Yy;

*  He CTPaXJaloTh HAa OyMb-sKe iHIIe KIiHIYHO JOMiHyIOUe 3aXBOPIOBAHHS
IUXaJIbHUX LIUTAXIB.

13. HocnimxyBaHuii
nikapcbkuit 3acib, crocid
3aCTOCYBaHHA, cHa Ail

IMyneMmikopt [Pulmicort®] (6ynecoHif), cycreH3is I po3mwICHHS 2 MI/MJI,
y HETPO30PHX aMITyJax mo 2 M (4 Mr), II0 BBOAUTELCA 3@ JOIIOMOTOI0
HeGynaiizepa Acorn Nebuliser System 22 i3 npHcTpoeM 111 [O30BaHOTO
BBeneHHA Mizer y MmomeHTH yacy 0, 2, 6, 12 i 18 roauH.

14. IIpenapat NOpiBHAHHA,
1033, CIoci6 3aCTOCYBaHH!,
cwia il

I'pyna npuitoMy HI3BKOT I03U: 0fHOpa3oBuit mpuitoM 30 Mr mpexHi30M0Hy

nepopaibHo (3 Tabnetku x 10 Mr) y MmomeHT yacy 0 rogus.

I'pyna npuiioMy BUCOKOT 103H: NpHiioM 40 MT IpeIHi30I0HY IIEPOPAJILHO

(4 Tabnerku x 10 Mr) y MomeHTH dacy 0, 6, 12 i 18 ronun.

Imitauiiini npenapatu:

» I'pyma3actocyBaHHA OynecoHimy: mpuifoM miane6o, mo iMiTye npeaHisonox
(4 Tabnetku), B MoMeHTH dacy 0, 3, 12 i 18 roaun.

» I'pyna npuitoMy Hu3BKOI H03H: Wwiauedo, o iMiTye Gyneconin, 2 Ma +
TepOyTanin 5 Mr (2,5 Mr/mir), po3numoBaHi B MOMeHTH Yacy 0, 3, 6, 12 i
18 roaun; kpiM Toro, 1 TabneTka miauedo, 1o iMiTye MpeaHi30noH, y
MOMeHT 4acy 0 roauH 1a 4 TabieTkH 1wiane6o, o iMiTye IpeAHi30I0H, Y
MOMEHTH Yacy 6, 12 i 18 roaun.

* TI'pyna npuiioMy Bucokoi no3u: mwianedo, mo iMmitye 6yneconin, 2 M +
TepOyTatin 5 Mr (2,5 MI/Mit), po3nIIOBaHi B MOMEHTH dacy 0, 3, 6, 12 i
18 roauH.

15. CymytHs Teparis

TIpoTATOM BBiJHOTO IIEpioy 3aCTOCOBYBaBCA po3nuieHuit TepOyTaiin 10 Mr
(2,5 mr/mm) abo, sk BapiaHT, canbbyTamMon 5 Mr.

Bpuxkanin [Bricanyl®] (TepOyTainin), po34uH m1g po3MIWICHHS, 2,5 MI/MI, Y
HEMpPO30PHX aMITyJiaX o 2 M (5 Mr), 0 BBOAUTHCA 3a IONIOMOTOI0 HeOyializepa
Acorn Nebulizer System 22 i3 IpUCTpO€EM IJIs 1030BAHOTO PO3MIICHHA
aeposomo Mizer B MoMeHTH 4acy —0,5, 0, 3, 6, 12, 18 i 24 rogunu, Moxe OyTH
BUKOPHKCTAHHI K pe3epBHUI JIiKapChKHii 3acil. -

16. Kpurepii ominku
€(eKTUBHOCTI

OCHOBHHM KpHTepieM edekTuBHOCTi Oyna smina ITI1IB Big 0 xo 24 roauH micns
TIOYaTKY JIiKyBaHHA B TIOMYJIALIT BCiX MalieHTiB, AKi OTpUMYBaHX JiKyBaHHS.
BropununuME KpuTepismu edexruBHocTi 6ynu ODB;, OXKEII, HIDB2s.75%,
apTepiaibHUI THCK | 9aCTOTA ITYJIBCY.

17. Kputepii oninku 6e3nexku

KOHO®IJIEHLIHHA IHOOPMALILS,
LLIO € BJIACHICTIO KOMITAHII

BioximiuHui i 3arayisHUi aHATI3HM KPOBi JO MOYATKY JIIKyBaHHS Ta Yepe3
24 TOMWHH IIiCIIA MOYaTKY, a TAKOXX BUHUKHEHH: HeCGaxkanux ssuu (HA)
MPOTArOM Hepioay JMiKyBaHHS.
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18. CratucTiuHi MeTOOIHN

OcHOBHUI aHANITHIHUI METOJ 3aCTOCOBYBABCS B MOMYJIAILL] BCIX MAIli€HTIB, AKi
OTPUMYBAJH JiKyBaHHA. IIpHHITUI «3aMiHH MPOHYLIEHHX 3HAYEHb
HONepeHIMU» 3aCTOCOBYBABCA, IOYHHAIOYM 3 MOMEHTY 4acy 3 TOIuHH Ta
Hajauni. [I{ono ocHoBHOTrO noka3znuka (3mina I1IIB Big 0 go 24 romun)
3IilicHIOBaBCA TAKOX aHali3 y BUOipui MamieHTiB 6e3 IOpyIIeHb IPOTOKOY.
3acTocoByBaBcA ofHO(aKkTOpHUI AucTIepciliauil aHATi3. Po3paxyHku
CTATHCTUYHOI OTYKHOCTI IPYHTYBAIICA Ha MPUITYIIEHHI, IO CTAHAAPTHE
BigxuneHHs nokasuukis [T1IB (% Bin HajexHoT) cTaHoBUTE 15-20 %, a
(axTHiHE po3paxoBaHe 3HAYEHHA — NpUOIU3HO 15 %. SKINO KiNbKiCTh
nauieHTiB y rpymni craroButiMe 50 ocib, e 3abe3neunts 80 % iMOBIpHICTH
BUABJICHHA CEPEAHBOT pisHMI MiXk rpymaMy, fka ckiagae 9—11 %.

19. demorpadiuHi MoKa3HUKH
IOCIiIXKyBaHOT MOy ALl
(cTaTs, Bik, paca TOLIO)

3arasioM 46, 41 Ta 48 nanieHTiB 6y paHIOMi30BaHi O 3aCTOCYBaHHA
OynmecoHiny, HU3bKOI 103U IPEIHI30I0HY Ta BUCOKOT JO3H HpeHI30OHY,
BinmoBigHO. emorpadidni moka3sHUkY mawieHTiB npeacTasieni B Tabmumi 5.1,
V mocnimkenss Gyno BkIroueHo Oinbime xkiHOK (64 %), Hixk 40s10BiKiB (36 %).
Inmi nemorpadiuni gani 6ynu MpUONIH3IHO ONHAKOBUMH B YCiX Ipymax.

Tabnuus 5.1: Jemorpadiusi NOKa3HMKN MALIEHTIB y TPBOX IPYNAax AiKyBaHHs (yci MauieHTH, ski
OTPHMYBAJIH JIIKYBAHHA)

Byneconin Tpeanizonon | Tpeanizonon

160 30
Crats (n)
Yonosiua 19 14 15
Kinoua 27 34 26
Bik (pokis)
CepenHe 3Ha4CHHS -
(cTaHnapTHE BiIXUJIEHHA 32(14) 36 (14) 30(11)
[SD]
Jiana3oH 18-66 19-67 18-69
3picT (cM)
CepenHe 3HayeHHs (SD) 168 (9) 169 (10) 167 9)
Maca Tina (xr)
Cepente 3HaueHHs (SD) 7317 74 (20) 70 (16)
ETHiuHe NnoxomkeHHA (n)
€sponeoinHa paca 43 43 34 )
Herpoinua paca 3 2 2
ModHronoiaxa paca 0 0 1
Inmi 0 3 4
Crax nmaniHua (pokis)
Hikonu 23 21 16
Y MuHynomy 9 10 10
Ha ueii yac 14 17 14 =
TpHBanicTs 3aXBOPIOBAHHA
(pokis)
Cepente 3HayeHHA (SD) 15 (13) 19 (14) 15 (10)
TpuBasticTh NOTOYHOTO
3AroCTPEHHA (FOIMH)
Cepentie 35a4eHHA (SD) 5377 65 (74) 76 (187)

20. Pe3ynpTaTil €()eKTUBHOCTI

KOH®IIEHLIHA IHOOPMALILS,
I1IO € BJIACHICTIO KOMITAHI{

IMoyarkogi (0 rogunx) 3uadenHs [TIIB (% Bix HasexxHOT) KO 3acTOCYBaHHS
OpomxoniTuka cTaHOBWIH 46,4 % y rpymi 3acTocyBaHHA OymecoRiny, 46,7 % y
IpyIi npuifoMy BUCOKOT J03H NpeHi3onoHy Ta 48,5 % y rpyni npuiioMy HU3bKOT
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Io3u npexHizonony. [lodarkosi (0 rogun) 3Hauenns IT11IB (% Bin HanexHOT)
nicrs 3acTocyBaHHA OpoHXoiliTHKa cTaHOBHIM 52,2 % B rpymi 3acTOCYBaHHA
Oynecouiny, 50,4 % B rpymni npuifoMy BHCOKOT 1034 NpenHi3omoHy Ta 54,5 %y
TPy IpHHOMY HU3BKOI JO3H MPEIHi30JIOHY.

3a ocHOBHHM KpuTepieM edexkTBHOCTI (3MiHOoIO TTIIIB Bix 0 1o 24 rogun) He
Oyno BHABJIEHO CTATUCTHYHO 200 KIiHIYHO 3HAUYLIOT pi3sHHUL MiX rpynamMu
(muB. Tabmuipo HiDKue). AHati3 AaHUX y BUGIpIi nauieHTis 6e3 mopyleHs
MPOTOKOIY TaKOXK He II0Ka3aB 3HaYYIIOl pisHUII Mix rpynamu JikyBaHH:. He
BUABJICHO CTATHCTHYHO a0 KIIHIYHO 3HA4ymol i3sHULI MiXk rpynamu y sMiHi
BTOPHHHUX KpHUTepiiB — cnipoMeTpil, apTepialbHOro THCKY Ta YacTOTH ITyJIbCY,
3a BUHATKOM TOTO, IO MiCJIs 3aCTOCYBaHHA OPOHXOMITHKA YacTOTa MyJbCy Oyna
31 CTaTUCTHYHOIO 3HAYYMLIICTIO BUILIA B IPYNi IIpUiloMy BUCOKOI H03H
MPeAHI30JIOHY, HiX y rpymi npuiioMy HU3bKOI 103U NpeaHizonony (p = 0,0034)
Ta B rpyIi 3acTocyBaHHA OynecoHiny (p = 0,0042).

Ta6uunus 1: 3mina ITILIB (% BiA HaJleXKHOT), BU3HAUYEHOT 10 Ta MiC/s 3aCTOCYBaHHA
6ponxoniTuka, Big 0 10 24 romuH.

Bynmecouin [peaunizonon 160 [pensizonon 30
Cepenne Cepenne Cepenne )
3HAYEHHS SD 3Ha4YeHHA SD 3HAYEHHA SD D-3HARCHAA

A IIIIIB go 3acrocyBanus 6ponxosiTuka (% Bix HajexkHOY)
12,7 (14,2) 13,9 (12,4) 11,2 (15,7) 0,69
A TIIIIB micas 3acrocyBaHHs OpoHxoJiTHKA (% Bil HaleKHOT)

145  (154) 13,5 (151) 13,0  (166) 0,92

21. Pesynbraru Ge3neku Yepes 24 rofguHu B rpyni NpuiloMy BUCOKOT H03U ITPEAHI30JI0HY KilbKiCTh
TpOMGOLMTIB 1 IEHKOLMTIB, a TAKOX KOHIIEHTPaLlis [IIOKO3H Ta KaIbL{I0 B KPOBi
Oy CYTTEBO BUILLIMMH, HDX B iHIIHX Irpynax. €AuHUM diTkuM npossoM H Gynu
pe3yabTaTé 6ioxiMiuHOro Ta 3araJibHOTO aHaNli3iB KpOBi, a caMe, TEHKOLIUTO3,
TpoMOoLMTEMis, rinepriikeMis Ta rinepkanbLieMia IOMIiTHO YacTillle BAHUKAIIH
B Ipyni npuifomMy BIHCOKOT 103U NpeAHi30iI0HY. I3 7 cepiiosnnx HA 4otupu Gynn
OB’ A3aHi 3 aCTMOI0, a iHIi, iIMOBipHilIe 3a Bce, OyMU ITOB’s3aHi 3 IMPUIOMOM
MEPOPANBHUX [IOKOKOPTHKOCTEPOiAiB. BeTaHOBIEHO, 10 OyAECOHIT noGﬁe
HEPEHOCUTHCS Ta € Ge3METHUM.

22. BUCHOBOK (3aK/II0ueHHA) | Pe3ynsraTi BUOpoOyBaHHS CBiIYaTh, IO BiAMIHHOCTI B KIiHiYHil epexTUBHOCTI
po3muieHoro Gyneconixy (20 Mr y kinbka npuiioMiB nporsaroM 18 roaux) Ta
[epopaILHOTO MpeaHi30oHy (pa3osa go03a 30 Mr abo 160 Mr y kinpka npuiiomis
npotsAroM 18 roauH) npH JikyBaHHI FOCTPOI aCTMH y JOPOCIINX € HE3HAYHHUMH Ta
He MaroTh KIiHIYHOT a60 cTaTHCTHUHOT 3HauymocTi. Posnuienuii 6ynecoHin Ta
HepopaJibHUI PEeHI30I0H Y HU3bKii 7031 KoOpe MepeHOCHIUCS.

3asBHAK (BIACHHK IMigmucaHo y nporpami DocuSign:

peecTpawiiHoro nocsigenss) |/ miammc/
97094F653B284D5...
I-p Jkaskymap ['vpynaran (Dr. Jayakumar Gurunathan)
(111B)

/minmuc/

Ileuarka: Ykpaina, M. Kuis, ToBapiCTBO 3 06MEXKEHOIO BiAIOBIJaNbHICTIO «ACTPA3EHEKA
VKPATHA», Inenrudikaniiiamit kox 37037434,

KOH®IIEHIIMHA IHOOPMALILS,

1[0 € BIACHICTIO KOMITAHIT 4314

Ileit mepekmam 3 aHiifchKOi MOBM Ha YKpaiHCBKY MOBY 3pOGJIEHO MHOIO, IEpeKiajadyeM
Koctiounk IOmiero CepriiBHOIO /Z{- i
- /_.( - _:// y




Clinical Trial Report

1. Name of medicinal
product (Marketing
Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study

Report (CSR):
Astra USA, Inc

50 Otis Street
Westborough, MA
USA

01581-4500

Current MAH details:
AstraZeneca AB
SE-151 85 Sidertélje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra, Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

4. Conducted studies:

Yes

1) type of medicinal
product for which
registration was conducted
or planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

A study of 3 dose levels of once-a-day budesonide (Pulmicort®) nebulising
suspension and placebo in asthmatic children aged 8 years and younger,
Study 04-3069.

6. Clinical trial phase

111

7. Clinical trial time frame

From 09 August 1994 through 29 December 1995

8. Countries where the
clinical trial was conducted

United States of America (USA)

9. Number of subjects

Planned: 360
Actual: 359

10. Primary and secondary
objectives of the clinical
trial

The objectives of this study were to compare the relative efficacy and safety of
budesonide nebulising suspension (0.25, 0.5 and 1.0 mg administered once a
day) versus placebo in paediatric non-steroid dependent patients with asthma
aged 6 months to 8 years.

11. Clinical trial design

Multicentre, randomised, double-blind, placebo-controlled parallel-group
study.
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12. Key inclusion criteria

Paediatric non-steroid dependent patients with asthma aged 6 months to 8 years
of age with a diagnosis of asthma as defined by the National Institutes of
Health of the United States (US) Department of Health and Human Services,
including:
e  Exacerbations of cough and/or wheezing on a frequent basis, including
nocturnal asthma, with infrequent severe exacerbations, during the last
6 months.

e Daily use of at least one chronic asthma medication with periodic use of
breakthrough medication for at least 3 months prior to Visit 1.

o For patients old enough to perform consistent pulmonary function tests:
basal forced expiratory volume in one second (FEV1) > 50% of predicted
and reversibility of > 15% at 15 + 5 minutes after a standard dose of
inhaled bronchodilator.

13. Investigational
medicinal product, method
of administration, strength

Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered
at doses of 0.25, 0.5 and 1.0 mg once a day (QD), via a Pari LC-Jet Plus
nebuliser connected to a Pari Master compressor (Pari Respiratory Equipment,
Inc., Richmond, Virginia, USA) with a face mask or mouthpiece.

14. Comparator, dose,
method of administration,
strength

Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor
with a face mask or mouthpiece.

15. Concomitant therapy

Patients on maintenance immunotherapy must have been on a constant dose for
at least 2 months prior to Visit 1, and remain on a constant regimen (dose and
frequency) during the course of the double-blind treatment phase of the study.
Breakthrough medication was allowed during the double-blind treatment phase
of the study.

Other medications not intended for asthma and considered necessary for the
patient’s welfare were permitted at the discretion of the investigator.

16. Efficacy endpoints

Primary efficacy variables were mean changes from Baseline in daytime and
night-time asthma symptom scores over the 12-week treatment phase.
Secondary efficacy variables were:

e  Patient outcomes, including the proportions of patients who were
discontinued from the study for any reason and the proportion of patients
who were discontinued from the study due to worsening asthma.

e  The number of days breakthrough (bronchodilator) medication was used.
o  Spirometry test variables (FEV/, forced expiratory flow during the middle
half of the forced vital capacity [FEF2s.7s%] and forced vital capacity
[FVC]) performed at clinic visits in the subset of patients capable of

performing spirometry testing.

o Peak expiratory flow (PEF) measured daily in the morning and evening in
the subset of patients capable of performing PEFs.

e  Changes in health status measurements, including the Modified
Functional Status II (FS-II [R]) Scale, Child Health Status Scale and the
RAND General Health Index.

CONFIDENTIAL AND PROPRIETARY 20f6
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° Differences in asthma-related health care utilisation and indirect health
care costs.

17. Safety endpoints

e  Reported adverse events (AEs).

e  Morning basal and post-adrenocorticotropic hormone (ACTH)
stimulation effects on plasma cortisols (hypothalamic pituitary adrenal
[HPA]-axis function).

e  Changes in physical examinations, vital signs and clinical laboratory tests

(including oropharyngeal and nasal fungal cultures).

18. Statistical methods

Analysis of variance was used to compare differences between treatment

groups for all efficacy variables, with the exception of patient outcomes, which

were analysed using Fisher’s exact test. Analysis of variance was also used for
morning basal and post-ACTH-stimulation effects on plasma cortisol.
Descriptive statistics were used to present all other safety data.

19. Demographic data of
the study population (sex,
age, race, etc.)

A total of 359 patients were randomized at 26 centres located throughout the
USA. Two-thirds of the patients were male. Seventy-three percent of patients
were Caucasian, 16% Black, 8% Hispanic, 3% Other and less than 1%
Oriental. The mean age, weight and height were 56 months, 43 pounds and
107 cm, respectively. The basic demographic characteristics were similar for
the 4 treatment groups.

The mean duration of asthma at Baseline was 35.5, 36.7 and 36.1 months for
patients in the 0.25, 0.5 and 1.0 mg/day budesonide groups, respectively, and
37.2 months for the patients in the placebo group.

The mean night-time asthma symptom scores were 1.32, 1.19 and 1.19 for
patients in the 0.25, 0.5 and 1.0 mg/day budesonide groups, respectively, and
1.08 for patients in the placebo group.

The mean daytime asthma symptom scores were 1.44, 1.33 and 1.31 for the
0.25, 0.5, and 1.0 mg/day budesonide groups, respectively, and 1.27 for
patients in the placebo group.

20. Efficacy outcomes

Results for the night-time and daytime asthma symptom scores, and the
number of days of use of breakthrough medication are presented below (data
are expressed as the adjusted mean change from Baseline over the 12-week
treatment phase, all patients treated, last value carried forward). Patients in the
0.25, 0.5 and 1.0 mg/day budesonide groups showed statistically significant
improvements in asthma symptom scores and fewer days of bronchodilator
therapy, compared with placebo.

Plxceba Bodecmide Nebolizine Snopenson
0.25 mg QD 0.5 mg QD 10mg QD
(o=92) (p=01) {p=81) (o=%3)
Nighrmme Asthea 018 EEI D42 041°*
Syoptom Scare
Tivtime Asthoa L3 EUCRA -0.46¢ 0.30°
Symmtoo Scare
Numser of Cavs Use of 419 -5.36° -631° -5.65*
Ersalzhyoush Medicaton
*p £0 050, ** p #0010, and ***p #0001, versus placeno

The total proportion of patients who were discontinued from the placebo group

(28%) was greater than that for the budesonide groups (19%, 24% and 14% for

the 0.25, 0.5 and 1.0 mg budesonide groups, respectively). The difference
between placebo and the 1.0 mg budesonide group was statistically significant
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(p = 0.020). The proportion of patients in the placebo group discontinuing due
to worsening asthma (23%) was also greater than that for the budesonide
groups (14%, 17% and 13% of patients in the 0.25, 0.5 and 1.0 mg budesonide
groups, respectively), although these differences were not statistically
significant.

Approximately 55% of the patients randomised were able to perform PEF and
approximately 36% were able to perform consistent spirometry manoeuvres.
Improvements in lung function were associated with budesonide treatment in
the subset of patients capable of performing lung function testing, Clinically
and statistically significant improvements in FEV; were observed in the
budesonide 0.5 and 1.0 mg/day treatment groups, compared with placebo.
Improvements in FVC, FEF2s.7s% and morning and evening PEF were also
observed in the budesonide groups, with FVC improvements in the 0.5 mg
budesonide group being statistically significant compared with placebo.

Compared with placebo, patients in the 0.25 mg budesonide group had
clinically and statistically significant improvements in health status scores at
Weeks 4 and 12 for the FS-II (R) General score. Improvements were also seen
in the FS-II (R) Specific scores, with statistical significance compared with
placebo for the 0.5 mg budesonide group at Week 12. Patients in the
budesonide 0.25, 0.5 and 1.0 mg groups also demonstrated improvements in
the RAND General Health Index scores compared with placebo. In addition,
patients in the budesonide groups demonstrated improvements in health care
utilisation and fewer asthma-related phone calls to physicians. Variables
associated with indirect costs, including days absent from school and days in
which routine was interrupted, also showed improvement with budesonide
treatment.

21. Safety outcomes

No deaths occurred during the study. There were a total of 10 serious AEs in
8 randomised patients. There were 4 discontinuations due to AEs.

There were no clinically relevant differences in the type, incidence, severity or
clinical significance of AEs across the budesonide groups, compared with
placebo. There were no apparent differences in the frequency of clinically
significant changes in nasal or oral fungal cultures between treatment groups.
No clinically relevant differences were observed in vital signs or physical
examination outcomes between the treatment groups.

There were no significant differences between the active treatment groups and
placebo in basal and post-ACTH-stimulated plasma cortisol levels from
Baseline to Week 12. Furthermore there was no evidence of HPA-axis
suppression by budesonide at the 3 doses studied.

22. Conclusion (findings)

This study in infants and young children with asthma aged 6 months to 8 years
demonstrated that budesonide nebulising suspension significantly improved
both night-time and daytime asthma symptoms, compared with placebo.
Efficacy was further supported by a decrease in the use of short-acting
bronchodilators and by an increase in FEV, (in the subgroup of patients who
could consistently perform spirometry). Furthermore, the AEs and cortisol data
showed no differences between treatments in spontaneously reported AEs or
response to ACTH-stimulation tests, strongly supporting the safety 0of 0.25 to
1.0 mg budesonide nebulising suspension administered QD.
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This is the first study available in asthmatic infants and young children using
budesonide nebulising suspension in a QD treatment regimen. It was a
well-designed study, with parallel groups and a placebo control, and provided
adequate power to draw reliable conclusions.

In addition, the study was unique in that it provided extensive safety
documentation in this young asthmatic population. The choice of a QD
regimen was based on clinical data obtained from asthmatic patients using
other formulations of budesonide. The QD regimen could be suitable in this
very young population prescribed budesonide nebulising suspension, since
nebulisation is time consuming and nebulisers are cumbersome to handle and
require time for cleaning.

Since reliable measurements of lung function are difficult to perform
consistently in children below the age of 5 to 6 years of age, symptom scores
were chosen as the primary efficacy variable. Symptom scores, however, are
considered less sensitive than lung function tests in adult patients with
moderate asthma.

This may be further enhanced in a young paediatric population where parents,
and not the patients, make the assessments. Therefore, the differences observed
in this study may be underestimating the true differences between budesonide
nebulising suspension and placebo.

Peak expiratory flows and FEV) are accepted measurements of lung function in
older children and adults. The young age of the children in this study, however,
made it difficult to obtain reliable lung function data, and may explain the
inconsistent results for PEF and FEV . The professional supervision of each
spirometric performance, as opposed to home measurements of PEF, could be
the reason why FEV, differentiated between the higher doses of budesonide
compared with placebo, while PEF did not.

All 3 doses of budesonide nebulising suspension were more efficacious than
placebo, but there were no differences between the 3 active treatments. This
finding is not unexpected since no dose response has been demonstrated in
patients with relatively mild asthma not previously treated with inhaled
glucocorticosteroids (GCS). An additional explanation may be the young age
of the patient population needing the choice of symptom scores as a primary
variable.

The safety data from this study was carefully collected, and at the time the
study was completed, was much more extensive than any published data on the
safety of inhaled GCS in infants and young children below the age of 8 years.
The convincing safety data in this study, therefore, offered strong support to
the recommendations in the newly revised Guidelines for the Diagnosis and
Management of Asthma published recently (February, 1997) by the Expert
Panel Report II of the US National Asthma Education and Prevention Program
that were effective at the time. These guidelines highlighted the importance of
early intervention with anti-inflammatory therapy not only in adults but also in
infants and small children.

In conclusion, budesonide nebulising suspension, 0.25, 0.5 and 1.0 mg
administered QD are effective and well-tolerated treatments for
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non steroid-treated infants and young children aged between 6 months and
8 years.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
[ alevmar Curvnatlmn

67084FE53828405. .
Dr Jayakumar Gurunathan

(full name)
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Iepekiian 3 aHIIiCHKOI MOBH Ha YKPAiHCBKY MOBY %

3BiT Ipo KIiHiYHE BUIIPOOYBaHHSA

1. Hazpa nikapcbkoro 3aco6y | Bymeconin Actpa3eHeka (MiXKHapoIHa HENaTeHTOBaHa Ha3Ba — Oy/AECOHIN)
(3a HaABHOCTI — HOMEp
peecTpaniifHoro
TIOCBiTIEHHS)

2. 3agBHHK Hasga Ta agpeca BJACHHKA peccTPalifiHOTO NOCBIIMEHHS HA MOMEHT

NpoBefeHHs KAiHIYHOro BUNPOGYBaAHHA:
Acrtpa O .Ec.Eit., Iuk. (Astra USA, Inc.)

50 Oric Crpir, Bect6opo, mraT Maccauycerc, CIIIA
(50 Otis Street Westborough, MA, USA)

01581-4500

Haspa Ta ajpeca NOTOYHOrO BAACHHKA peecTpauiiinoro mocsiguenya:
Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Coaepran’e, llIBewnia

(SE-151 85 Sodertilje, Sweden)

3. BupoGHHK Ha3zga Ta ajpeca 3aB0oAvV-BHPOGHIHKA, L0 BUPOONAB JdikapebKHii 3acit ua
Acrtpa, lBenia

Ha3sga ta agpeca 3aBoay-BUPoGHHKA, 110 HAPa3i BHPOOJISE NiKADCHKHI
3aci6:

Actpa3eHneka AB (AstraZeneca AB)

SE-151 85 Conepran’e, llIBenis

(SE-151 85 Sodertilje, Sweden)

4. Mposeneni gocmimkenya: | Tak

1) Tvm Jikapcekoro 3acofy, | Jlikapcbkuif 3aci6 3a TOBHUM JOChE (ABBTOHOMHE [JOChE)
3a SKUM MpoBoIIUIacs abo
IUIAHYETHCS peecTpaltis

5. TloBHa Ha3Ba KiiHiyHOTO | JlOCIimKEHHS 3acTOCyBaHHs 3 piBHIB fo3yBaHHA Gyneconiny (ITynemikopT®),
BHIPOGYBAHHSA, KONOBAHMI | CyCHeH3ii [UI pO3MIJICHH, Ta IL1ale60 B XBOPHX HA acTMY AiTeH BikoM 8 POKiB i

HOMep KIIiHiYHOTO momomure. locuimxennas 04-3069.
BHIIPOOYBAaHHA

6. ®aza KIIHIYHOTO I

BUIMPOOYBaHHA

7. Tlepiox npoBeNCHHA I3 9 cepnua 1994 poky no 29 rpynnsa 1995 poky

KJIiHIYHOTO BHMPOOYBaHHA

8. Kpainu, ae nposonmwiocst | Cnomyuewi IlItatn Amepuxu (CILIA)
KIiHI9He BUIpoOYBaHHA

9. KinpkicTh DOCTiDKyBaHUX | 3aIUIaHOBaHa: 360
tdaxtuyHa: 359

10. Mera Ta BTOpHHHI IIii Llini 1BpOro MOCHiIKEHHS OJATANH B TOPIBHAHHI BiTHOCHOI e)eKTHBHOCTI Ta
KITiHIYHOTO BUIPOOYBaHHS Ge3nedHoCTi 3aCTOCYBaHHA GYAecCOHiNy, cycneHsil s po3mmwieHHs (y nosax 0,25,
0,5 Ta 1,0 Mr 1 pas Ha n06y), y nopiBHAHHI 3 I1ale60 B XBOPUX Ha acTMY JliTeH
BIKOM BiJl 6 10 8 POKIB, SIKi He 3aJIeXaNH Bifl {HrANALIHHUX KOPTHKOCTEPOILIB.

11. du3aiid kniHiYHOTO BaratoneHTpoBe, paHIOMi30BaHe, MOABiliHE Ciine, MmIane60-KOHTPOIBOBaHEe
BHIPOOYBaHHS JOCHiIPKEHHT B TIapajelIbHUX rpynax.

KOH®IIEHIIITHA THOOPMALILS,

11O € BJIACHICTIO KOMITAHII 180



12. OcHoBHi KpHTEpIil
BIJTIOUCHHA

XBOpi Ha acCTMY MaUi€HTH TUTAYOTO BiKy BikoM Biz 6 MicamiB 1o 8 pokiB, sKi He
3aJIeXKalIH Bijl iHranALifHEX KOPTUKOCTEPOILiB, i3 aCTMO10, AiarHOCTOBAHOKO
BiIMoOBiAHO 0 BM3HaYeHHA HauioHanbHUX iHCTHUTYTiB OXOPOHH 310POB’s
MiHxicTepcTBa OXOPOHH 310pOB’A Ta coliaibHuX ciayk6 CLLA, 30kpeMa:
*  YacTi 3aroCTpeHH Kaunmo Ta/abo Xpunis, BKIOYHO 3 HIYHUMH NPOsIBAMHA
aCTMH, HEYaCTHMHU 3aTOCTPEHHAMH TSDKKOTO CTYIEHS HPOTArOM OCTaHHIX
6 MicHIIiB.
» Il{omenne 3acTocyBaHHsS X049a 0 OXHOrO NpenapaTy I JIiKyBaHHA XPOHi4HO1
aCTMH 3 TIepiONMIHUM 3aCTOCYBAaHHAM I0JIETIYBaJIbHOTO HpemnapaTy
MPOTAroM InoHaiiMeHIe 3 MicauiB go Bisury 1.

*  Jlng namieHTiB, AKi JOCATIH BiKy, ZOCTATHBOTO [UIA MOCTilHOrO
MPOXODKCHHA NOCHiIXKeHb QyHKLII ereHis: 06’eM GopcoBaHOTO BUAMXY 3a
1 cexyuny (O®B,) Ha BuxinHOMY piBHi > 50% NpPOrHO30BaHOTC 3HAYEHHA Ta
3BOPOTHICTE > 15% uepes 15 + 5 XBUINH MicJisd 3aCTOCYBaHHS CTAHAAPTHOL
JIO3H iHraaLiiHoro GpoHXoAHIaTaTOpA.

13. HocnimxyBanuii
nikapcekuit 3acib, croci6
3aCTOCYBaHHS, CIUIA Iil

Byneconin (0,125 mr/min, 0,25 mr/mi i 0,5 Mr/min), cycreHsiio I po3NWICHHS,
BBOJWIM B A03ax 0,25 mr, 0,5 Mr i 1,0 Mr uepe3 HeOynaiizep Pari LC-Jet Plus,
nipa’exHaHuit 1o komnpecopa Pari Master (Ilapi Pecnipatopi ExBinmenT, IHk.
(Pari Respiratory Equipment, Inc.), M. Piumong, mrrat Bipokunisa, CIIHA 3 ~
MacKolo Ui 061uy4si a00 MYHIIITYKOM.

14, TIpenapaT NOpiBHAHHA,
J103a, CIoci0 3acTOCYBaHH,
cwia mil

[Tnane6o sBoauIA yepes HeOynaisep Pari LC-Jet Plus, mix’eqHanuii 1o
KoMIpecopa Pari Master, 3 Mackoto 11 o6miyyst a60 MyHIIITYKOM.

15. CymyTHa Tepamnisa

TaiieHTH, SIKi OTPMMYBAIK NiATPUMYBAIIbHY iMyHOTEpaNilo, MAIU OJCPKYBATH
cTabIbHY I03Y MPOTATOM, IIpHUHAMHI, 2 MicAIiB 10 Bi3UTy 1 Ta MpOXOBXKYBATH
OTPUMYBATH Teparito 3a cTabinbHOIO CXeMOIo (032 Ta YacTOTa) Hif 9ac
nojsilinoi ciinoi ¢asu mocimkenss. ITix gac nmoasiiiHoi ciinol dazu
JOCHiKeHHs GYII0 JO3BOJIEHO 3aCTOCYBAHHA MOJIETLIYBANBHOTO NPEIIapaTy.
Inwi nikapceki 3aco6u, He NpU3HAYeHi AT JiKyBaHHA aCTMH, ajle AKi BBAXKAIKCA
HeoOXiTHMMHM 1)1 Garononyyds NanieHTa, JO3BOJLUIMCS HA PO3CYA NOCTiTHUKE,

16. Kpurepii omiHku
e(eKTHBHOCTI

IMepBHHHUME 3MiHHAMH e()eKTHBHOCTI 6YJIN cepeaHi 3Ha9eHHA OLHKH
CHMIITOMIB aCTMH BHOUi Ta BA€Hb Y MOPiBHAHHI 3 BUXiHIM piBHeM micia ¢asu
12-THKHEBOTO NiKYBaHHS.

BTopuHHAMH 3MiHHIMHE e(eKTHBHOCTI Gyu:

*  Pe3ynbTaTH JIikyBaHHA MAL[i€HTIB, 30KpeMa YacTKa NAli€HTIB, AKa MPHIMHAIA
y4acTh y JOCHiKeHHi 3 GyAb-AK0i IPUYMHY Ta YACTKA NALEHTIB, AKa _
HPUITHHIIA YYacTh Y ZOCIIIKEHH] Yepe3 NoripIueHHA nepediry acTMHu.

*  YacToTa 3aCTOCYBaHHS OJIETIIYBAIEHOrO Npenapary (6poHXoQWIaTaTop).

+  Tlig yac KOXXHOTO Bi3UTY JO KJIiHiKH NaLi€eHTiB, 3MaTHUX MPOXOAUTH
cripomeTpito, Gyno npoBeaeHe CHipOMETPHIHE JOCTIHKEHH I
BU3HAYEHHA 3MiHHUX edexTuBHOCTI (ODB,, MBUAKOCTI POpCOBAHOTO
BHIMXY MPOTATOM CEpeAHBO] MOJIOBHHH HOPCOBAHOI KUTTEBOT EMHOCTI
nerens [O®B2s.75%] Ta dopcoBaHol xKUTTEBOI eMHOCT] JiereHsb [OIKEII]).

¢ TlikoBy wBHaKicTs Buauxy ([111IB) BuMiproBanK IOJEHHO BpaHLi Ta BBEYEpi
y Hali€HTiB, 3MATHUX TIPOMTH JOCTiMKeH A i1 Bu3HadeHna IIIB. -

»  3MiHM B OIHII CTaHy 300pOB’A, 30KpeMa pe3ynbTaTy 3a MoandikoBaHoo
KoK oumiHkH ¢yHkuioHansHoro crarycy II (FS-1I [R]) crany 3n0poB’s
niteit Ta [TokasHHUKA 3arajIbHOTO CTaHY 3A0poB’s 3a mKamow RAND.

+  BimMiBHOCTi y BUKOPHCTaHHI peCypciB OXOPOHH 3T0POR’S, ITOB’13aHUX i3
4CcTMOI0, Ta HENPSMUMH BUTPaTaMH Ha OXOPOHY 3[10pOB’S.
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17. Kpurepii oninku 6e3nexun

3apeectpoBani HebaxaHi Auma (H).

*  PankoBuii 6a3abHUIL piBE€Hb Ta CTUMYJIBOBAHHI apeHOKOPTHKOTPOIIHAM
ropmoHoM (AKTT) (moct-AKTI-cTiMynboBaHuit) piBeHb KOPTH3OMIY B
wia3mi xposi (QyHKIiA rinoTanamo-rinogizapao-agpenanosoi [[ TA] Bici).

*  3miuu npu dizukaIbHOMY 00CTEXEHHI; 3MiHM OCHOBHUX ¢izionoriyaux

TIOKa3HHUKIB Ta KJIiHik0-1a0opaTOpHHUX aHami3iB (30kpeMa

opodapuHreanbHIX Ta Ha3aJIbHUX IPUOKOBUX KYJIBTYP).

18. CratucTi4Hi METOIU

Hucrepcilinuii ananiz 6yB BAKOPUCTaHHIA 111 OPIiBHAHHA BiIMiHHOCTEN MiX
rpynaMH JiKyBaHHA 3a BciMa 3MiHHIMH e(eKTUBHOCTI, 32 BUHATKOM Pe3yNbTaTiB
NiKyBaHHA MAUi€HTIB, AKi aHaTI3yBaJIX 3 BAKOPUCTAHHAM TOYHOTO KPHUTEPit0
dimepa. Jucnepciiinuii aHani3 Takox OyB BAKOPUCTAHUH U1 BUSHAYEHHS
paHkoBoro 6asansHoro Ta nocT-AKTT -CTHMYJIBOBAaHOTO PiBHA KOPTH3ONIY B
rutasMi kposi. L1 mpeAcTaBIeHHA BCiX iHIIKMX AaHUX 3 Oe3neku Oynu
BUKOPHCTaHi METOIH OMHUCOBOT CTATUCTHKH.

19. Nemorpabivni
[IOKA3HUKK JOCHiIKyBaHO1
momyJsuil (crats, Bik, paca,
TOILIO)

Veporo B nociimkenns 0y10 paHnoMizoBaHo 359 narieHTiB y 26 q0CTiAHAIBKHX
UeHTpax (3aKi1agax oxopoHu 310poB’s) y CIIIA. Honopiku CTaHOBUIH ABi
TPETHHH Y4aCHHUKIB. 73% y4acHHKIB 6yJIH NpeACTaBHUKAMH €BPOIEOiTHOT pacH,
16% — yopHOWKipuMH, 8% — MaJTl JJaTHHOAMEPHKaHCBKE TIOXOKEHESA, 3% —
HAJIEXaJIH 10 IHIIKX pac Ta MeHLie Hix 1% Oynu npecTaBHUKaMH CXiTHOTO
noxomxkenns. CepelHii Bik, Maca Tija Ta 3picT CTAHOBHIIM BiITIOBiHO

56 Micauis, 43 ¢pyuru (mpubauzHo 19,5 xr) Ta 107 cM. OcHoBHI remorpadigsi
XapaKTepHUCTHUKH 4 TpyH JTikyBaHH: GyJIH MOAIGHUMHE.

Cepesa TpUBAIICTs OpOHXiaIbHOT aCTMH Ha MOMEHT 3aJIy4eHHS B JOCTiKEHHA
cra”oBmia 35,5, 36,7 Ta 36,1 MicauiB BinnmoBiIHO B MaIli€HTiB y rpynax
6yneconiny 0,25 mr/no6y, 0,5 Mr/noby ta 1,0 Mr/no0y. V rpymi miane6o uei
MIOKa3HMK CTaHOBMB 37,2 MiCAIIiB.

Ha MOMEHT 3aJlydeHHA B JOCTIKEHHS CepeHA OLiHKa CUMIITOMIB acTMH BHOMI
cranosmia 1,32, 1,19 ta 1,19 BiamoBinHo B manieHTiB y rpynax 6yaecoHiny

0,25 mMr/mo0y, 0,5 Mr/noby Ta 1,0 Mr/no6y. V rpymi mnane6o uei NokasHUK
cranoBuB 1,08.

Ha MOMEHT 3ajly4eHHA B JOCTiIKEeHHA cepeHs OiHKa CUMIITOMIB aCTMH BJICHb
cranosmwia 1,44, 1,33 ta 1,31 BiamoBigHo B nanieHTiB y rpynax OyaecoHizy

0,25 Mr/mo6y, 0,5 mr/noby Ta 1,0 Mr/goby. V rpymi mianedo el moxasHuk
craHoBuB 1,27.

20. Pesynerat
e(EeKTUBHOCTI

Pe3ynsTaTyl OLHKY CHMITOMIB aCTMH BHOYI Ta BIEHb, KiJIBKICTh OHIB
3aCTOCYBaHHs MOJETIIYBAIBHOTO Tpenapaty (GpoHX0IMUIaTaTop) IpeCTaBIcHi
B TaOnuIl HioKYe (DaHi BUpaXKeHi 1K CKOPUTOBaHa CEPERHI 3MiHa Bill BUXiIHOrO
piBHA mo 3aKiHyeHHA Ga3u 12-THXKHEBOTO JIiKyBaHH! i3 ypaXyBaHHAM YCixX
MALliEHTIB, AKi OTPIMAJIH NiKYBaHH:, Ta IEPEHECCHHAM YIIEPE OCTAHHLEOrO
3Ha4yeHHs). Y namienTis y rpymax 6ynaeconiny 0,25 mr/no6y, 0,5 Mr/no6y ra

1,0 Mr/moGy 6yiu pOoJeMOHCTPOBAHI CTATUCTHIHO 3HAYYIIi MOKPAIIEHHA
OLIIHOK CHMITOMIB acTMHM Ta 3MEHILEHH KUTBKOCTi JHIB 3aCTOCYBaHHSA
GpoHXoAMIaTaTOPa B TIOPIBHAHHI 3 IpyNoI0 IIane6o.

Inaue6o Bynecouis, cycneH3ia Ang poinuieHHs
0,25 mr opuH pa3| 0,5 Mr oauH pa3 | 1,0 Mr oann pa3
Ha noby Ha noby Ha 106y -
(ni=920) (=91) (n=82) {n=93)
OuiHka CUMITTOMIB -0,16 -0,49% %+ -0,42%* 0,42+
ACTMH BHOUI
OlliHKa CHMNITOMIB -0,26 -0,57** -0,46* -0,50*
ACTMH BACHb
KinekicTs HiB 3aCTOCYBaHHA -1,19 -6,26* -6,31* -5,98%
NOIET Y BRIBHOIC NPENapary
* p=0,050, ** p=0,010,*** p=0,001 y nopisusuui 3 auebo

3aranpHa yacTKa MALi€HTIB, AKa NPUIHMHANIA YYacTh Y JOCIiIKeHHi, Oyna
Ginpuroro y rpyni miaue6o (28%), Hix y rpynax OyzaecoHiny (Binmosigno 19%,
24% Ta 14% y rpynax Gyzneconiny 0,25 Mr/no6y, 0,5 Mr/no6y Ta 1,0 Mr/mo6y).

Pizpus MiX rpynoo miauedo Ta rpynowo Gyaecosiny 1,0 mr/noby 6yna
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CTaTHCTUYHO 3Hauy1oto (p = 0,020). V rpyni miane6o yacTka MamicHTiB, AKa
NPUNHHIIA Y4acTh Y AOCTI/DKeHHI Yepe3 3arocTpeHHs nepebiry actmu (23%),
Gyna Takox OUTBIIONO, HiX Y rpynax 6ynecoHiny (ianosigHo 14%, 17% 1a 13%
narieHriB y rpynax 6yaecosiny 0,25 Mr/noGy, 0,5 mr/no6y Ta 1,0 Mr/moGy);
pi3HHI OyJIa CTATHCTHYHO 3HATYIIO.

IpubausHo 55% paHROMi30BaHUX NMALE€HTIB Oy/M 30aATHAME TIPOXOIUTH
JOcCIiukeHHA WA Bu3HaueHHA [111IB Ta npubmuzHo 36% paHgoMizoBaHux Oyiu
3MaTHUMH NOCTifiHO NPOXOAUTH CIipOMETPHYHI HOCTimKeHH . V nanieHTis,
3JaTHHUX MPOXOAUTH JOCIiUKEHH UL OLiHKY QYyHKII] JTereHiB, Oyid Big3HaueHi
HoKpaleHHsd QyHKUii nerenin. Y rpynax 6yneconiny 0,5 Mr/no6y ta 1,0 Mr/oo6y
6ynu Big3Ha4YeHi KIiHIYHO Ta CTATUCTMYHO 3HATyLi nokpameHus ODB,; y
HopiBHAHHI 3 rpymoro wiane6o. Y rpynax OyaecoHiny Takox GyiH BixzHadeni
nokpaiueHHs OIKETT, ODPB2s_75, Ta paHkoBoi i BegipHboi [TIIB, npu 1soMy
nokpamenns OXKEII y rpyni 6yaeconiny 0,5 Mr y nopisHsHHI 3 rpymow0
mrane6o 6y10 CTATUCTHYHO 3HAUYIIUM. Y HOPIBHAHHI 3 IrpyIoro IwameGo Ha
TIKHAX 4 Ta 12 y rpyni 6yaeconiny 0,25 Mr 6yid Big3HaueHi KIiHIYHO Ta
CTAaTHCTHYHO 3HAa9yIlli MOKpaIEHH] OIiHOK CTaHy 3Z0pOB’A miteii 3a IlIkanorwo
FS-II [R]. Takox mokpamuincs cnelianbHi oinky 3a mkanowoo FS-II (R), mpu
bOMY Ha THXKHI 12 pi3HHI Mix rpynoro 1wiane6o ta rpyni 6yaeconimy 0,5mr
OyJia CTATHCTUYHO 3HAUYIIO. Y MOPIiBHAHHI 3 IPpyIIoIo mIanedo B maLieHTiB y
rpynax 6yneconiny 0,25 mr/noby, 0,5 Mr/no6y ta 1,0 Mr/noby Takox Oyiu
TIPOJEMOHCTPOBAH] MOKPAIIEHHA OLIHOK 3a [I0Ka3HHKOM 3arajibHOTO CTaHy
310poB’s 3a wkaiow RAND. OxkpiM Toro, y naiiesTie y rpynax 6ynecoHiny
Oynu Big3Ha4YeHi MOKpalIeHHs 332 TAKHMH 3MiHHHMH, K BUKOPUCTaHHA PeCypCiB
OXOPOHH 3I0POB’A Ta KiNBKIiCTh A3BiHKIB 10 JIiKapiB i3 mpuBoay acTMH. ¥ rpymax
6yneconiny Takox Oyiu MPOAEMOHCTPOBAHI MOKpaLIEHHA 33 3MiHHIMH,

TI0B’ A3aHUMH 3 HENPAMUMH BUTPATaMH, TAKIUMH SK: KUIBKICTh JHIB HABYaHHA B
HIKOJIi, IPOITYLIEHNX JUTHHOIO Yepe3 XBOpoOy, Ta KiNbKicTh OHIB, y AKi
NisJIBHICTE DUTHHH OyNa MepepBaHa uepes Xsopooy.

21. PezynbTatu Ge3neku

VY upoMy DocnimkeHHi He 6yJI0 3apeecTpOBaHO BUMAAKiB cMepTi. Yeboro y 8
nanieHTiB 6yno 3apeectpoBano 10 cepifosnnx Hebaxkanux ssuw (HS). 4
NalieHTiB NIPUIHHWIN Tepanito Jepe3 HAL

V rpynax OynecoHigy He Oylio KIiHiYHO 3HaYyIKX BixMiHHOCTEl Y BHAI,
YacTOTi, TAXKKOCTI Ta KIiHigHiMi 3HauyImocti HS y nopiBHAHHI 3 rpymoro
wiane6o. Mix rpynamu JikyBaHHA He 0yJI0 BUABJIEHO OUEBUIHUX BiAMiHHOCTEH
Y 4acTOTi KJIiHiYHO 3HAYYIIMX 3MiH 'PHOKOBUX KYJIbTYP HOCOBOT ab0 poTOBOL
TOPOXKHUHHU. Mik rpynamu JlikyBaHHA He 6yJ10 BUABINEHO KTiHIYHO 3HAYYLIHNX
BiIMiHHOCTE! B OCHOBHHUX (i3i0NIOriYHIX MOKa3HUKAX Ta PEe3yNbTAaTaX
(izukanbHUX 00CTEKEHD.

Bin BuxigHoro piBHA 0 THXHA 12 Mk Ipynamu mauieHTiB, SKi OTpHUMYBaH
aKTHBHE NiKyBaHH, Ta IPYNoo Iiaueto He 6YyIo BUABJICHO KIiHIYHO 3HATYILIHX
BinMiHHOCTe# y 6aszanbHOMY Ta nocT-AKTI-cTuMynsoBaHOMY piBHAX
KOPTH30JIy B IIa3Mi kpoBi. OkpiM Toro, mpu 3acTocyBaHHi 3 HOCTimKyBaHHAX
piBHIB 103yBaHHA He 6YJI0 CIIOCTEPEXKEHO O3HAK MpUrHiYeHH:A OyaeconinoM [T A
Bici.

22. BUCHOBOK (3aKIFOUEHHA)

e mocnmimxeHHs 32 YJ4acTIO XBOPUX Ha aCTMY HEMOBIMAT i IiTell paHHBOrO BiKY
Bix 6 MicsaniB 10 8 pokiB mokaszaio, 1o 6yAecoHin, CyCIeH3is I pO3MIWISHHH,
3HaYHO MOKpaIIuiIa AK HiYHi, Tak i JIeHHiI CHMIITOMH acTMH B TIOpPiBHSAHHI 3
wrane6o. EdexrusHicts OynecoHiny 6yna 1oaaTkoBO MiATBEpIKeHa 3HIKSHHAM
4acTOTH 3aCTOCYBaHHA OpoHXomIaTaTopiB KopoTkoi ail Ta 36inmsmwenHsM ODB,
(y nanieHTiB, AKi MOTIX NOCTiH{HO NPOXOAUTH CHIiPOMETPHYHI JOCTI IHKEHH).
OxkpiM Toro, gani no HJI Ta piBHAX KOpTH30)1y HE NPOAEMOHCTPYBAIH
BiAMiHHOCTEH Midk rpynaMu JociipkeHH B crionTanHux HSI a6o Bignosini Ha
crmyisaniro AKTT, 1o nmepekoHIUBO MiATBEPIKYE Ge3neKy Oy necoHiny,
CYCIeH3ii JUI pO3NMWIeHHs, V AianasoHi 103 0,25-1,0 mMr 1 pa3 Ha no6y.
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Lle 6yno0 mepitie JOCTiMKEHHA 3a YYaCTIO XBOPHX Ha aCTMY HEMOBIIAT i miTeit
PaHHBOTO BiKY, AKi 32CTOCOBYBaIH OYNECOHI, CyCIIEH3iI0 L1 PO3MIWICHHS, 38
cxemoro 1 pas Ha 106y. Lle 6yno no6pe crmaHoOBaHe HOCTiIKEHHA B NAPATIEIBHAX
rpymax i3 Iwiaue6o Ak KOHTPOJIEM, IO HO3BOIMIO 3pOGHTH IOCTOBIpHI BUCHOBKH.
OxpiM Toro, mocnimkeHHs 6y0 YHIKaI-HUM THM, IO HAAAJI0 BEJIHKHIA 00CAT
HaHMX i3 Oe3MekH y i€l moImyanil XBOPUX Ha acTMY MAIli€HTiB PAaHHBOTO BIKY.
Bubip cxemu 1 pa3 Ha 100y GyB 3acHOBaHUI1 Ha KIIHIYHIX JAHHUX, OTPUMAHHUX
BiJl IALIEHTIB 3 aCTMOIO, fAKi 3aCTOCOBYIOTH iHuI (opMu Gyneconiny. Cxema

1 pa3 Ha 106y Moxe OyTH MiAXONAIIO0 A Liel NomyaLil manieHTiB ayxe
PaHHBOTO BiKy, IKHM IpH3HaueHHH OyECOHI, CYCIIeH3is Ans PO3NMICHHS,
OCKLIBKH pO3NIIeHHs 3aliMae 6araTo dacy, a HeOynaiizepu rpoMi3aki Ta
BHUMAararoTh 4acy JUI OUHIIEHHI.

Ockinbku HafiliHi BUMiproBaHHs ¢yHKUIT JereHiB y aiteil BikoM 10 5-6 pokis
CKJIQJHO MPOBOJMTH HA MOCTiliHilt OCHOBI, Ak OCHOBHA 3MiHHA e()eKTHBHOCTI
Oynu o6pani ouinku cumnTomiB, OfHAK y AOPOCIHX MALi€HTIB 13 TIOMIPHOKO
acTMOIO OLiHKHM CUMITOMIB BB&)XXA€ThCA MEHII YYTJIHBOK 3MiHHOIO, HIXK
JOCTiKeHHS (YHKIIT IeTeHiB.

et paxt Moxe 6yTH JOJATKOBO NOCHIICHHIA B MOMyYIALIT iTelt paHHBOTO BiKY,
IUIA IKMX OLIHKY CUMIITOMIB MPOBOAATE 0AaThKH, a He MauieHTH. TakAM YHHOM,
BiZIMiHHOCTI, fKi GyJIH Bif3Ha4eHi B LEOMY NOCIiKeHHi, MOXKYTh

HEJOOL HIOBATH CIIPaBXHi BiIMIHHOCTI Mixk 6yZeCcOHiIOM, CyCIIeH3ieI0 IIs
pO3MWIEHHY, i Iiane6o.

IMikoBa mBHAKicT BUANXY Ta ODB € 3araIbHONPHIMHATUMM ITOKa3HUKAMHU
thyHxuii nerexiB y aAiTeit crapimoro Biky Ta nopocnux. OqHak pasHii Bik mitel,
AKi 6pany yqacTh y bOMY JOCIIKeHHI, YCKIaJIHNB OTPHMAaHHA HaAiHIX NaHHUX
mpo GYHKIIIO JIereHiB, 110 MOXe IIOACHATH CynepewinBi pesyibrary ITIIB Ta
O®B,. Bumiprosanns I111IB npoBogwiu BAOMA, a CIIpOMETPHYHI N
JOCIIIKEHHA — Y 3aKJIailaX OXOPOHH 3I0POB’S; 11€ MOTJIO OYTH NPUYHHOKO TOTO,
IO MiXK IpynaMu BUIIUX 103 GynecoHiny sHaueHHA O®B, pisHmIOCH B
MOPiBHIHHI 3 TpyMOO Taneto, a 3uaueHHs [TI1IB — Hi.

Vci 3 no3u 6ynecoHiny, cycneHsii Ui po3mwieHHA, 6ynu e}eKTHBHIIIMMY, Hix
wiane6o, ane MiX TppOMa BHIaMH aKTHBHOI Teparii He Gyno BigMiHHOCTel. Lie
BIKPUTTS HE € HECIIOAIBAHNM, OCKiJIbKH B MAI[iEHTIB i3 BiTHOCHO JIETKOIO
acTMOI0, sKi paHillle He OTPUMYBaJIU iHraJILiHHI ITTFOKOKOPTHKOCTEPOI K
(T'’KC), He Gyia nponeMOHCTpOBaHa 3AIE)KHICTh «103a-BiAMOBib Ha TEpaITiioy.
JlonaTKOBUM NOACHEHHAM MOKe OyTH MONIOAMH BiK NALli€HTIB, AKUM K
NIEpBHHHY 3MiHHY eeKTUBHOCTI NOTPi6HO 6yI10 0OpaTH OLIHKY CHMIITOMIB.
HaHi 3 6e3mexy LpOro JocikeHHA Oynu peTeabHo 3i0paHi, i Ha MOMEHT
3aBepILIEHHs JOCTi/KCHHS BOHU Oy Ha0araTo IHPIUMMH, HiX 6yab-Aki
omy6nikoBaHi Ha Toif MOMeHT HaHi 3 6e3neky iHranauiiinux I'KC y HeMOBIAT i
Ziteif paHHBOrO Biky 10 8 pokiB. TakuM YMHOM, IEPEKOHIIMBI NaHi 3 Ge3meKy,
npelcTaBieH] B IbOMY AOCHiIKeHH], Halall CHIbHY NIATPHMKY peKOMeHAaNii
y nepenaHyTHX HacTaHoBax i3 JiarHOCTHKY Ta JiKYBaHHA acTMH,
omy6nikopanux (Juotuit 1997 p.) y 3Biti rpymu excnepris 11 HauionanpHoi
nporpamu CIIIA 3 HaBuaHHA Ta podinakTuky OpoHXiabHOT acTMH, AKi OyIH
YHHHAMH HAa MOMEHT NPOBEICHHS AOCTiIKEHHA. V IMX HaCTaHOBaX N

T AKPECITIOETHCS BAXKIIMBICTh paHHBOTO BTPYUaHHA 33 JONMOMOIOI0
MPOTH3aNAJILHOT Tepartii He TUIBKU B JOPOCIIHX, aJle TAKOXK y HEMOBIIAT 1 miTeit
PaHHBOTO BiKYy.

Hacamkinens cnif 3a3Ha4uTH, 110 OYAECOHIA, CyCIIeH3ia LI PO3MUICHHS,

y no3ax 0,25 wmr, 0,5 mri 1,0 mr 1 pas Ha no6y, € edekTrBHOIO i T06pe
MIePEHOCHMOI0 HECTEPOIMHOIO Tepali€lo B HEMOBJLAT i ZiTell paHHBOTO BiKY BiX
6 Micanis 1o 8 pokis.
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Clinical Trial Report

1. Name of medicinal Budesonide AstraZeneca (International Non-proprietary Name Budesonide)
product (Marketing
Authorisation number,
if any)
2. Applicant Marketing Authorisation Holder (MAH) details in the Clinical Study Report
(CSR):
Astra USA, Inc
50 Otis Street

Westborough, Massachusetts
United States of America (USA)
01581-4500

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertiélje

Sweden

3. Manufacturer Manufacturer details in the CSR:
Astra Pharmaceutical Production
Sodertélje

Sweden

Current manufacturer details:

AstraZeneca AB
SE-151 85 Sodertlje
Sweden
4. Conducted studies: Yes
1) type of medicinal Medicinal product with complete dossier (stand-alone dossier)
product for which
registration was
conducted or planned to
be conducted
5. Full title of the A study of the safety and efficacy of budesonide (Pulmicort®) nebulising
clinical trial, code suspension compared to conventional asthma therapy following 52 weeks of
number of the clinical open-label treatment in children with asthma aged 8 years and younger,
trial Study 04-3069B.
6. Clinical trial phase 111
7. Clinical trial time From October 1994 through December 1996
frame

8. Countries where the USA
clinical trial was
conducted

9. Number of subjects Planned: 240
Actual: 272 (randomised)
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10. Primary and
secondary objectives of
the clinical trial

The objectives of this study were to assess the long-term safety of the lowest
individual maintenance dose of budesonide nebulising suspension when
administered for a period of up to 1 year as compared with conventional asthma
therapy in paediatric asthmatic patients aged 6 months to 8 years.

11. Clinical trial design

Multicentre, randomised, open-label, active-controlled, parallel-group study.

12. Key inclusion
criteria

Paediatric patients with asthma who successfully completed the 12-week, double-
blind treatment phase of Study 04-3069 or who discontinued from the double-blind
treatment phase because of the need for oral corticosteroids for worsening asthma.

13. Investigational
medicinal product,
method of
administration, strength

Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspensjon administered via a
Pari LC-Jet Plus nebuliser connected to a Pari Master compressor (Pari
Respiratory Equipment, Inc., Richmond, Virginia, USA) with a face mask or
mouthpiece.

Doses started at 0.5 mg once daily (QD) in the morning with attempts made at
every visit to reduce the dose to 0.25 mg QD in the morning, followed by 0.25 mg
every other day in the morning, followed by no budesonide treatment, per the
judgement of the investigator. The maximum budesonide nebulising suspension
dose allowed was 1.0 mg QD.

14. Comparator, dose,
method of
administration, strength

Conventional asthma therapy (including B2-agonists, methylxanthines and inhaled
non-steroidal anti-inflammatory agents, but not inhaled glucocorticosteroids) as
judged by the investigator.

15. Concomitant
therapy

The following were allowed during the open-label phase of the study with the

appropriate restrictions:

e  Asthma medication: patients randomised to conventional asthma therapy
could have been treated with B2-agonists, methylxanthines and/or inhaled
nonsteroidal anti-inflammatory agents (eg, cromolyn sodium), as judged by
the investigator.

e  Oral corticosteroids: intermittent courses of oral prednisone were allowed for
the control of asthma exacerbations, as judged by the investigator.

Other medications considered necessary for the patient’s welfare were permitted at

the discretion of the investigator.

16. Efficacy endpoints

This was primarily a safety study. However, efficacy variables were also assessed

including:

e  Mean changes from baseline in night-time and daytime asthma symptom
scores over the 52-week treatment phase.

e  Patient outcomes (including the proportion of patients who discontinued from
the study for any reason and the proportion of patients who discontinued
from the study due to worsening asthma).

o  The proportion of patients who took oral prednisone.

s The average daily amount of prednisone used for asthma deteriorations.

e The number of days use of breakthrough (bronchodilator) medication used.

o  Spirometry test variables (forced expiratory volume in 1 second [FEV1],
forced expiratory flow during the middle half of the forced vital capacity
[FEFas.75%] and forced vital capacity [FVC]) performed at the clinic visits in
the subset of patients capable of performing spirometry testing.
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e  Peak expiratory flow (PEF) measured daily in the morning and evening in the
subset of patients capable of performing PEF.

° Changes in health status measurements, including the Modified Functional
Status IT (R) Scale Child Health Status Scale and the RAND General Health
Index.

e Differences in asthma-related health care utilisation and indirect health care
costs.

17. Safety endpoints

The safety variables assessed were:

e  Reported adverse events (AEs).

e  Morning basal and post-adrenocorticotropic hormone (ACTH)-stimulation
effects on plasma cortisols (hypothalamic pitvitary adrenal [HPA]-axis
function) in a subset of patients.

e  Changes in physical examinations (including growth measured via
stadiometry), vital signs and clinical laboratory tests (including
oropharyngeal and nasal fungal cultures).

18. Statistical methods

Descriptive statistics with 95% confidence intervals (CI) for means within
treatment groups. A Kaplan-Meier figure was used to compare differences in
patient discontinuation from the study therapy. The incidences of clinical AEs
were adjusted for length of time in the study using a proportional hazards model.
Analysis of variance was used for moming basal and post-ACTH-stimulation
effects on plasma cortisols. Growth velocity was estimated using least square
estimates of linear regression line slopes.

19. Demographic data
of the study population
(sex, age, race, etc.)

A total of 272 patients were randomised into the study: 182 patients to budesonide
nebulising suspension and 90 patients to conventional asthma therapy.

Males comprised 66.9% of the randomised patients; 73.5% of the patients were
Caucasian, 14.7% Black, 8.1% Hispanic, 0.4% Oriental and 3.3% of “Other”
ethnicity. The mean + standard deviation (SD) age, weight and height at
randomisation were 59.0 + 26.2 months, 43.5 + 15 pounds (19.7 £ 6.8 kg) and
107.0 + 16.9 cm, respectively. The mean + SD night-time and daytime asthma
symptom scores at randomisation were 0.69 £ 0.64 and 0.74 £ 0.65, respectively.
Fifty-six percent of patients were capable of performing PEF manoeuvres. The
mean + SD morning and evening PEF values at randomisation were 150.8 + 45.0
and 158.1 + 47.2 L/minute, respectively. Thirty-six percent of patients were able to
perform consistent spirometry manoeuvres. The mean £ SD FEV, at randomisation
was 1.21 £ 0.34 L.

20. Efficacy outcomes

The proportion of patients who discontinued from the study in the conventional
asthma therapy group was significantly greater than that for the budesonide
nebulising suspension group (32% versus 14%, respectively; p = 0.001). The
Kaplan-Meier estimate of the time to discontinuation from the study therapy
showed that the patients on budesonide nebulising suspension remained longer on
the study therapy compared with those on conventional asthma therapy. The
proportion of patients in the conventional asthma therapy treatment group
discontinuing due to worsening of asthma (16%) was also greater than for the
budesonide nebulising suspension group (< 1%); this difference was statistically
significant (p < 0.001).
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Results for the night-time and daytime asthma symptom scores, and use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment
groups, with overlapping 95% CI. The percentage of patients requiring oral
prednisone for asthma was less in the budesonide nebulising suspension group
compared with the conventional asthma therapy group.

Table 1. Mean change from baseline (last 14 days of double-blind) to the last observation in open-label

for nighttima and dayiimeé asthma symptom scores and use of oral preduisone
Open-Label Therapy

Variable Conventional Asthina  Budesenide Nebulizing
Therapy Suspension
Asthma Symptom Score:
Mean Change from Baseline

Nighttime -0.05 -0.09

95% CI -0.18,0.09 -0.18.0.01

() @h 179)

Daytime -0.09 -0.10

95% CI -0.23.0.05 -0.20,0.00

(n} (80) (178)

Prednisone Use:
Number of Patients That Used Oral
Prednisone During the Study:

Ne 42 (47%) 98 (34%)
Yes 48 (53%) 84 (46%)
Average Total Daily Amouat Used (mg):
MeansSD 0.53=0.70 0.47:0.96
Median 023 0.00
(0=90) (u=182)

The subset of patients able to perform consistent PEF from both treatment groups
showed similar improvements in morning and evening PEF with the 95% CI
overlapping between the 2 treatment groups. For the subset of patients able to
perform consistent spirometry manoeuvres, similar improvements in FEV, FVC
and corresponding FEF2s.75% were observed between treatment groups.

Patients in the budesonide nebulising suspension treatment group showed
numerical improvements compared with conventional asthma therapy in the
Modified Functional Status II (R) General and Specific health status scores, and
the RAND-ALL General Health Index scores. There were no differences between
treatment groups in health care utilisation variables and indirect economic
endpoints.

21. Safety outcomes

There were no deaths reported during this study. There were a total of 21 serious
AEs (SAESs) in 19 patients reported (4 SAEs in the conventional asthma therapy
group; 17 SAEs in the budesonide treatment group). Two patients were
discontinued due to AEs (one in each treatment group). All of the SAEs and AEs
leading to discontinuation were judged by the investigator to be of unlikely
relationship to study treatment. After adjusting for length of time in the study,
there were no clinically relevant differences in the type, incidence or severity of
AEs between treatment groups. There were no clinically relevant differences
between treatments in vital signs or physical examination outcomes observed, and
there were no apparent differences in the frequency of clinically significant
changes in nasal or oral fungal cultures between treatment groups.

Assessments to determine the possible effects of study treatment on basal and post-
ACTH-stimulated plasma cortisol levels in a subset of patients who had the test
performed showed no significant differences between the 2 treatment groups for up
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to 1 year. Furthermore, there was no evidence of HPA-axis suppression in patients
treated with budesonide nebulising suspension.

Assessments to determine the possible effects of study treatment on body
length/height (stadiometry) showed no statistically significant differences between
budesonide nebulising suspension and conventional asthma therapy in the mean
changes in observed height over 1 year either for all patient or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in ranges of

Authorisation Holder)

(findings) 0.25 mg every other day to 1.0 mg QD over a year was safe, well-tolerated and
effective in the treatment of asthma in infants and young children aged between
6 months and 8 years.

Applicant (Marketing

DocuSigned by!
‘ Jayakumar Swrnatian
97094FE53828405...

Dr Jayakumar Gurunathan

(full name)
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ITepexnazn 3 aHITIHCEKOI MOBH Ha YKPaiHCBKY MOBY

3BiT po KIIiHiYHE BUIPOOYBaHHS

1. Hazpa nikapcbkoro
3aco0y (3a

HassBHOCTi — HOMEDP
peecTpauiifHoro
MOCBIUEHHS)

Byneconin Actpa3eHeka (MbkHapOIHA HEMaTeHTOBaHa Ha3Ba — OyIECOHIN)

2. 3asBHHUK

Hazsa Ta aapeca BJACHHKA PeccTPaNiiinoro nocBiTyeHHs Ha MOMEHT
OpOBeJAeHHA KIIHIYHOro BUNpodyBanus:

Actpa O.Ec.Eii., Ink. (Astra USA, Inc.)

50 Oric Crpit, Bect6opo, wtatr Maccadycerc, CIIIA

(50 Otis Street, Westborough, Massachusetts

United States of America (USA)

01581-4500

Ha3zsa Ta aapeca NOTOYHOr0 BJACHAKA PeccTpaniiiHoro nocsiiuenns:
Actpa3eHeka Ab (AstraZeneca AB)

SE-151 85 Conepran’e

IlBewis

3. Bupo6Huxk

Hazsa Ta agpeca 3aBoay-BHPOOHIKA, 110 BHPO6.IsB JikapchbKuii 3acid
HA MOMEHT NpOBeeHHd KAIHIYHOro BHNpoOyBaHHI:

JinsHULS 3 BUPOOHHULITBA MPOTHACTMATHYHUX JIIKapchKUX 3aco0iB (Astra
Pharmaceutical Production)

Cogepran’e

IIsenis

Hazsa Ta agpeca 3aBoAy-BHPOGHHKA, 0 HAPA3i BHPOD/SE AiKapChLKHIH
3aci6:

Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Conepran’e

IIsemis

4. TTpoBeneHi
JOCTiMHKEHHS:

Tak

1) Tun nikapcbKOro
3aco0y, 3a AKUM
npoBoxunacs abo
IUTAHYETHCS PEECTpALLis

Jlikapcrkuii 3aci6 3a MOBHUM AOChE (ABTOHOMHE JOCKE)

5. IloBHa Ha3Ba
KJIiHIYHOTO
BHIIPOOYBaHHS,
KOJOBaHHH HOMED
KJIiHIYHOTO
BUNpPOOyBaHHS

HocnimkenHs 6e3mevHocTi Ta €QeKTHBHOCTI 3aCTOCYBaHHS OyIeCOHIny
(ITynemikopt®), cycrensii s HeGynaiizepa, y MOpiBHAHHI 3 TpaAULIiHHOO
Teparnielo acTMH Yepe3 52 THXKHI BiIKpUTOro JIiKyBaHHs B JiTeH, XBOPHX Ha
acTMy, BikoM 8 pokiB i Monomue, gociimrenHs 04-3069B.

6. ®aza KIiHIYHOTO
BHIIPOOYBAaHHA

I

7. Ilepion mpoBeAeHH
KJIiH{YHOTO
BUTNPOOYBaHHS

3 >xoBTHA 1994 p. no rpynexs 1996 p.

8. Kpainu, ne
POBOJWIOCS KITiHIUHE
BUIIpOOYBaHHA

CIIA

9. Kinskictp
JOOCIIKYBaHUX

3aruiaHoBaHa: 240
¢akruyHa: 272 (KUIBKICTh paHAOMi30BaHHX YYaCHHUKIB) -

KOH®IIEHIINHA I[HOOPMAILILS,
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10. Mera Ta BTOpHHHI
LiJTi KJIiHi9HOTO
BUIIPOOYBaHHA

IMini nporo gociimKeHHS MOJIATaK B OLiHII 6€3NeYHOCTI TPUBATIOro
3aCTOCYBAaHHA HaHHIKYOT iHAMBIAYANBHOI HiATPUMYBATEHOT HO3H
OynecoHiny, cycrensii 1i1s HeGynaitzepa, Py 3aCTOCYBaHHI [IPOTATOM
nepiony Ao 1 poky B MOpiBHAHHI 3 TPaRULIMHOIO TEPAITIEIO aCTMH B [IiTEH,
XBOpPHX Ha acTMy, BikoM Bizx 6 MicswiB 1o 8 pokis.

11. JTuzaiin k1iHiYHOTO
BUNIpOOYBaHHA

BararonenTtpoBe, paHooMi30BaHe, BiIKpHUTe, KOHTPOJIbOBAHE 32 aKTHBHHUM
[penapaToM JOCHiPKEHHS B IapajiesIbHUX IrpyTax.

12. OcHoOBHI KpuTepii
BIJIIOYEHHS

Hitu, xBopi Ha acTMY, Ki ycHimHo 3aBepriiiy a3y 12-TiwKHeBOro
JiKyBaHHs B MOABilHOMY ciinomy pexkumi ociimkenas 04-3069 abo
MIPUMMUHWIM y4acTh y ¢asi TikyBaHHS B NOABIHHOMY CIIIIOMY pexxiMi uepe3
noTpedy MpUHOMY HEPOPATHHX KOPTHKOCTEPOIiB LA JTIKyBaHHA
noripiieHHs nepediry acTMu.

13. HocmimxyBaHui
Jikapchkuid 3acib,
crnocib 3acTocyBaHHS,
cmia ail

Bynecownig (0,125, 0,25 Ta 0,5 mr/mi), cycnieHsito s HeOynaiizepa,
BBOAWIH 4yepe3 HeOynaiizep Pari LC-Jet Plus, min’ennanuii o komnpecopa
Pari Master (ITapi Pecnipatopi ExBinment, Iuk. (Pari Respiratory
Equipment, Inc.), Piumonn, mrrat Bipmkunis, CLIIA) 3 mackoro abo
3aryOHHUKOM,

Jo3u nouunanucs 3 0,5 Mr oguH pa3 Ha 006y (1 p/n) Bpanui 3i cipobamu
3MEHIIIUTH JI03Y Mifl Yac KO>KHOTro Bi3uty 70 0,25 Mr 1 p/a BpaHi, a maji 1o
0,25 Mr yepe3 IeHP BpaHIli, 3 OJATBIINUM IPHITHHEHHAM JIIKYBaHHSI
OynecoHigoM 3a pillleHHAM JOocHigHUKa. MakcuManbHa 103BOJIeHa 1032
OynecoHiny, cycrensii 1ia HeOynakizepa, craHosmna 1,0 mr 1 p/n.

14. Tlpenapar
MOPiBHAHHA, 1034,
cnocib 3acTocyBaHHS,
cwia gif

TpaguuiiiHa Tepamis acTMH (30KpeMa r-aroHiCTH, METHJIKCAHTHHU Ta
iHraAUiliHi HecTepOInHi MPOTH3aNaybHi JikapchKi 3aco0H, aje He
iHraNAnidHI IIOKOKOPTHKOCTEPOIIH) 3a PIIEHHIM JIOCTiAHHKA.

15. CymyTHs Teparmis

ITin yac BigkpuTOi Pa3u KoCTiHKEHHS JO3BOIAIIOCS 3aCTOCYBaHHS TAKHX
JIiKapchKHX 3ac00iB 3 BiNOBiTHUMU OOMEXKESHHAMMU:

«  Jlikapceki 3aco0H Juis JIIKyBaHHS aCTMU: NaLli€eHTH, paHIOMI30BaHi A0
IPYIIH 3aCTOCYBaHHA TPaAULIiiiHOT Tepamnii acTMU, MOIVIM OTPHMYBAaTH
JIiKyBaHHA [2-arOHiCTaMH, METHJIKCAaHTHHAMH Ta/a00 iHransauiiHuMu
HECTEepPOITHUMH MIPOTH3aNalbHAMH JIIKApCHKUMH 3acob0aMu
(HanpuKJIazl, HaTPilo KPOMOIJIIKaT) 32 pillleHHSIM AOCIiAHUKA.

»  IlepopanpHi KOPTHKOCTEPOIAHM: 3a PillIEHHAM JOCHiIAHUKA AO3BOJIITHCA
MOBTOPIOBaHI KypCH NEPOPaIbHOTO NPEIHI30HY Ul KOHTPOJIO ~
3arocTpeHb aCTMH.

Inuii mikapebki 3aco6u, sKi BBaxKanucs HeoOXiTHUMH U1 6J1aronoryyds
nawuieHTa, J03BOJIIUCS Ha pO3CyH AOCIIiAHHKA.

16. Kputepil oniHkH
e(eKTHBHOCTI

Ile 6yno Hacammnepen gociimxeHHs 6e3nexn. OQHaK TaKoX OLIHIOBATIHCA

3MiHHi e)eKTHBHOCTI, 30KpeMa:

*  CepenHi 3HaYeHHs OLIHKHA CHMIITOMIB aCTMH BHOYI Ta BJEHb Y
HOPIBHAHHI 3 BUXiAHMM piBHEM micis ¢pa3u 52-TIKHEBOTO JIiKyBaHHA.

e PesynbpTaTH JiKyBaHHS MALi€HTIB (30KpeMa YacTKa MallieHTiB, IKa
MPUIMHWIA YYaCTh Y JOCTiDKEeHHI 3 6yab-aKoi IPUYHUHH Ta YaCTKa
MAlli€HTiB, KA IPUIHHUIIA YYacTh Y JOCiIPKEHH] Yepe3 MoripuIeHHs
nepediry actMu).

*  YacTka maui€eHriB, sKa npuiiMana nepopaibHuUil MpeaHi3oH.

«  CepenHpoao0oBa KUTBKICTh PeAHI30HY, IO 3aCTOCOBYBaJIacs A1
JIiKyBaHHA MOTipILeHHs nepebiry acTMu.

e  KinekicTs mHIB 3aCTOCYBaHHS HPHHIIUIIOBO HOBOTO (6pOHXOAMIATATOD)
JiKapchKoro 3acoly.
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*  CnipoMeTpHyHe AOCHiIHKeHHS 3MiHHUX edeKTHBHOCTI (00’ eMy
¢dopcoBaHoro Buauxy 3a 1 cexynay [O®B;], mikoBoi IBUAKOCTI
BUAMXY BiJl cepeTHbOI MOJIOBUHU (POPCOBAHOT KUTTEBOT EMHOCTI JIETEHb
[ITI1IB25.75%] Ta GpopcoBaHOT HKUTTEBOT eMHOCT] Jterens [DIKECII])
MPOBOAMJIOCS MiJ] Yac KOXKHOTO Bi3HUTY O KJIiHIKM B ITiArpyTIi MaLli€HTiB,
3JaTHUX BUKOHATH CHipOMeTpilo.

e IikoBy mBuakicTs Buauxy (ITIB) BuMiproBaiy OAEHHO BpaHLi Ta
BBEYEpi B MIATPYIi NaLli€HTIB, 3AaTHUX MPOUTH AOCIiIHKEHHS
Bu3HaveHHa [TIIB.

*  3MiHH B OLIHLI CTaHy 300POB’ s, 30KpeMa pe3yNETaTy 3a )
MO/IM}iKOBaHOIO IKATOK OLiHKH (yHKUioHaTbHOTO cTatycy II (R)
CTaHy 30pOB’ JiTel Ta OLiHKH 3araJIbHOro CTaHy 340pOB’s 3a
mkanoro RAND.

e  BinMmiHHOCTI y BUKOpHCTaHHI pecypciB OXOPOHH 340POB’ S, ITOB’ I3aHUX
i3 aCTMOI0, Ta HeIIPSIMUMH BUTPaTaMHU Ha OXOPOHY 3/IOPOB’ 1.

17. Kpurepii oniHku OuiHOBaHUMH 3MiHHMMH Ge3nedHocTi Oynu:
besneku *  3apeectpoBani HeOaxaHi sasuma (HI).

»  bBasanbHuii piBeHp BpaHIli Ta CTUMYJIBOBaHUH aAPEHOKOPTUKOTPOIIHIM
ropmoHoM (AKTT) piBeHb KOPTH30:Ty B I1a3Mi KpoBi (pyHKLis
rinotanamMo-rinogizapHo-anpenanoroi [[ TA] Bici) y miarpymi
MAI[i€HTIB.

*  3mind npH QizUKATEHOMY 00CTEXKEHHI (30KpeMa poCTy, AKuit
BHUMIpIOETBCA 3a IOMIOMOTOIO CTafioMeTpil), OCHOBHUX (isionoriunux
MOKA3HHKIB Ta KJIiHiKO-TabopaTopHuX aHaNli3iB (30kpema
opodapHHIreaJIbHUX Ta Ha3aJIbHUX IPHOKOBUX KYJIBTYD).

18. Cratuctiusi T4 cepeHix 3HAUEHb y MeaX Py JIiKyBaHHS BUKOPHCTOBYBAJIM OMUCOBY
METOIN CTaTHCTHUKY 3 95% noBip4umu inrepBanamu (I). Jna mopiBHAHHA pi3HULI B
MPUITUHEHH] MPHHOMY HOCIiIKyBaHOTO JIIKyBaHHS NallicHTaMH
BHKOpHCTOBYBau KpuBi Karnana-Meiiepa. Yacrora xrinigyaux HA 6yna
CKOpPHUIOBaHa Ha TPUBAIICTh Y4acTi B AOCIIDKEHHI 3 BUKOPHCTAHHAM MOZEII
nponopuidHuX pusukis. s BU3HauUeHHA 0a3aJbHOro piBHA BpaHLi Ta
crumysiboBaHoro AKTI piBHS KOPTH30:1y B I1a3Mi KPOBI BUKOPHUCTOBYBAJI
oucnepciiinuii anami3. IIIBUAKICTE pocTy OLIHIOBAJIM 3 BUKOPUCTAHHAM
OLIiHOK, 3[iiCHEHUX METOOM HaliMeHIIIMX KBaJIpaTiB, TAHI€HCA KyTa HAXHJIY
JiHiiHOT perpecii.

19. demMorpadiuni Veworo B focaimkerns 6yno panxgoMizoBano 272 nauieHrta: 182 marieHTa no
MTOKa3HHUKH rpyIH 3acTOCyBaHHA OyAecoHiny, cycneHsii qyig HeOynaiizepa Ta 90
JOCIiIKyBaHOT TMAI[i€HTIB O IPYIH 3aCTOCYBAHHS TPaJHLIiHHOI Tepanii acTMU.

nomyJsuii (CTaTsh, BiK, | Yonopixu craHoBwIH 66,9% paHAOMi30BaHMX MauieHTiB; 73,5% mnarfieHTiB
paca ToIo) HaJIeXKaJIH JI0 €BponeoigHoi pacy, 14,7% nauieHTiB A0 HETPOiAHOI pacHy,

8,1% manieHTiB MaJIi JJaTHHOAMEPUKaHChKe MoXomkeHHs, 0,4% narlieHTiB
MaJTd CXiJiHe MOXOpKeHH , a 3,3% — «iHmey». CepeHe 3HaUeHHI £ -
craniaptHe Bigxwienns (CB) Biky, Bard Ta pocTy Ha MOMEHT paHIoMizanii
craHoBWIO 59,0 & 26,2 Mmicaug, 43,5 + 15 ¢ynrie (19,7 £+ 6,8 xr) Ta 107,0 £
16,9 cM, BignosigHo. CepenHe 3Ha4eHHs + CB OLIHKH CHMIITOMIB aCTMH
BHOYI Ta BIEHb HA MOMEHT paHaoMi3allil craHoBmiIo 0,69 = 0,64 10,74 +
0,65, BignosigHo. IT’aToecAT MIICTE BiACOTKIB NallicHTiB MOTIM BUKOHYBaTH
MaHimyssuii 1t BusHaueHns [1IIB. Cepenni 3Hauenns [T11IB + CB Bpanui
Ta BBeYepi Ha MOMEHT paHaoMisauii craHoBmaH 150,8 + 45,0 Ta 158,1 +
47,2 n/xs, BignoBigHo. TPUALATE MIICTh BiACOTKIB Malli€HTiB MOTJIA
MOCJTIA0OBHO BUKOHATH MaHimysuii criipomerpii. Cepente 3HaueHHa ODB; +
CB Ha MoMeHT paHaoMisanii craHosuio 1,21 + 0,34 5.
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20. Pesynbratu
€(eKTHBHOCTI

YacTka narieHTiB, fiKa NPUIKHWIA Y4acTh Y JOCTIIKeHHI, y rpymi
3aCTOCYBaHHA TpaguLiiHOT Tepartii acTMHi 6ysa 3Ha4HO OiJIBIIOIO, HDK Y
rpyIi 3acTocyBaHHA OyIecoHiny, cycneHsii 1 Hebynaiisepa (32% y
nopiBHiAHHI 3 14%, BignosigHo; p = 0,001). Po3paxyHok yacy a0
TIPUTIMHEHHS MPUIOMY TOCITiLKYBaHOTO JIiKyBaHHA MeTonoM Karuiana-
Meiiepa nokazas, 1110 MALiEHTH, IKi OTPUMYBaIIU OYAECOHI ], CYCIIeH31I0 15
HeOynaiizepa, [OBILE OTPUMYBAJIH JOCIIi/DKYBaHe JIIKyBaHHS B IIOPiBHAHHI 3
MaIlicHTaMu, SKi OTPUMYBaJIM TpaauLIiHHY Tepariio actMH. YacTka mamieHTiB
y TPYTIi 3aCTOCYBaHHS TPaJuLIifHOT Tepamnii acTMH, SKa IPUITHHIIA Y4acThb Y
JOCHiIKeHH] yepes noripiieHHs nepebiry actmu (16%), 6yna takox
6i7B1I0IO, HiXK Y IPYTIi 3acTOCYBaHHA OyIECOHINy, CycHeH3il it i
HeOynaiizepa (< 1%); i pisHuLs 6yna craTucTHYHO 3Havymioro (p < 0,001).

Pe3y/bTaTH OLIHKA CUMIITOMIB aCTMH BHOYi Ta BJI€Hb, & TAKOX
3acTOCYBaHHS IEPOPAJIFHOTO NIPeIHI30HY HaBexeHi B Tabnui 1. Cepenni
3MiHH JaHHX OCTaHHbOTO CIIOCTEPEKEHHA B MOPiBHAHHI 3 BUXiTHUM PiBHEM
JUTSL OLLiIHKH CHUMIITOMIB aCTMH OYyJIM CXOXKHMH y 2 rpymnax JIiKyBaHH, 3
nepekputTsiM 95% JII. BincoTok narieHTiB, ski moTpeGyBaiiy 3acTOCYBaHHA
MEepOPAIILHOrO MpeIHI30HY I JiKyBaHHSA acTMH, OyB MEHIINM y TpyTIi
3aCTOCYBaHHs OyaecoHiay, cycreHsil it HeOyalizepa, y NOpiBHAHHI3
TPYTIOK 3aCTOCYBaHHS TPagULIiHOT Teparii acTMH.

Ta6auus 1. Cepeans 3mina Big BuxigHoro piBHa (octanHi 14 gHiB JikyBaHHs B
noABiiiHOMY cinmoMy pexkuMmi) y nopiBHSIHHI 3 AAHHMH 0CTAHHLOI0 CHOCTEPeHKEHHS

JiKyBaHHS Y BiIKpUTOMY pe:KUMIi A OUIHKH CUMNTOMIB aCTMH BHOYI Ta BJICHb, 3
TaK0XK 38CTOCYBAHHSA NMEPOPAILHOr NPeNHi30HY.

JlikyBaHus y BigkpuTOMy pemnmi

3minua Tpaauuiiina Bynec?nln,
Tepaiis aCTMH EYEHEHGRIEI
pO3NUIEeHHs
OuiHka CHMIITOMIB acTMH:
CepeaHs 3MiHa BiJl BHXiTHOTO PiBHA
VHoui -0,05 -0,09
95 % M1 -0,18-0,09 -0,19-0,01
) (81 (179)
Viaeus -0,09 -0,10
95 % M1 -0,23-0,05 -0,20-0,00
(n) (80) (178)
3actocyBaHHs NpEAHI3OHY:
KinekicTs naniexTis, fKki 3aCTOCOBYBaIN
MpeNHI30H i 9ac AOCTiIKEHHS: -
Hi 42 (47%) 98 (54%)
Tak 48 (53%) 84 (46%)
Cepeanboa000Ba KilbKiCTh 3aCTOCYBAHHA
(mr):
Cepeane CB 0,53-0,70 0,47-0,96
MeniaHa 0,23 0,00
(n=90) (n=182)

V miarpynax naui€HTiB, 31aTHUX NOCTiHHO BUKOHYBAaTH MaHiITy AL [
suMiprosanus ITIIB B 060X rpynax nikyBaHHs, CIOCTepiraiucs noaibHi
nokpauenns [T1IIB BpaHui Ta BBeuepi 3 nepekputTam 95% JII mixk 2
rpynamH JIiKyBaHHs. Y MiArpymnax Mami€HTiB, 30aTHUX MOCTiHHO BUKOHYBATH
MaHimyJuii cnipoMeTpil, cioctepiranucs noxibHi nokpamenus ODB;,
DXKEJI ra OIKEIz5.75% MXK TpyNIaMu JTiKyBaHH.

V nauieHTiB rpyrn JlikyBaHHs GyIecoHiIOM, cycleH3ieto a1 Hebynakisepa,
CTIOCTEPIraIics YKCeNbHI MOKPAIIEHHS B IOPIBHAHHI 3 TPaAULIIHHOK
Tepariero acTMH 3a Mo iKOBaHOIO KO0 OLHKH (QyHKIIOHAILHOTO
crarycy II (R) 3aransHoro Ta crieLiu(iqHOro cTaHy 340pOB’s, a TAKOXK
OIiHKH 3araJIbHOTO CTaHy 310poB’s 3a wkanoro RAND-ALL. BinminHOCTEH
MDX rpynamu JTiKyBaHHS B 3MiHHUX BUKOPHCTaHHS peCypCiB OXOPOHH
30pOB’ S Ta HEMPSIMHX €KOHOMIUHHX KiHIIEBHX TOYKaxX HE CIIOCTEPIiranocs.
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21. PesynwTatu
Oesrneku

IIpo BUNaJKH NETANLHOIO PE3yALTATY B IILOMY JOCIIIKCHHI He
IOBiTOMJIsIOCA. 3arajioM noBigomisuiocs nmpo 21 cepiiozHe HeOakaHe
ssutie (CHS) B 19 manienris (4 CHS B rpymni 3acTocyBaHHS TpaTuLiiHOT
teparii actmu; 17 CHA B rpyni 3actocyBanHs GyaecoHiny). J[Ba mauieHTa
MIPUNMHIIHN y4acTh y JoctimpkeHHi yepe3 HS (o ogHoMy B KOXHi# rpymi
nikyBanHns). Yci CHS ta H, mo npusBeny 10 npUnMHEHHS Y4acTi B
JOCHiKEHHI, OLIHIOBAIMCS TOCIiIHMKOM SIK MATOWMOBIPHO TI0B’13aHi 3
JOCTiIKyBaHUM JIiKyBaHHAM. [Ticns BHeCeHHs NONpaBKU Ha TPUBATICTD
yuacTi B JOCIiIKEHHi, KIIIHIYHO 3HaYyIIHX BiAMiHHOCTEH y THIIi, 4aCTOTi
a6o ctymeHi Tsokkocti HS Mixk rpynamu JlikyBaHHs He BiqMidanocs.
KitiHiyHO 3Ha9ymux BiAMiHHOCTe# MK IpynaMu JiKyBaHHS 3 OTJISIAy Ha
OCHOBHI (¢i3ionoriuHi moka3sHUKH ab0 pe3ynbTaTy ¢i3UKaIBEHOTO
00CTEKEHHS He CIIOCTEPIranocs; TakoXK He OyJi0 BUSBIIEHO OYeBUIHUX
BiZIMiHHOCTEH Y YacTOTi KIiHIYHO 3HAYYINX 3MiH rpHOKOBUX KYJBTYp
HOCOBO1 a60 POTOBOT MOPOXKHUHH MDK IPyTIaMH JIiKyBaHHS.

OwUiHKH Ui BU3HAUEHHS MOXUIHBOTO BIUTHBY JOCIiKYBaHOTO TiKyBaHHs Ha
GasanpHi piBHi Ta ctumynaboBadi AKTT piBHiI kopTu3oiy B IU1a3Mi KpoBi B
MiArpynax naiieHTiB, SKAM IPOBOAVBCS TECT, 3HAYHHX BiIMiHHOCTEH MK 2
rpyNaMu JikyBaHH 3a Iepioz o 1 poxy He BussiiH. Kpim Toro, o3Hak
npurHideHHs [ TA Bici B nauieHTiB, SKi OTpUMYBAIH JIIKyBaHHA
OyaecoHizioM, cycneHsielo g HeOyaii3epa, He crocTepiraiocs.

O1iHKM U1 BU3HAYEHHS MOXJIUBOTO BIUIMBY JOCIiIKYBaHOTO JTiKyBaHH: Ha
JIOBXKHHY/3picT Tina (cTamioMeTpis) He BUABUIM CTATHCTHYHO 3HAYYILIHX
BiMiHHOCTEH MixK 3acToCyBaHHAM OYHECOHiAy, cycreHsii w1 HeOynaiizepa,
Ta TpagULiHOIO Tepallielo aCTMH B CepefiHiX 3HAUYCHHAX 3MiHH
CIIOCTEPEKYBAHOTO POCTY HPOTAroM 1 poky B OyAb-KOro 3 MalLi€HTiB
He3aJIeXKHO BiJ] CTaTi. -

22. BUCHOBOK
(3aKJTIOUeHHS)

VY miacyMKy ciiif 3a3Ha4UTH, IO 3aCTOCYBaHHs OyIECOHIiMy, CycleHsii s
HeOynaitsepa, y nosax Bin 0,25 mr gepes nenp g0 1,0 Mr 1 p/n npotarom
poky Gyio GesnevHum, 106pe nepeHOCUMHIM Ta €DEKTHBHUM Y JTiKyBaHHI
aCTMHU B HEMOBJAT Ta MAIONITHIX AiTeH BikoM Bif 6 micaiis g0 8 pokis.

3aaBHUK (BIaCHUK
peecTpalliffHoro
MTOCBiTUEHH)

IMigmucano y mporpami DocuSign:
/mignuc/
97094F653B284Ds5...

JI-p IGxaskymap I'ypynaran (Dr. Jayakumar Gurunathan) -

(TIIB)

/minmuc/

Ilegarka: Ykpaina, M. Kuis, ToBapucTBo 3 o6Mmexenoro BianopinanbHicTio KACTPASEHEKA

VKPATHA», Inentudikariinnit kog 37037434.

Ileit mepekian 3 aHIVIIMCHKOI MOBH Ha YKpaiHCBKY MOBY 3pOOJIEHO MHOIO, IEpEKiIamadeM

Koctrounk IOmiero CepriiBHOIO

SH
> ;.’E/ L//
I)r ._,—'—"_'__ = _'T“

KOH®IIEHLIHHA IHOOPMALILA,
LIO € BJIACHICTIO KOMIIAHII 535



Clinical Trial Report

1. Name of Budesonide AstraZeneca (International Non-proprietary Name Budesonide)
medicinal product
(Marketing
Authorisation
number, if any)

2. Applicant Marketing Authorisation Holder (MAH) details in the Clinical Study Report
(CSR):

Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)
01581-4500

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer Manufacturer details in the CSR:
Astra
Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sédertilje

Sweden

4. Conducted Yes
studies:

1) type of medicinal | Medicinal product with complete dossier (stand-alone dossier)
product for which
registration was
conducted or
planned to be
conducted

5. Full title of the A study of 3 dose levels of budesonide (Pulmicort®) nebulising suspension and
clinical trial, code placebo in asthmatic children aged between 4 and 8 years, Study 04-3072,
number of the
clinical trial

6. Clinical trial 111

phase

7. Clinical trial time | From 13 May 1994 through 11 November 1996
frame

8. Countries where USA
the clinical trial was
conducted
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WNumber of Planned: 180
subjects Actual: 178

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to compare the relative efficacy and safety of
budesonide nebulising suspension, 0.25, 0.5 and 1.0 mg administered twice a day
(BID), versus placebo, in inhaled steroid-dependent paediatric asthmatic patients aged
4 to 8 years.

11. Clinical trial
design

Multicentre, randomised, double-blind, placebo-controlled, parallel-group study.

12. Key inclusion
criteria

Paediatric inhaled steroid-dependent asthmatic patients aged 4 to 8 years with a

diagnosis of asthma as defined by the National Institutes of Health of the United States

Department of Health and Human Services, including:

o  Exacerbations of cough and/or wheezing on a frequent basis, including nocturnal
asthma, with infrequent severe exacerbations, during the last 6 months.

o Daily use of an inhaled steroid and periodic use of breakthrough medication
(bronchodilator) for at least 3 months prior to Visit 1.

e A baseline forced expiratory volume in 1 second (FEV1) 2 50% of predicted and
reversibility of > 15% at 15 + 5 minutes after a standard dose of an inhaled
bronchodilator (albuterol).

13. Investigational
medicinal product,
method of
administration,
strength

Budesonide (0.125 mg/mL, 0.25 mg/mL and 0.5 mg/mL) nebulising suspension, 0.25,
0.5 and 1.0 mg BID, via a Pari LC-Jet Plus nebuliser connected to a Pari Master
compressor (Pari Respiratory Equipment, Inc., Richmond, Virginia, USA) with a
mouthpiece.

14. Comparator,
dose, method of
administration,
strength

Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor with a
mouthpiece.

15. Concomitant
therapy

Patients on maintenance immunotherapy must have been on a constant dose for at least
2 months prior to Visit 1, and remain on a constant regimen (dose and frequency)
during the course of the double-blind phase of the study. Patients could not begin
hyposensitisation therapy during the course of the study.

Other medications not intended for asthma and considered necessary for the patient’s
welfare were permitted at the discretion of the investigator.

16. Efficacy
endpoints

Primary efficacy variables were mean changes from baseline in night-time and

daytime asthma symptom scores over the 12-week treatment phase.

Secondary efficacy variables were:

e  Patient outcomes, including the proportions of patients who were discontinued
from the study for any reason and the proportion of patients who were
discontinued from the study due to worsening asthma.

e  The number of days on which breakthrough (bronchodilator) medication was
used.

e Spirometry test variables (FEVy, forced expiratory flow during the middle half of
the forced vital capacity [FEF2s.7s%] and forced vital capacity [FVC]) performed
at clinic visits.
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e  Peak expiratory flow (PEF) measured daily in the moming and evening.

17. Safety endpoints

e  Reported adverse events (AEs).

o Inasubset of patients, morning basal and post-adrenocorticotropic hormone
(ACTH) stimulation effects on plasma cortisols (hypothalamic pituitary adrenal
[HPA]-axis function).

e  Changes in physical examination, vital signs and clinical laboratory tests
(including oropharyngeal and nasal fungal cultures).

18. Statistical
methods

Analysis of variance was used to compare differences between treatment groups for all
efficacy variables, with the exception of patient outcomes, which were analysed using
Fisher’s exact test. Analysis of variance was also used for morning basal and
post-ACTH-stimulation effects on plasma cortisols. Descriptive statistics were used to
present all other safety data.

19. Demographic
data of the study
population (sex, age,
race, etc.)

A total of 178 patients were randomised into the study. Patient demographics were
similar for the 4 treatment groups. Males comprised 61.8% of the randomised patients;
84.3% of the patients were Caucasian, 10.1% were Black, 4.5% were Hispanic and
1.1% were “Other” ethnic groups. The mean + standard deviation (SD) age, weight
and height at screening were 80.6 + 16.1 months (range: 48 to 108 months),

55.4 + 15.0 pounds (25.1 = 6.8 kg) and 121.5 + 10.0 cm, respectively. The mean = SD
duration of asthma at screening was 50.8 + 22.5 months. The mean + SD night-time
and daytime asthma symptom scores at baseline were 1.10 + 0.59 and 1.34 + 0.50,
respectively, and the mean + SD morning and evening PEF values at baseline were
160.8 +53.1 and 166.7 + 53.9 L/minute, respectively.

20. Efficacy
outcomes

Results for night-time and daytime asthma symptom scores, the number of days of use
of breakthrough (bronchodilator) medication, morning and evening PEF and FEV, are
presented in the table below (data are expressed as the adjusted mean change from
baseline over the 12-week treatment phase, with all patients treated and the last value
carried forward).

Placebo Budesonide Nebulizing Suspeasion
025 mg BID | 0.Smg BID | 1.0 mgBID

Nighttime Asthma Symptom Score (n=44) (0=47) (n=42) (n=44)

-0.08 «0.36* -0.37¢ 0.36*
Daytime Asthma Symptom Score (n=44) (n=47) (n=42) (n=45)

0.11 -045* -0.53%* -0.55%¢
‘Number of Days Use of -3.14 -5.56* -6.66°* -6.00%
Breakthrough Medication
Moming PEF (L/min) 13 15.3%° 11.8* 10.4°
Evening PEF (L/min) 30 14.9 11.6 132
FEV,(L) n=4] n=46 n=42 n=45

-0.01 0.05 0.08* 0.07
*p £0.050 and **p <0.010, versus placebo

The total proportion of patients who discontinued from the placebo group (43%) was
greater than in the budesonide nebulising suspension groups (13%, 12% and 20% for
0.25, 0.5 and 1.0 mg BID budesonide, respectively). The differences between the
placebo and budesonide nebulising suspension groups were statistically significant
(p < 0.023). The proportion of patients in the placebo group discontinuing due to
worsening asthma (36%) was also greater than for the budesonide nebulising
suspension groups (11%, 2% and 13% of patients for 0.25, 0.5 and 1.0 mg BID
budesonide, respectively); these differences were statistically significant (p < 0.015).
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21. Safety outcomes

There were no deaths reported in this study. A total of 5 patients had AEs resulting in
discontinuation from the study: otitis media/sinusitis (placebo), lymphadenopathy
(placebo), chest pain (0.5 mg BID budesonide), rhinitis/sinusitis (1.0 mg BID
budesonide) and respiratory infection (1.0 mg BID budesonide). Two serious AEs
were also reported (lymphadenopathy in the placebo patient noted above and a fracture
in a patient in the 0.5 mg BID budesonide group). The incidence, type and severity of
other reported AEs were similar between placebo and the budesonide groups. There
were no apparent differences between treatment groups in clinically significant
changes in vital signs, physical examination findings and laboratory tests (including
nasal or oral fungal cultures). There were also no clinically significant differences
between the budesonide and placebo groups with respect to basal and
post-ACTH-stimulated plasma cortisol levels.

22. Conclusion

Budesonide nebulising suspension in doses of 0.25, 0.5 and 1.0 mg BID are effective

(findings) and well-tolerated treatments for inhaled steroid-dependent asthmatic children aged
4 to § years.

Applicant

(Marketing DacuSignod by!

Authorisation j akumar éUNLM-HAM

Holder) B7084FE53B284D6..

Dr Jayakumar Gurunathan

(full name)
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Ilepexnan 3 aHrificbkoi MOBH Ha YKpaiHCBKY MOBY

3BiT 1po KIiHIYHE BUIIPOOYBaHHA

1. HasBa nikapcbkoro
3aco0y (3a

HasBHOCTi — HOMep
peecTpauiitHoro
IIOCBiqUEHHA)

Byneconin Actpa3eneka (Mi>KHapOJHa HENATCHTOBaHA Ha3Ba — OyAecOHin)

2. 3agBHHUK

Hoxnaana indopmauis npo BaacHuka peecrpaniiinoro nocsinyenns (MAH) v 3BiTi
npo kniniyne nocnimxenus (3K/1):

AcTtpa CIA, Ink (Astra USA, Inc)

50 Oric Crpit

Vectbopo, mrat Maccadycerc

Coonyueni IlItatn Amepuku (CLIIA)

01581-4500 (50 Otis Street, Westborough, Massachusetts, United States of America (USA),
01581-4500)

[Moroyna goxsiaana indopmauis npo MAH:
Actpa3eneka AB (AstraZeneca AB) -

SE-151 85 Conepran’e
IlIsenisa (SE-151 85 Soédertilje, Sweden)

3. BupobHuk

HJoxnagna indopmanis npo Bupobuuka s 3K/
Actpa
IIsewis

IoTouna goxnaaua indopmatlin npo BupodHHKA:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e
IlIsenis (SE-151 85 Sodertilje, Sweden)

4. IpoBeneHi
JOCIiIKEHHS:

Tak

1) Tim ikapcbKOro
3acofy, 3a AKUM
mpoeoaunacs abo
IUTaHYEThCA
peecTparis

JlixapceKuit 3acib 32 MOBHUM H0OChe (ABTOHOMHE JI0CHE)

5. IloBHa Ha3Ba
KJIiHIYHOTO
BHIIPOOYBaHH,
KOJIOBaHUH HOMEDP
KIIiHIYHOTO
BUIpOOYBaHHA

Jlocnimxkends 3actocyBants 3 103 OynecoHiny (ITynsMikopT®), cycnensii mia
He6yaiizepa, Ta wiaueGo B JiTelf, XBOPHX Ha acTMY, BikoM Bifi 4 10 8 pokiB, HOCIiIKeHHS
04-3072.

6. ®aza xniHiyHOTO
BUNPOOYBaHHA

III

7. Ilepion npoBeneHHs
KIIiHiYHOTO
BUINPOOYBaHHA

3 13 tpaBusa 1994 p. no 11 muctonana 1996 p.

8. Kpainu, ne
MpOBOIIIOCA KIiHiUHE
BHUIIpoOyBaHHA

CHIA
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9. Kinbkicth
OOCHTiIKyBaHUX

3arutanoBaHa: 180
®aktuHa: 178

10. MeTa T2 BTOpUHHI
i KniHivyHOTO
BUNpoOyBaHHA

Llini nporo goctimieHHs MOJATaIy B NOPiBHAHHI BiTHOCHOT eeKTUBHOCTI Ta Ge3nedHoCTi
3acTocyBaHHs OymecoHiny, cycneHsil mis HeGynaiizepa, y nosi 0,25, 0,5 ta 1,0 Mr aBa pasu
Ha 106y (2 p/a) y nopiBHAHHI 3 Iu1ane6o B fiTelt, XBOpHMX Ha acTMY, BikoMm Bix 4 10 8 pokiB,
sKi 3aJIeXkaTh Bif iHraJALiHIX CTEpOiniB.

11. du3aiiH KIiHIYHOTO
BUIPOOYBaHHA

BaratoneHTpoBe, paHAOMi30BaHe, OABil{He ciimne, MIaneGo-KOHTPOILOBAHE HOCIIKEHHS,
10 TPOBOAMIOCS B TIAPANETbHUX TPYMaX.

12. OcHoBHi kputepii
BKJIFOYEHHSA

Jity, xBopi Ha acTMy, BikoM Bix 4 1o 8 pokiB, ki 3ajiexaTp Bil iHraAIANIAHMX CTEPOINiB,
3 IiarHOCTOBAHOIO acTMOIO 32 BU3HaYeHHAM HallioHabHMX IHCTHTYTIB OXOPOHH 340pPOB’S
MiHicTepcTBa OXOPOHM 310pOB’s Ta coniansHuX cmyx0 CIIA, 30kpema:

*  YacTi 3arocTpeHHs Kalumno Ta/abo XpuIiB, BKIIOYHO 3 HIYHUMH HPOSBaMU aCTMH,
HEYaCTHMH 3arOCTPEHHAMH TKKOTO CTYIEHA MPOTATOM OCTAHHIX 6 MiCALB.

»  IloneHne 3acTocyBaHHA iHrayALiMHUX CTEPOIAiB Ta MEPiOAUYHE 3aCTOCYBaHHI
OpUHLUIIOBO HOBOTO JIiIKapChKOTro 3aco0y (OpOHXOMMIATATOP) POTATOM,
moHaiMeHIue, 3 Micauis no Bisuty 1.

*»  006’em ¢popcoBaHoro BUAuXy 3a 1 cekynny (O®B;) Ha BuxinmHoMy piBHi > 50%
MPOTHO30BAHOTO 3HAYEHHS Ta 3BOPOTHICTB > 15% vepes 15 + 5 XBIWIMH micnst
3aCTOCYBaHH: CTaHAAPTHOI JO3H iHrainiitHoro 6poHxoamwnararopa (anp0yTepo).

13. JocnimkyBanuit
mikapchkuii 3acib,
CHocCi0 3aCTOCYBaHHS,
cwia mif

Byneconix (0,125 mr/mn, 0,25 mr/min ta 0,5 Mr/Min), cycneHsiro g Hebynaitzepa, y 103i
0,25, 0,5 ta 1,0 Mr 2 p/n BBogwu uepe3 nebynaiizep Pari LC-Jet Plus, mia’exnannii 1o
kommpecopa Pari Master (Ilapi PecnipaTopi ExpimMenT, Ink. (Pari Respiratory Equipment,
Inc.), Piumonn, mrar Bipmkunis, CIIIA) i3 3ary6HHKOM.

14. TIpenapart
TOpiBHAHHA, 1034,
crmoci6 3acTocyBaHHs,
cwia aii

[Mnane6o BBoAUNH Yepes HeOGynalizep Pari LC-Jet Plus, min’eqHanuit ;o koMmmpecopa Pari
Master i3 3aryGHUKOM.

15. CymyTHA Tepanis

TNauieHTH, AKi OTPUMYIOTh MIATPUMYBAJIBHY TEPAIilo, M OTPUMYBATH HOCTilHY H03Y
IPOTATOM, TIpUHANMHI, 2 MicA1liB 10 BisUTy 1 Ta MPOJOBKYBATH OTPHMYBATH NOCTiHHMIA
pexxuM (1032 Ta YyacToTa) Mix yac nepediry moasiitHoi ciinoi ¢asu gocaimxenns. [anieHTu
HE MOTJIM [IOYMHATH rinoceHcUbiNi3yrouy Teparriio mia yac AociilKeHHs.

IHmi rikapcbki 3aco6u, He NMpU3HAYEH] I JIiKyBaHHS aCTMH, aJl€ AKi BBaXKAIHCS
HeoOXigHUMU It GJIaronoirydds namieHTa, JO3BOJUIMCS HA PO3CYH HOCIiTHAKA.

16. Kpurepii ouinku
€(EKTUBHOCTI

CepenHi 3Ha4U€HHA OL[IHKH CUMIITOMIB acTMU BHOYi Ta BIECHb Y MOPIBHAHHI 3 BUXiIHUM
piBHeM micia ¢a3u 12-TrxHEBOTO JNiKyBaHHs OyJIU NEPBUHHUMY 3MiHHUMH e(eKTHBHOCTI.

BTOpHHHNMH 3MiHHUMU €(deKTUBHOCTI Oynu:

*  Pesynpraru nikyBaHHA NAlLli€HTIB, 30KpeMa 4acTka NAIli€HTIB, SKa NPUIHHIIA y9acTh y
JOCIifxKeHHi 3 Oyb-1K0i IPUYNHHU Ta YacTKa MaLi€HTIB, AKka NIPUIHHWIA YIacTb Yy
JOCHiMKEeHH] Yepe3 noripieHHs nepebiry actMu. -

*  KinpkicTh AHiB, Hix 9ac sSIKMX 3aCTOCYBAJIU IPHHIIMIIOBO HOBUM (6pOHXOIMIATATOP)
nixapcbkuit 3acio.

»  CmipoMeTpudHe JOCTiIKeHHA 3MiHHUX epekTiBHOCTI (ODB,), nikoBoi MBUAKOCTI
BUJMXY Bi cepeqHboi MONIOBUHM (OpCOBaHOT KUTTEBOI eMHOCTI JiereHb [[TIIIB25.75%]
Ta ¢opcoBaHoi kUTTEBOT eMHOCT] JereHs [@XKEII]) mpoBogmnocs mix Bi3utis 10
KJHHIKH.

»  IlikoBy mBHaKicTs BUunuXy (III1IB) BuMiproBany IOXEHHO BpaHIL Ta BBEYEPI.
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17. Kpurepil orinku
Gesnexu

*  [loBimoMneHi nebaxxaHi ssurma (H51).

* 'V migrpyni nanienTiB 6a3aibHUM piBeHb BpaHIli Ta CTHMYJIbOBAHUH
afpeHoKopTHKOTponHUM ropmoHoM (AKTI') piBeHs KopTH30MY B IU1a3Mi KpOBi
(¢yskuis rimotanamo-rinodizapHo-agperanonoi [ T'A] Bici).

*  3MmiHu npy ¢izuKanIsHOMY 06CTEeKEHHI, OCHOBHUX (i3i0710TiYHMX ITOKa3HHUKIB Ta
KJIiHiKO-1a00paTopHUX aHali3iB (30kpeMa opodapHUHreanbHUX Ta Ha3aIbHHX
rpHUOKOBUX KYJBTYP).

18. CraructuuHi
METOIH

Jucnepciliauit aHani3 BUKOPUCTOBYBaIHM [UIS MOPiBHAHHA BiAMiHHOCTEH MiX rpynamMu
JiKyBaHHA A7 BCiX 3MiHHUX e(EKTHBHOCTI, 33 BUHATKOM Pe3yJIbTATiB JIiKyBaHHA Nalli€HTiB,
AKi aHaJIi3yBaJId 3 BUKOPHCTAHHAM TOYHOTo Kputepito ®imepa. Jucnepciitnmit anamis
TaK0> BUKOPHUCTOBYB&IH I BU3HAUECHHS 6a3aJIbHOTO PiBHA BpaHIli Ta CTUMYJIbOBAHOTO
AKTT piBH: KopTH30Iy B Ia3Mi KpoBi. OMICOBY CTATUCTHKY BUKOPHCTOBYBAIH IS
MpeACTaBJIeHHS BCiX iHIIMX JaHUX 3 0E3MeKu.

19. Nemorpadiuni
NMOKA3HUKHU
IOCIiIXKYBaHOT
nomyJAnii (cTats, Bik,
paca Tomuo)

Veworo B gocmimxenHs 6yio pannomizoBado 178 mauientis: JdeMorpadiuni
XapaKTepHCTHKH MalieHTiB Oynu nmopibHi st 4 rpyn nikysanaa. YosnoBiku craHoBUNN
61,8% pangomizoBaHux nanieHTiB; 84,3% mnallieHTiB HaEKaH J0 €BPONEOiqHOI pacH,
10,1% mnarienTis 10 HerpoixHoi pacu, 4,5% manieHTiB MaJli JATHHOAMEPUKAHCEKE
noxomkeHHd, a 1,1% — «inmey. CepenHe 3Ha4eHHA + cTaHAapTHe BigxuwieHHs (CB) Biky,
Bard Ta pocTy Ha MOMEHT CKpHUHiHTy cTaHoBMIIO 80,6 = 16,1 Micans (ziamason: 48-1038
MicailiB), 55,4 + 15,0 dynris (25,1 + 6,8 xr) Ta 121,5 £ 10,0 cM, BignosigHo. CepenHe
3HayeHHA + CB TpuBaiocTi acTMH Ha MOMEHT CKpHHIHTY cTaHoBmIO 50,8 + 22,5 micaus.
Cepenne 3HaueHHs = CB oLiHKM cUMITTOMIB aCTMH BHOUi Ta BACHb Ha BUXi{HOMY piBHI
ctagoBwio 1,10 £ 0,59 ta 1,34 + 0,50, BimmosinHo, a cepente 3HaveHus [11IB + CB Bpanmi
Ta BBeuepi Ha BUXiZHOMY piBHi ctaHOBMIO 160,8 & 53,1 Ta 166,7 + 53,9 n/xB, BinnosigHO.

20. PeaynsTatn
€(eKTHBHOCTI

Pe3ynbTaTH OL[iHKH CHMIITOMIB aCTMH BHOYi Ta BI€Hb, KiNbKICTh JHIB 3aCTOCYBaHHA
IPMHLIAIIOBO HOBOTO (GpoHXommiaTaTop) Jikapcskoro 3acoby, ITIIB Ta O®B, BpaHLi Ta
BBeuepi NpeacTaBieHi B TabnuLi HibK4Ye (JaHi BUpaXkeHi K CKOPUTIOBaHA CepeqHA 3MiHa Bill
BUXigHOTO piBHA micns da3u 12-TIKHEBOTO JIIKyBaHHA, 3 ypaxyBaHHAM YCiX Malli€HTIB, ki
OTpHMAJIH JTIKyBaHHS, Ta IEPSHECEHHM YIepe] OCTAHHBOrO 3HAUCHH).

Ilnauedo Bynreconin, cycnensis nis Hebyaaiizepa
025mr2p/n | 05mMr2p/n 10mr2p/a

OuiHka CHMATOMIB acTMH BHOYI (n=44) (n=47) (n=42) (n=44)

-0,08 -0,36* -037* 0.36*
Ouinka CUMITTOMIB aCTMH BICHB (n=44) n=47) (n=42) (n=45)

-0.11 -0.45* -0,53** -0.55**
KineKicTs AHIB 3aCTOCYBaHHA NPUHLIAIIOBO -3,14 -5,56* -6,66** -6,00*
HOBOTO J1iKapchkoro 3acoby
[1I1B spanui (n/x8) -1.3 15.3** 11.8* 10.4*
IIIB yBeyepi (JI/xB) 3,0 14,9 11,6 13,2
O®B, (L) n=41 n=46 n=42 n=45

-0.01 0.05 0,08* 0,07
*p < 0,050 Ta **p < 0,010 y nopisHaHHi 3 niane6o

3araipHa YacTKa MaLi€HTIB, fKka MPHUIHHIIA Y4acTh y AOCTiIKEHH] B IPYIi 3aCTOCYBaHHs
mnane6o (43%) Gyna Giibiue, HK Y TpyHax 3acToCyBaHHA OYAECOHiny, cycrneH3il ity
"eGynaitzepa (13%, 12% ta 20% 14 3acTocyBaHHA OynecoHimy B xo3i 0,25, 0,5 ta 1,0 Mr
2 p/n, BiomoBixHO). BinMiHHOCTI MiX rpynaMu 3acTocyBaHHA IUIanebo Ta OyAecoHiay,
cycnensii ans HeGynaitsepa, Oynu craTUCTUIHO 3HaUyIMH (p < 0,023). YacTka manienTis,
sIKa IPUITMHWIA Y9acTh Y HOCHi/DKeHH] B TPYIIi 3aCTOCYBaHHA IUIANe00 Yepe3 3ar0CTPEHHA
nepebiry actmu (36%) Gyna Takox Ginplue, HiX y rpynax 3acTOCYBaHHA OyIecOHIRY,
cycneHsii s HeGynaitsepa (11%, 2% ta 13% nauienTiB ana 3acTocyBaHHA GyIecOHiNY B
103i 0,25, 0,5 Ta 1,0 Mr 2 p/n, BianopigHo); i BiAMiHHOCTi 6Y/IM CTATHCTHYHO 3HAYYIIMMHU

(p <0,015).

KOHO®IIEHUIMHA [HOOPMALILS,
11O € BJIACHICTIO KOMITAHII
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21. Pesynpratu
Oe3nexn

ITpo BHMAAKH JETATHHOTO PE3YNBTATY B LIbOMY AOCIDKEHH] HE TTOBiIOMIILIOCS. 3araaoMm 5
nanienTiB Manu HSI, mo npisBeny oo NPUNHHESHHA Y9acTi B JOCIIKEHHI: cepeaHiii
orat/cuHycHT (1waue6o), miMpaneHonaTis (maie6o), 6ines y rpyanii xiitui (6yzecoHin y
1031 0,5 Mr 2 p/n), punit/cunycut (6ynecoHin y no3i 1,0 Mr 2 p/n) Ta pecriparopHa iHbekmisa
(6ymeconin y no3i 1,0 Mr 2 p/n). Takox nmoBimomMisuiocs npo aBa cepitozni HA
(iMdpazeHOMATIA B MAIieHTa IPYIIH 3aCTOCYBAHHS TTANe60, 3a3HAYCHOTO BUIIE, Ta IIEPEIOM
y mauieHTa IpyIH 3acToCyBaHHs 0yaecoHiny B A03i 0,5 mr 2 p/n). YacToTa, THII Ta CTymiHb
TOKKOCTI iHmux HSI, npo BUHMKHEHHS SKUX MOBiZOMILAIOCH, Oyiu nonibHi Mix rpymaMu
3acTocyBaHHA Iane6o Ta 6yneconiny. OueBUAHMX BiIMiHHOCTEN MiX rpynamMH JIKyBaHHS 3
or/siAy Ha KIiHIYHO 3HAYYINi 3MiHU B OCHOBHUX (Di3i0JIOTiUHMX MOKasHUKAX, Pe3yJIbTaTax
¢isHKanpHOTO 00CTEKEHHS Ta KITiHIKO-Ta00paTOpHUX aHaIi3iB (30KpeMa rpHOKOBHX
KyJIbTYp HOCOBOI a00 pOoTOBOI IIOPOXKHHHK) He criocTepiranocs. Takox He crocTepiranocs
KIIHIYHO 3HAYYIIMX BiAMiHHOCTE! MiX TpyHaMHt 3acTOCYBaHHA OyaecoHiny Ta ruane6o 3
orany Ha 6GasansHi piBHI Ta ctuMynsoBaHi AKTT piBHi kopTH30MTY B IU1a3Mi KpOBI.

22. BHCHOBOK
(3aKITFOYESHHA)

3actocyBaHHa GyaecoHiny, cycnensii uia HeOymnaiizepa, B go3ax 0,25, 0,5 ta 1,0 Mr2 p/ne
e(exTUBHUM Ta JoOpe NepeHOCHMHIM 3aco00M JIiKyBaHHA Ul JiTeH, XBOPHX HA acTMY,
BikoM Bix 4 10 8 pokiB, AKi 3aexkaTh Bi iHraAUiliHIX cTepoiniB.

3asBHUK (BIaCHUK
peecTpalliliHoro
ITOCBITUEHHA)

Migmucano y nporpami DocuSign:
/migmac/
97094F653B284DS5...
-p Ibxaskymap I” atal (Dr. Jayakumar Gurunathan
(ITIB)

/mignmc/

INeuarka: Ykpaina, M. Kuis, ToBapuctBo 3 o6MexeHo0 BinnoBinaneHicTio «KACTPAZEHEKA

VKPATHA», InenTudikaniitauii kox 37037434.

Lleit mepexiax 3 aHIVIMCBKOI MOBHM Ha YKPaiHCBKY MOBY 3pOOJICHO MHOIO, IepeKianadyeM
Koctrounk Omieto CepriiBHOIO

F;
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):

Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)
01581-4500

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Pharmaceutical Production
Sodertilje

Sweden

Current manufacturer details:

registration was
conducted or
planned to be
conducted

AstraZeneca AB
SE-151 85 Sodertilje
Sweden
4. Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which

5. Full title of

the clinical trial,
code number of
the clinical trial

A 52-week open-label safety and efficacy study of budesonide (Pulmicort®) nebulising
suspension compared to conventional asthma therapy in children aged between 4 and
8 years with asthma, Study 04-3072B.

6. Clinical trial
phase

I

7. Clinical trial
time frame

From August 1995 through November 1997

CONFIDENTIAL AND PROPRIETARY 1of5
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8. Countries USA

where the

clinical trial was

conducted

9. Number of Planned:120
subjects Actual: 91

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to assess the long-term safety of the lowest individual
maintenance dose of budesonide nebulising suspension when administered for a period of
up to 1 year as compared with conventional asthma therapy in paediatric asthmatic patients
aged between 4 and 8 years.

11. Clinical trial
design

Multicentre, randomised, open-label, active-controlled, parallel-group study.

product, method
of
administration,
strength

12. Key Paediatric asthmatic patients who successfully completed the 12-week, double-blind
inclusion treatment phase of Study 04-3072, or who discontinued from the double-blind treatment
criteria phase because of the need for oral glucocorticosteroids (GCS) for worsening asthma.

13. Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered via a Pari
Investigational LC-Jet Plus nebuliser connected to a Pari Master compressor (Pari Respiratory Equipment,
medicinal Inc., Richmond, Virginia, USA) with a mouthpiece.

Doses started at 0.5 mg twice daily (BID) with attempts made at every visit to reduce the
dose to 0.25 mg BID, followed by 0.25 mg once daily in the morning, followed by 0.25 mg
every other day in the morning, followed by no budesonide treatment, per the judgment of
the investigator. The maximum budesonide nebulising suspension dose allowed was

1.0 mg BID.

14. Comparator,
dose, method of
administration,
strength

Conventional asthma therapy (including inhaled GCS, B2-agonists, methylxanthines and
nonsteroidal anti-inflammatory agents) as judged by the investigator.

15. Concomitant
therapy

The following medications were allowed during the open-label phase of the study with the

appropriate restrictions (eg, prior to pulmonary function tests):

o  Asthma medications: patients randomised to conventional asthma therapy could have
been treated with inhaled GCS, short-acting P-agonists, methylxanthines and/or
nonsteroidal anti-inflammatory agents (eg, cromolyn sodium), as judged by the
investigator.

e  Oral corticosteroids: intermittent courses of oral prednisone were allowed for the
control of asthma exacerbations, as judged by the investigator.

Other medications considered necessary for the patient’s welfare were permitted at the

discretion of the investigator.

16. Efficacy
endpoints

Although this was primarily a safety study, efficacy variables included:

e  Mean changes from baseline in night-time and daytime asthma symptom scores over
the 52-week treatment phase.

e  Patient discontinuations (including the proportion of patients who discontinued from
the study for any reason and the proportion of patients who discontinued from the
study due to worsening asthma).

e The proportion of patients who took oral prednisone.

CONFIDENTIAL AND PROPRIETARY 2 0of5
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e  The average daily amount of prednisone used for asthma deteriorations.
e  The number of days breakthrough (bronchodilator) medication was used.

e Spirometry test variables (forced expiratory volume in 1 second [FEV], forced
expiratory flow during the middle half of the forced vital capacity [FEF25.75%] and
forced vital capacity [FVC]) performed at the clinic visits.

e Peak expiratory flow (PEF) measured daily in the morning and evening.

17. Safety
endpoints

The safety variables assessed were:
s  Reported adverse events (AEs).

e Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisols (hypothalamic pituitary adrenal [HPA]-axis function) in a subset of
patients.

e Changes in physical examinations (including growth measured via stadiometry), vital
signs and clinical laboratory tests (including oropharyngeal and nasal fungal
cultures).

e  Changes in skeletal age.

18. Statistical
methods

Descriptive statistics with 95% confidence intervals for means within treatment groups. A
Kaplan-Meier plot was used to compare differences in patient discontinuation from the
study therapy. The incidences of clinical AEs were adjusted for length of time in the study
using a proportional hazards model. Analysis of variance was used for
post-ACTH-stimulation effects on plasma cortisol. Growth velocity was estimated using
least square estimates of linear regression line slopes.

19.
Demographic
data of the study
population (sex,
age, race, etc.)

A total of 91 patients were randomised into the study: 61 patients to budesonide nebulising
suspension and 30 patients to conventional asthma therapy. Males comprised 62.6% of the
randomised patients; 84.6% of the patients were Caucasian, 12.1% were Black and 3.3%
were Hispanic. The mean * standard deviation (SD) age, weight and height at
randomisation were 83.2 + 15.0 months, 58.1 + 15.9 pounds (26.3 £ 7.2 kg) and

123.7 + 10.3 cm, respectively. The mean + SD night-time and daytime asthma symptom
scores at randomisation were 0.70 £ 0.60 and 0.78 % 0.59, respectively. The mean + SD
morning and evening PEF values at randomisation were 182.9 56.9 and

185.8 + 58.3 L/minute, respectively, and the mean = SD FEV, at randomisation was

1.28 +0.37 L (85.85 + 19.37% predicted FEV}).

20. Efficacy
outcomes

L

The proportion of patients who discontinued from the study in the conventional asthma
therapy group was the same as in the budesonide nebulising suspension group (ie, 13% for
both treatment groups). The Kaplan-Meier estimate of the time to discontinuation from the
study therapy showed that the discontinuation rates were similar between both treatment
groups (p = 0.676, log-rank test). No patients discontinued from the study due to
worsening of asthma. The mean + SD and median number of days on study therapy for the
patients on conventional asthma therapy were 322 + 125 and 365 days, respectively, and
were 347 + 70 and 364 days, respectively, for patients on budesonide. Over the course of
the study, the mean total daily dose of budesonide nebulising suspension ranged from 0.88
to 1.00 mg and the median daily dose ranged from 0.8 to 1.0 mg.

Results for the night-time and daytime asthma symptom scores, and the use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment groups.
The percentage of patients requiring oral prednisone for asthma was lower in the

CONFIDENTIAL AND PROPRIETARY 3of5




budesonide group compared with the conventional asthma therapy group (56 versus 63%,
respectively), as was the mean daily amount used (0.65 versus 1.40 mg, respectively).

Table §. Mean change from baseline (ast I+ days of double-blind) to the last ebservation in open-label for
nizhmme and dayiime ssthm3s symptom score: and use of oral prednisons.

Open-Label Therapy
Variable Conventional As5thma Budesonide Nebuliring
Therapy Snspension
{o=30) (z=61)
Aszthma Sympsom Scere:
\Mean Chang2 from Baseling
Nighitine (95% CT} -0.02 (0.27,023) -0.02(-0.19,0.15)
Daytime (85% CT) -0.04 (-0.30,0.21) -0.03 (-0.28,0.14)
Prednisone Use:
Mumber (%6) of Patients that Used Qral
Prednisone During the Study: 19 (G3%) 34 (56%)
Average Totzl Daily Amount Used {mg):
Meap=SD 140=271 0.63=0.83
Median 932 126

Both treatment groups showed similar improvements in morning and evening PEF, FEV|,
FVC and corresponding FEF2s5.75%.

21, Safety
outcomes

There were no deaths reported during this study. A total of 9 serious AEs (SAEs) occurred
in 8 patients during the open-label treatment phase (5 SAEs [10% of patients] in the
conventional asthma therapy group; 4 SAEs [8% of patients] in the budesonide group).
One budesonide-treated patient was discontinued from the open-label treatment phase due
to an AE of hyperkinesia, which was judged by the investigator to be of possible
relationship to study treatment, and from which the patient recovered. After adjusting for
length of time in the study there were no clinically relevant differences in the type,
incidence or severity of AEs between treatment groups. There were no clinically relevant
differences between treatment groups in vital signs, physical examination outcomes and
patients with clinically significant changes in nasal or oral fungal cultures.

The number of patients assessed for plasma cortisol levels was small: 14 patients in the
budesonide group and 8 patients in the conventional asthma therapy group. Therefore,
these results must be interpreted with caution. Assessments to determine the possible
effects of study treatment on basal and post-ACTH-stimulated plasma cortisol levels
showed no significant differences between the 2 treatment groups for up to 1 year.
Furthermore, there was no evidence of HPA-axis suppression in patients treated with
budesonide nebulising suspension (Table 2).

Table 2. Adjusted mean chianges in ACTH-stimulared cordsol Ievels from baseline {adjuszed for center
effact),

Opexn-Label Therapy
Canventional Asthma  Budesonide Nebulizing p-valoe*
Therapy Suspension
{o=8) (n=14)
All Batants -115.0 -£6.2 0.772

+ Budesonide nebulizing suspenzion s, conventionsl asthma therapy.

Assessments to determine the possible effects of study treatment on body length/height
(stadiometry) were performed only for patients who completed the 12-month treatment
period. The mean measured growths over 1 year (Week 0 to Week 52) were similar in both
treatment groups for all patients and stratified by gender at each visit. There were no
statistically significant differences in the estimated growth velocities between treatment
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groups either for all patients (p = 0.155; Table 3) or when stratified by gender (males:
p = 0.903; females: p = 0.216).

Tsble 3. Mean measured growth velocity (cm/yr) over one year (Weeks 0 to 32) for patients complefing ane
vear of opan-label treatment.

Open-Label Therapy [ 3 Mean Measursd Growth Velocity
(cm¥T)
All Patents Budesonide Nebulizing Suspension 47 5.68=1.71
Conventionsl Asthma Therapy 25 4.87=2.00

Assessments to determine the possible effects of study treatment on skeletal growth
(determined by external and internal [medullary cavity] diameters, and the cortical
thickness of the mid-shaft of the second metacarpal from left hand-wrist x-rays) showed no
significant differences between treatment groups in the mean differences between observed
skeletal age and chronological age over 1 year for patients who completed 1 year of open-
label treatment for all patients or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in titrated dose ranges of

(findings) 0.25 mg every other day to 1.0 mg BID over 1 year was safe and well-tolerated for the
treatment of persistent asthma in children aged between 4 and 8 years. Furthermore, there
were no statistically significant differences between treatment groups on growth or
HPA-axis function.

Applicant

(Marketing DocuSigned by:

Authorisation [ alewmay Guwnatlan

Holder) 97004F653B2B405.

Dr Jayakumar Gurunathan

(full name)
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[Nepexnan 3 aHrNiCBKOT MOBH Ha YKpaiHCEKY MOBY

3BiT mpo KIIiHiYHE BUIIPOOyBaHHS

1. Ha3Ba
JiKapchKoro 3acoby
(3a HasgBHOCTI —
HOMeEp
peecTpauiifHoro
MIOCBiqUEHHS)

Bynmeconin Actpa3eHeka (MiKHapoAHA HENATEHTOBAHA HAa3Ba — OyIECOHIN)

2. 3aaBHHK

Hoknaana indopmauin npo BaacHuka peecrpaniiinoro nocsinyennsi (MAH) v 3BiTi npo

kiainiune nocnimxennst (3KI):
Actpa CILA, Ink (Astra USA, Inc)

50 Oric Crpit

Vectbopo, mtatr Maccauycerc
Cronyueni Llltatn Amepuxu (CILLA)
01581-4500 (50 Otis Street, Westborough, Massachusetts, United States of America (USA),
01581-4500)

IMotouna noxnanna indopmania npo MAH:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e
IlIsewuis (SE-151 85 Sédertélje, Sweden) =

3. Bupo6Huk

Moxnanua indopmauis npo Bupodnnka B 3KJ/I:

Actpa ®apmacstotikan [Ipogakmu (Astra Pharmaceutical Production)

Copneprair’e

IlIBenis

Mortouna aokaaana indopmanis npo BHpoduuKa:

AcTtpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e

Hisemis (SE-151 85 Sodertélje, Sweden) -

4. TIpoBeneHi
IOCIIIKEeHHS:

Tak

1) Tun nikapceKOro
3aco0y, 3a AKMM
nposoaunacs abo
TIaHY€ETHCA
peecTpauis

Jlikapchkuii 3aci6 3a MOBHUM J0ChE (ABTOHOMHE JIOCKE)

5. IToBHa Ha3Ba
KITiHIYHOTO
BUNPOOYBaHHA,
KOJOBaHHH HOMEp
KITiHITHOTO
BUNpPOOYBaHHA

52-TwKHEBE BIAKPUTE JOCIIKEHHS BUBYCHH 0€3II€YHOCTI Ta €)eKTUBHOCTI 3aCTOCYBAHHS
6yneconiny (ITynemikopT®), cycrensii ana HeGyaiisepa, y TOPIiBHAHHI 3 TPaJULIAHOIO
Teparicio acTMH B AiTeil, XBOPHX Ha acTMYy, BikoM Bin 4 1o 8 pokis, nociimkenns 04-3072B.

6. ®asa KJIiHIYHOTO
BUNPOOyBaHHA

III

7. Ilepion
MpOBEICHHA
KITiHIYHOT0
BUIPOOYBaHHA

3 cepmus 1995 p. mo nucronan 1997 p.

KOH®IIEHIIMHA THOOPMALLLS, .
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8. Kpaiuy, ne CHIA

IIPOBOIUIOCH

KJIiHiuHe

BUNpPoOyBaHHA

9. KinbkicTb 3annanoBaHa: 120

JOCIi IKyBaHIX ®axruuHa: 91

10. MeTa Ta ITini poro AOCHTiHKEHHA MONATATH B OLIHI 6€31IeYHOCT] TPUBAJIOTO 3aCTOCYBaHH HAHIDKYIOT
BTOPHMHHI LiJTi inpuBigyanbHOI miaTpUMyBabHOI D03U OyAecoHiny, cycnensil it HeOynaiizepa, npu
KJIiHIiYHOTO 3aCTOCYBaHHI NPOTAroM mepiony 1o 1 poxy B MOPIiBHAHHI 3 TPaAULifHOIO TEpami€lo aCTMU B
BUINPOOYBaHH: ZiTeif, XBOPHX Ha acTMY, BiKOM Biz 4 1o 8 pokiB.

11. Tuzaiin BarartoneHTpoBe, paHIOMi30BaHe, BiIKpUTe, KOHTPOJILOBAHE 33 AKTHBHHUM HPENapaToM
KJIiHI{YHOTO JOCITiIXEeHH, [0 NPOBOAMIOCA B [TAapaieIbHUX IPyHax -
BUNPOOYBaHHA

12. OcHoBHi JliTH, XBOpi Ha acTMY, fKi ycIilIHO 3aBepIIan ¢a3y 12-TIKHEBOTO JIIKYBaHHS B IOABIHHOMY
KpHTepii crinoMy pexkumi mocnimkernsa 04-3072 abo mpumuHWIM y4acTs y $asi nikyBaHHS B
BKJIFOUEHHSA MOIBIHHOMY CIIiOMY pexuMi gepes notpeby MpHitoMy MepopanbHUX NIFOKOKOPTUKOCTEPOIiB

(TKC) nnia nikyBaHHA TOTiplieHHA nepediry acTMH.

13. HocnimkyBaHmuit
Jlikapcekuii 3aci6,
crocib
3aCTOCYBaHHJ, CIIa
Iif

Byzecownin (0,125, 0,25 Ta 0,5 Mr/Min), cycneHsito [uis HeOynaiisepa, BBOOIIH Yepe3
ueGynaiisep Pari LC-Jet Plus, nix’enHanuif 1o komnpecopa Pari Master (ITapi Pecmipatopi
ExsinmMenrt, [uk. (Pari Respiratory Equipment, Inc.), Piumonn, mrat Bipmkunis, CILIA) i3
3aryOHHIKOM.

Io3u mounnawcs 3 0,5 Mr ABa pasu Ha 100y (2 p/m) 3i cnpobamu 3MEHIIHUTH D03y MiJ Yac
KOXHOTrO Bisuty no 0,25 mr 2 p/a, aari mo 0,25 Mr oIuH pa3 Ha 100y BpaHIi, a motiM 0,25 Mr
Yyepes NeHb BpaHIli, 3 MOJATGIINM IPUNUHEHHAM JIIKyBaHHA 6yIeCOHIIOM 3a pillleHHAM
nociinHuka. MakcuManbHa 103BoJIeHa Jo3a OymecoHiny, cycnensii ans HeGynaiisepa,
CTaHOBWIIA

1,0 mr 2 p/n.

14. IIpenapat
TIOPiBHSHHSA, 1033,
croci6
3aCTOCYBaHHSA, CHJIA
Iif

Tpanuuiiina Tepamis actMu (3okpeMa iHrananitini FKC, B2-aroHicTu, METUIKCAHTHHY Ta
HECTEPOINHI MPOTH3aNANBHI NPEeHapaTh) 3a PillleHHAM OCIIiAHUKA.

15. CymyTHs
Teparis

ITix yac BigkpuToi Gasu JOCIiKeHHS JO3BOJIANOCA 3aCTOCYBAaHHA TaKKX JIiKapChKHX 3ac00iB
i3 BiAMOBigHUMY OOMEXEHHAMH:

. IpenapaTu 1i1s JIiKyBaHHA aCTMH: TIAI[iEHTH, PAaHIOMi30BaHi X0 TPYIH 3aCTOCYBAHHA
TpamuuiiiHOT Tepamii acTMH, MOIJIH OTPUMYBATH JlikyBaHHs iHransuiitaumu [KC,
B.-aroHicTaMu KOPOTKOI [ii, METHIIKCAHTHHAMHM Ta/ab0 HecTepoiTHMMHU
MPOTH3aNILHIMH IpenapaTtaMy (HampUKJIak, HaTpifo KpoMorJliKar) 3a pilleHHAM
JOCITiTHUKA.

. INepopanbHi KOPTHKOCTEPOINH: 3a pilleHHAM HOCiAHUKA A03BOSIHCS HOBTOPIOBAHI

KYPCH IIEPOPAILHOTO MPEAHI30HY [ KOHTPOJIO 3aTOCTPEHb ACTMH.
Jlo3BOJAUTHCA iHILI JiKapChKi 3aco0H, AKi BBaXxanucd HeoOXiTHUMU IUts 61aronomyyds
TIALliEHTa, Ha PO3CY[ AOCITiIHHUKA.

16. Kpurepii ouinku
etheKTHBHOCTI

Xoua nie 6yy0 HacamIepel JOC/iIKeHHs 6e3neku, 3MiHHiI e(heKTHBHOCTI BKIFOYANH:

. CepenHi 3HaueHHs OIliHKH CUMIITOMIB aCTMH BHOUYi Ta BIEHb Y TIOPiBHAHHI 3 BHXiAHUM
piBHeM miciia ¢a3u 52-THKHEBOTrO JIiKyBaHHS.

. [TpunuHeHHA MAUEHTaMK YIacTi B JOCTiKEHHI (30KpeMa YacTKa MallieHTiB, sAKa
MPUNUHIIA YIacTh Y OOCTiIKEHHi 3 Oy/b-1K01 IPUYNHY Ta YacTKa MallieHTiB, 1Ka
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MPHUIKUHIWIA YYacTh Y JOCIiIKeHH] uepes moripeHHs nepebiry acTMu).

s YacTka IauieHTiB, fKa IpHiiMalia nepopaibHU NPeaHi30H.

. Cepennbo1000Ba KUTEKICTE NPeAHi30Hy, 10 3aCTOCOBYBanacs Ul JiKyBaHH:A
MOTipIIeHHs nepe6iry acTMu.

. KinbkicTh 3aCTOCYBaHHA NPUHLMIOBO HOBOTO (GPOHXOAMIATATOP) JNiKapchKoro 3acoly.

. CripoMeTpHuHe JOCTiIKeHHS 3MiHHUX edeKTUBHOCTI (06°eMy HOPCOBaHOTrO BUAMXY 3d
1 cexynay [O®B;], mikoBOI MBUAKOCTI BUAUXY Bill cepeqHbOT IOMOBHHHI (OPCOBAHOY
KUTTEBOT eMHOCTI Jierenb [[111B2s.75%] T2 GopcoBaHOT )KUTTEBOT EMHOCT] JIereHb
[©XKEIT]) mpoBoamIOCcs A Bi3UTIB A0 KIiHIKHU.

. TMixosy meuakicTs Bumuxy (I111IB) BuMiproBamy M0 JeHHO BpaHIi Ta BBEYEPI.

17. Kpurepii ouinku
Oesnexn

OuiHrOBaHMMH 3MiHHUMU Ge3MeuHOCTi 6yIIH: =
. IoigomieHni HeOaxaHi apuma (HA).

. Basansuuii piBeHb BpaHIli Ta CTUMYJIbOBaHHUH a[peHOKOPTHKOTPOIIHMM TOPMOHOM
(AKTT) piBenp KOpTH301Iy B I1a3Mi kpoBi (hyHKIisA
rinoranamo-rinogiszapuo-axpenanosoi [I'TA] sici) y miarpyni namienris.

. 3miHu npH QisukansHAX 06CTeREHHAX (30KpEMa POCTY, KU BUMIPIOCTECA 32
IOTIOMOTOI0 CTaxioMeTpii), OCHOBHUX (i3i0NOriYHNX NOKAa3HUKIB Ta
KITiHiKo-Ta6opaTopHuX aHATi3iB (30kpeMa opodapHHreaNlbHUX Ta HA3AIBHUX TPUOKOBHX
KyJIBTYD).

. 3MiHH KiCTKOBOTO BiKy.

18. CraTtucTnuHi
METOIH

Jlns cepeanix 3HaYEHDb y MeXaX TPy JIiKyBaHHA BUKOPHCTOBYBAIIM OIIMCOBY CTATHCTHKY 3
95% noBipuMMH iHTepBanamu. J[Ji1 nopiPHAHHA Pi3HUI B IPUMTMHEHH] IPUHOMY
JOCIiKYBAHOTO JIIKYBaHHs NallieHTaMH BUKOpHUcToBYBany rpadik Kamuana-Mettepa. Yacrora
kininiuanx HS 6yna ckopuroBaHa Ha TPHBAIICT y4acTi B IOCHIIKEHH] 3 BUKOPUCTAHHAM
MOJI€Ni MPOTOpLiiHMX pH3HKiB. JI11 BH3HA4YeHHA cTUMY/b0BaHOro AKTI piBHA KopTH30IY B
IUIa3Mi KpOBi BUKOPUCTOBYBany aucnepciiinnit anaiis. IIBuaKicTs pocTy oliHIOBaIA 3.
BUKOPHCTAHHAM OLHOK, 31iiCHEHHX METOJIOM HAiMEHIIMX KBAApPaTiB, TAHI€HCA KyTa HAXITY
niniiinol perpecii.

19. Oemorpadiuni
[OKa3HUKH
JOCIiKyBaHOT
momyJALil (CTaTs,
BiK, paca TOILO)

Vcsoro B Aocnimxenns 6yao pangomMizoBaHo 91 manieHra: 61 mauieHTa o rpynu
3acTocyBaHHs OyaecoHiay, cycnensii a1 HeGynaiisepa Ta 30 nawieHTis 10 rpynu
3aCTOCYBaHHA TPaAMLIiiHOT Tepaii acTMi. HoJOBiKH CTaHOBILTH 62,6% paHIOMi30BaHMX
HamieHTiB; 84,6% MALiCHTIB HATEKaJH 10 €BpomeoinHoi pacH, 12,1% nauieHTiB 10 HerpoigHOi
pacH, a 3,3% maLieHTiB M JTaTHHOAMEPHKAaHChKE NOXOMKeHHS. CepeHe 3HaueHHA £+
craraapTHe Bimxuwienns (CB) Biky, Bard Ta pocTy Ha MOMEHT paHIOMisaii cTaHOBII0 83,2 +
15,0 micsug, 58,1 £ 15,9 ¢ynris (26,3 + 7,2 xr) a 123,7 £ 10,3 oM, BignosinHo. Cepenne
3HauedHs + CB oIiHKM CUMIITOMIB aCTMH BHOYI Ta BJISHb HA MOMEHT paHIoMi3allii CTAHOBWIO
0,70 + 0,60 i 0,78 + 0,59, Bimmosinuo. Cepenti 3nauenns I111B + CB BpaHLi Ta BBEYEPi HA
MOMEHT paHmoMi3allii cranoBuIx 182,9 + 56,9 Ta 185,8 + 58,3 n/x8, BinnosiaHo, a cepenHe
sgauenns O®B, cranoBwio 1,28 + 0,37 1 (85,85 + 19,37% nporuo3osanoro 3HadeHHs ODB;).

20. Pesynpratu
e(eKTUBHOCTI

YacTKa MALi€HTiB, Aka MPUIMHKUIA YIaCTh Y AOCIiIKEeHHI, y TPYIIi 3aCTOCYBaHHA TpaaULifHO]
Teparii acTMH 6YyJia TaKOIO CaMoI0 fK Y TPYIi 3aCTOCYBaHHA GyaecoHiny, Cycnensii s
HeOynaiizepa (To6To 13% mig 060X rpyn JikyBaHHA). Po3paxyHOK 9acy [0 MPUINHEHHA
JOCIIKYBaHOTO JTiKyBaHHA MeToloM Karuiana-Meliepa riokasas, 10 OKa3HUKH 4aCTOTH
IpUIMHEHHS Y4acTi B HoCiTkeHHi Oyiu noAiGHi B 060X rpynax nikysanHs (p = 0,676,
JIOT-paHroBuil kputepiii). XoaeH i3 malieHTiB He IPUNMHKUB Y4acTh y AOCIILKEHH] Yepes
noripmenHs nepebiry actmu. Cepenne 3HadeHHa = CB Ta MeniaHa KilbkocTi AHiB mpuiomy
JOCJIi[DKYBAHOTO JTiKyBaHHsI [Uisl TALIEHTIB IPYIH 3aCTOCYBAHH:A TPaJULIHHOT Tepamii acTMu
cTaHOBHIM 322 = 125 Ta 365 nuiB, BixnmoBiaHo, a Takox cTanoBwii 347 + 70 Ta 364 ni,
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BilIIOBiZHO, VI MIALI€HTIB, AKi OTpUMYBay GyAecoHia. IIpoTaroM AoCiikeHHS cepeaHs
saransHa no6oBa no3a OynecoHixy, cycneHsii ans HeGynakizepa, craHoBIIa Bin 0,88 10
1,00 mr, a Mexiana no6oBoi mo3u — Bix 0,8 mo 1,0 Mr.

Pe3ynbraTil OLHKA CHMIITOMIB aCTMH BHOYi Ta BJICHb, @ TAKOX 3aCTOCYBaHHs IIEPOPATEHOTO
peHi30Hy HapeneHi B Tabmuui 1. CepenHi 3MiHM JAHUX OCTAHHBOTO CTIOCTEPEKEHHS B
TIOPiBHSHHI 3 BUXiIHUM PiBHEM JUIA OLIIHKH CUMIITOMIB aCTMH GYJIH CXOXHMMH y 2 TpyIax
JiKyBaHHS.

Bincorok nauienris, siki moTpeGyBany 3aCTOCYBaHHS NEPOPATLHOTO NPEAHIZ0HY 1A
JiKyBaHHA acTMH, OyB MEHIIMM 'y IPyIIi 3aCTOCYBaHHs 6y NeCOHiMy, CycTIeH3ii Wt
Helymnaiizepa, y mopiBHAHHI 3 rPYNOIO 3aCTOCYBAHHA TpaguUilHOT Tepamii acTmu (56 y
nopiBHAHHI 3 63%, BiAMOBiAHO), AK i cepearsa n060Ba KinskicTs (0,65 y mopisnanHi 3 1,40 Mr,
BiIMOBiAHO).

Ta6nnua 1. Cepenns 3uina Bif Buxianoro pisHa (ocTanui 14 aHiB JikyBaHHS B NOABIMHOMY CIIIOMY pexuMi)
Y NOPiBHAHHI 3 JAHUMB OCTAHHBOTO CTIOCTEPEXKEHHS JiKyBAHHS Y BiAKPUTOMY PEXHMi [UIA OLIHKH CHMIITOMIB aCTMH
BHOUYI TA BASHE, A TAKON 3ACTOCYBAHHA EPOPATEHOIO NPEAHIZOHY

JlikyBasus y BiaKpuToMy pesnmi

3minma Tpanuuiitua Tepanis Byaeconin, cycnensia gia
aCTMH Hebynaiizepa
(n=30) (n=61)
OuiHKa CUMNITOMIB aCTMH
Cepenns 3MiHa BiZl BUXiHOTO piBHSA
BHoui (95% A1) -0,02 (-0,27; 0,23) -0,02 (-0,19; 0,15)
Baeus (95% A1) -0,04 (-0,30; 0,21) -0,03 (-0,21; 0,14)
3acTocyBaHHsA NpeaHi30Hy
Kinbkicts (%) nauieHTis, ski 3acTocoByBanu
NPEHI30H M Yac NOCTiUKEHHS: 19 (63%) 34 (56%) _
CepenHpon060Ba KibKicTh 3aCTOCYBAHHA (Mr):
Cepeane 3HaueHHa+CB 1,40+£2,71 0,65+0,93
Memniana 0,52 0,26

B 060x rpymnax nikyBaHHA criocTepiranucs noaibui nokpamenns ITIIB, O®B,, ®XEJ ta
BinnoBiaHi FEF2s.7s% BpaHui Ta BBeuepi.

21. Pesynbratu
Oe3nexu

Ipo BUNAAKH JIETATIEHOTO PE3YNIBTATy B IBOMY AOCIIDKEHH] He IOBIIOMIIANOCA. 3araioM i
4ac $pasu BiIKpUTOro JiKyBaHHA BUHHKIO 9 cepiiosnux HS (CHA) y 8 nauientis (5 CHS [10%
Haui€eHTiB] y rpymi 3acTocyBaHHA Tpaauuiitaoi epamnii actmu; 4 CHS [8% mamientiB] y rpymi
3acToCyBaHHA 6ylecoHiny). ORHOTrO NauicHTa, AKK OTPIMYBaB GYAECOHIA, Y10 BUKIIOYEHO
3 dasu BifkpuTOro nikyBaHHA yepe3 H rinepkinesii, sixe, 3a oLiHKOK JOCTiAHMKA, MOTIIO
MATH 3B’ 430K i3 JOCTiIXYBaHUM JiKyBaHHsM; MAUI€HT OLyXKaB BiJl I[boro sBuma. ITicis
BHECEHHS ONPABKH Ha TPUBAJIICTh YHACTi B OCIIKEHHI, KITiHIYHO 3HATYIIUX BiAMIHHOCTEH ¥
THHI, 9acToTi a6o cryneHi Tskkocti HA Mix rpynamu nikysanss He BinMivanocs. Kiinigno
3HAYyLIUX BiAMiHHOCTEH MiX IpyTIaMH JIiKyBaHHS 3 OIJIAAY HA OCHOBHI (izionoriuni
MIOKa3HMKH, PE3yNbTaTH (Gi3sHKaILHOTO 0OCTEXEeHHS He CIIOCTepiraiocs; nauieHTiB i3 KIiHiYHO
3HaYyINMMH 3MiHaM¥ TPHOKOBHX KYJBTYp HOCOBOI a60 POTOBOI IOPOXHKMHH HeE 6yII0.

KinekicTs nauienTis, y SKuX OLiHIOBATH piBeHb KOPTH30JIY B IUI1a3Mi, Gyia HeBenuKkomw: 14
TIAL€HTIB y rpymi 3aCTOCyBaHHA OyAeCOHiMy Ta § mauieHTiB y rpymi 3acTocyBaHHsA
TpaaMuikHoi Tepanii actMu. ToMy 1 pe3y/bTaTH HEOGXiAHO iHTEpIpeTYBaTH 3 06EPEKHICTIO.
OuiHKH 71 BU3HAYCHHA MOX/IMBOTO BIUIMBY JOCIIKYBAHOTO JIIKyBaHHs Ha GasaibHi piBHi Ta
cruMynboBani AKTI piBi kopTH30Ty B I1a3Mi KpoBi 3HAYHUX BiAMIHHOCTEH Mix 2 rpynamu
JiKyBaHHA 3a IIepiof 1o 1 poky He BuABHAH. KpiM Toro, o3nak npurHiueHHs I'TA Bici B
Naui€HTiB, AKi OTpUMyBaIH JiKyBaHHA OYIECOHIOM, CyClIeH3ier0 1y HeBynaitzepa, He
crocrepiranocs (Tabnuus 2).
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Ta6nuus 2. Cxopurosaui cepenni sMinn cTuMynboBaHix AKTI piBHiB KOpTH301y Bin BUXiAHOTO piBHA
(3 NONPaBKOIO HA LEHTPATLHHH edexT).
JliKyBaHHS Y BiIKPHTOMY pexumi

Tpaauuiiina repanis Byneconin, cycnensis aas p-3HaueHHA™
acT™MH Hebynaiisepa
(n=8) RIS (n=14)
Yei manieHTH -115,0 -96,2 0,772

* 3actocypauns Gyasconiay, cycnensii 1 HeGynaiisepa, y NOpiBHAHHI 3 TPaAMUilHOIO TEPATIiEIO ACTMH.

OuiHKH /11 BU3HAYEHHA MOX/IMBOTO BIUIMBY JOCIIIIKYBAHOTO JIIKYBAaHHS Ha JOBXKHUHY/3PicT
Tija (CTaAiOMETpis) MPOBOMMIINCA JIMIIE JUIA NALIEHTIB, AKi 3aBepIUMWIH 12-Micaunmii nepioa
nixyBanHs. Cepe/iHi 3HAYeHH BUMIPSHOTO 3GLIBIIEHHS POCTY NPOTAroM 1 poky (3 TkHA 0 110
TIDKHA 52) Oynu noniGHuMu B 060X rpynax MiKyBaHHA 1yid BCiX MaLi€eHTiB Ta cTpaTudikoBaHi
3a CTATTIO Mif Yac KOXKHOTO Bi3UTY.

CTaTHCTHYHO 3HATYINNX BiIMiIHHOCTEH B OLiHKAX MIBUAKOCTi POCTY MiX IPYIaMH JIIKYBaHHS
IJ1 BCix marieHTiB (p = 0,155; Tabnuwut 3) abo B Mexkax ctpatudikariii 3a cTaTTio (4070BIKH:
p = 0,903; xinku: p = 0,216) He GyIo0. =

Ta6nuus 3. Cepenni 3HaYEHHA BUMIPAHOTO 36iBIIEHHA pocTy (CM/PiK) TIPOTArOM OZHOTO POKY (THkHi 0-52) ms
MALIEHTIB, AKI 3ABEPILNMIN OJIHH PIK BIAKPUTOTO JNIKYBAHHA.

JlikyBaHHSA y BiAKPUTOMY pexumi n Cepeane 3HaYeHHS BUMIPSIHOrO
36inbmeHHs pocTy (em/pik)
Vi nauieHTu Byneconia, cycrnensia ana Hebynaiisepa 47 5,68 1,71
Tpanuuifina Tepanis actMu 25 4,97 +2,00

OuinKH /1 BU3HAYEHHS MOMUIMBOIO BIUTHBY AOCII/KYBAHOTO JIIKyBaHHS Ha PicT cKeeTa
(BM3HaYeHi 3a 30BHIINHIM i BHyTpilHIM AiaMeTpaMu [KiCTKOBO-MO3KOBa MOPOXKHMHA], 2 TAKOXK
IIIBHICTIO KOPH FOJIOGBHOTO MO3KY CEPEANHU APYToi I’ AICTHOT KICTKU Ha pEeHTreHOrpaMax JiBoi
PYKHM Ta 3aI’ ACTKH) He ITOKa3aJIl CyTTEBUX BiAMiHHOCTe MiX Ipynamu JTiKyBaHHA 3 OISy Ha
CepeliHi BiIMIHHOCTI MiX CIIOCTEPEKYBaHUM KiCTKOBHM BiKOM Ta KaJleHOApHUM BiKOM
npoTaroM 1 poky cepeq NaLlieHTIB, sAKi 3aBepunii | pik JliKyBaHHA Y BIIKPUTOMY peXuMI 11
BCiX MALi€HTIB HE3AJIEXKHO BiJ CTaTi.

22. BHCHOBOK
(3aKTFOYeHHS)

V mifcyMKy cifi 3a3Ha4uTH, 10 3aCTOCYBaHHA OyAecOHiny, Cycmensii /uia nebynaiizepa, 3
HOCTYNOBHM iHAUBiAyanbHAM IifGopoM 1031 Bix 0,25 Mr uepe3 neHb 10 1,0 mr 2 p/n
npoTaroM 1 6yso Ge3nevHHM Ta [06pe NePeHOCHMEM TS JTIKYBaHHS NEPCHCTYIOUO] aCTMU B
niteit BikoM Bif 4 10 § pokis. KpiM TOTO, CTATHCTHYHO 3HAYYINMX BiAMIHHOCTElH MiX rpynamMu
JiKyBaHHA 3 OoryLiAy Ha pict abo dynkuiro I'TA Bici He ciocTepiranocs.
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)

01581-4500

Current MAH details:

AstraZeneca AB

SE-151 85 Sédertélje

Sweden

3.

Manufacturer

Manufacturer details in the CSR:
Astra
Sweden

Current manufacturer details:

was conducted
or planned to
be conducted

AstraZeneca AB
SE-151 85 Sédertilje
Sweden
4. Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which
registration

5. Full title of
the clinical
trial, code
number of the
clinical trial

A study of 4 dose regimens of budesonide (Pulmicort®) nebulising suspension and placebo
in asthmatic children aged 8 years and younger, Study 04-3100.

6. Clinical trial
phase

I

7. Clinical trial
time frame

From 01 May 1995 through 14 June 1996
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8. Countries
where the
clinical trial
was conducted

USA

and secondary
objectives of
the clinical

9. Number of | Planned: 450
subjects Actual: 481
10. Primary The objectives of this study were to compare the relative efficacy and safety of budesonide

nebulising suspension, 0.25 mg once daily (QD), 0.25 mg twice daily (BID), 0.5 mg BID
and 1.0 mg QD, versus placebo, in paediatric patients with asthma who are aged 6 months to
8 years.

trial
11. Clinical Multicentre, randomised, double-blind, placebo-controlled, parallel-group study.
trial design
12. Key Paediatric patients aged 6 months to 8 years with a diagnosis of mild to moderate asthma as
inclusion defined by the National Institutes of Health of the United States Department of Health and
criteria Human Services, including:
e  Exacerbations of cough and/or wheezing on a frequent basis, including nocturnal
asthma, with infrequent severe exacerbations, during the last 6 months.
o Daily use of at least 1 chronic asthma medication (which could have been an inhaled
glucocorticosteroid) with periodic use of breakthrough medication for at least 3 months
prior to Visit 1.
e For patients capable of performing consistent pulmonary function tests: basal forced
expiratory volume in 1 second (FEV1) > 50% of predicted and reversibility of > 15% at
15 + 5 minutes after a standard dose of inhaled bronchodilator.
13. Budesonide (0.125 mg/mL, 0.25 mg/mL and 0.5 mg/mL) nebulising suspension,
Investigational | 0.25 mg QD, 0.25 mg BID, 0.5 mg BID and 1.0 mg QD, via a Pari LC-Jet Plus nebuliser
medicinal connected to a Pari Master compressor with a face mask or mouthpiece.
product,
method of
administration,
strength
14, Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor with a face
Comparator, mask or mouthpiece.
dose, method
of
administration,
strength
15. Patients on immunotherapy must have been on a constant dose for at least 2 months prior to
Concomitant Visit 1, and remain on a constant regimen (dose and frequency) during the course of the
therapy double-blind treatment phase of the study.

Patients on nasal steroids other than beclomethasone dipropionate (BDP) must have been
switched to BDP at Visit 1, and the dose level should have remained constant throughout the
study.
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During the baseline treatment phase, the patient’s daily chronic asthma medications (with
the exception of excluded medications) were withdrawn, reduced or kept constant per the
judgment of the investigator. Breakthrough medication was to be continued.

Other medications not intended for asthma and considered necessary for the patient’s
welfare were permitted at the discretion of the investigator.

16. Efficacy Primary efficacy variables were mean changes from baseline in daytime and night-time
endpoints asthma symptom scores over the 12-week treatment phase.

Secondary efficacy variables were:

e  The number of days that breakthrough (bronchodilator) medication was used.

e  Spirometry test variables (FEV|, forced expiratory flow during the middle half of the
forced vital capacity and forced vital capacity) performed at clinic visits in the subset
of patients capable of performing spirometry testing.

o Peak expiratory flow (PEF) measured daily in the morning and evening in the subset of
patients capable of performing PEFs.

»  Proportion of patient discontinuations from the study.

17. Safety Safety Variables:
endpoints o  Reported adverse events (AEs).

e  Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisols (hypothalamic pituitary adrenal [HPA]-axis function) in a subset of
patients.

e  Changes in physical examinations, vital signs and clinical laboratory tests (including
oropharyngeal and/or nasal fungal cultures).

18. Statistical
methods

Analysis of variance was used to compare differences between treatment groups for all
efficacy variables with the exception of the proportion of patient discontinuations from the
study, which was analysed using Fisher’s exact test. Analysis of variance was also used for
morning basal and post-ACTH-stimulation effects on plasma cortisols. Descriptive statistics
were used to present all other safety data.

19.
Demographic
data of the
study
population
(sex, age, race,
etc.)

A total of 481 patients were randomised into the study. Patient demographics were similar
for the 4 treatment groups. Males comprised 64.4% of the randomised patients; 80.5% of the
patients were Caucasian, 13.7% were Black, 3.7% were Hispanic and 2.1% were “Other”
ethnic groups. The mean + standard deviation (SD) age, weight and height at screening were
55 + 26.3 months (range 7 to 108 months), 43.1 £ 16.3 pounds (19.5 + 7.4 kg) and

106.5 + 16.4 cm, respectively. The mean + SD duration of asthma at screening was

34.2 + 22.9 months. The mean * SD night-time and daytime asthma symptom scores at
baseline were 1.22 + 0.62 and 1.28 £ 0.50, respectively. A total of 164 (34.1%) patients
were capable of performing PEF manoeuvres. The mean moming and evening PEF values at
baseline for these patients were 159.9 + 43.0 and 168.3 + 43.1 L/minute, respectively.

20. Efficacy
outcomes

A total of 471 patients were evaluated for efficacy (all patients treated). Efficacy variable
results are presented in the table below (data are expressed as the adjusted mean change
from baseline over the 12-week treatment phase, all patients treated, last value carried
forward):
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Placebo Bude:zonide Nebulizing Suspension
0.2 mz QD | 028 me BID | 0.f 1z BID 1.0 mg QD

Mighttime Asthma -0.13 -0.28 4G f43s* -p40r*
Sviantom Scota [=92) (n=93) (n=2T) (n=9€) (r=%3)
Daytime Asthma -0.19 028 -0.40% -0.46%F 037¢
Svoptom Score (z=92) {n=92) (=57} (n=08) (n=93)
MNumber of Days Uze of 2236 -4.39% 5238 -452% -438¥
Breakthrough Madicanon (£=52) (n=33) (=37) (n=26) (1=93)
Mommg FEF 02 105 23.0%* 24.5%% 17.1*

(==32) (n=32) {=39) (n=29) (n=34)
Evening PEF 1.9 16.8= 192+ 11.0%* 141

(z=32) (n=32) {n=32) (n=29) (p=34)
FEV, 0.04 0.07 0.08 0.17% 0.11

(=28) (n=31) (n=33) (n=29) (n=34)

*ps0 050, ** p2.010, and ***p=0.001, versus placebo

The total proportion of patients who were discontinued from the placebo group (39%) was
greater than in the budesonide groups (21%, 21%, 19% and 31% for the 0.25 mg QD,

0.25 mg BID, 0.5 mg BID and 1.0 mg QD budesonide groups, respectively). The differences
between the placebo and the 0.25 mg QD, 0.25 mg BID and 0.5 mg BID budesonide groups
were statistically significant (p < 0.011). The proportion of patients in the placebo group
discontinuing due to worsening asthma (26.3%) was also greater than for the budesonide
groups (16.0%, 13.1%, 15.3% and 21.1% of patients for the 0.25 mg QD, 0.25 mg BID,

0.5 mg BID and 1.0 mg QD budesonide groups, respectively; these differences were
statistically significant for the 0.25 mg BID budesonide versus placebo comparison;

p = 0.029).

21. Safety
outcomes

One randomised patient never took study drug, therefore was not included in the safety
analysis. There were no deaths reported during the study. A total of 15 serious AEs (SAEs)
were reported during the treatment phase in 13 patients (4, 4, 2, 1 and 4 SAE:s in the placebo
and 0.25 mg QD, 0.25 mg BID, 0.5 mg BID and 1.0 mg QD budesonide groups,
respectively), all of which resolved completely without sequelae. A total of 6 patients were
discontinued due to AEs (2, 1, 1 and 2 patients in the placebo and 0.25 mg BID, 0.5 mg BID
and 1.0 mg QD budesonide groups, respectively). One of the SAEs leading to
discontinuation from the treatment phase was judged by the investigator to be of probable
relationship to study treatment (laryngismus; 1.0 mg QD budesonide group).

This study showed that children aged between 6 months and 8 years with asthma, receiving
budesonide nebulising suspension 0.25 mg QD, 0.25 mg BID, 0.5 mg BID or 1.0 mg QD for
12 weeks had no clinically relevant differences in the type, incidence or severity of AEs
compared with placebo. There were no apparent differences in the number of patients with
clinically significant changes in nasal or oral fungal cultures between treatment groups.
There were also no clinically relevant differences between treatment groups in vital signs or
physical examination outcomes observed.

Assessments to determine the possible effects of study treatment on basal and
post-ACTH-stimulated plasma cortisol levels showed no significant differences between the
active treatment groups and placebo from baseline to Week 12. Furthermore, there was no
evidence of HPA-axis suppression by budesonide nebulising suspension when administered
in the 4 regimens studied.

22. Conclusion
(findings)

Budesonide nebulising suspension administered in the regimens 0.25 mg QD, 0.25 mg BID,
0.5 mg BID and 1.0 mg QD was effective and well-tolerated by infants and young children
aged between 6 months and 8 years with asthma who had been previously or not treated
with inhaled corticosteroids.
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Ilepexmnan 3 anrnificbkoi MOBH Ha YKpalHCBKY MOBY

3BIT Ipo KNiHIYHE BUIIPOOYBaHHS

1. Haza Byneconin Actpa3eHexa (MikHapoJHa HEaTeHTOBaHA Ha3Ba — GyIECOHIN)
JKapCcHKOTo
3aco0y (3a
HasiBHOCTi —
HOMeEp
peecTpaliitHoro
MOCBiTUEHHA)
2. 3agBHUK Hoxnagna indopmauin npo BuacHuka peecrpauiiinore nocsinuenus (MAH) v 3siTi npo
kniniune gocnipxenns (3KID):
Actpa 10.Ec.Eil., [uk. (Astra USA, Inc.)
50 Oric Crpit
VYectbopo, wtatr MaccadyceTc
Crnonyueni llltatn Amepuxu (CILA)
01581-4500
HoTtouna joxnaaua indopmauis npo MAH:
Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Conepran’e
IlIseuist (SE-151 85 Sodertilje, Sweden)
3. Bupo6Huk Joxnanua indopmanis npo supobunka 8 3K/I:

Actpa

IlIBewnis

IMotTouna goknanua indopmanis npo BupobHKa:
AcTtpa3eneka AB (AstraZeneca AB)

SE-151 85 ComepTan’e

IIsewuis (SE-151 85 S&dertilje, Sweden)

4. TlpoBexeHi
IOOCIiIKEHHS:

Tax

1) Tin
JiKapchbKOTO
3aco0y, 3a AKUM
IPOBOAMNACA
abo miaHyeThbCs
peecTpanis

Jlixapcbkuii 3aci0 3a MOBHUM JOCHE (ABTOHOMHE HOCHE)

5. IToBHa Ha3Ba
KITiHIiYHOTO
BUNPOOYBaHHS,
KOJIOBaHHH
HOMep
KIiHIiYHOIO
BUINPOOYBaHHA

JocnimxeHHs 3acTocyBaHHA 4 pexxuMiB no3yBaHHA 6ynecoHiny (ITynemikopT®), cycneHsii aas
HeOymnaiizepa, Ta riauedo B AiTel, XBOpUX Ha acTMYy, BikoM 8 poKiB i MoMoIIIe, HOCTiIXKEeHHSA
04-3100.

6. ®aza
KIiHIYHOTO
BUIPOOYBaHHA

III

7. Ilepion
MIPOBEICHHA
KIiHiYHOTO
BUNpoOyBaHHA

3 01 TpaBHsa 1995 p. no 14 gepBHs 1996 p.
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8. Kpainu, ne CIA

TIPOBOAMIIOCA

KIiHiYHe

BUNpOOYBaHH:

9. KinbkicTh 3araHoBaHa: 450

JocrimxyBanux |DaxriyHa: 481

10. MeTa Ta Llini 0poro mOCHiMKeHH IMONATATH B TOPiBHAHHI BiTHOCHOI e eKTUBHOCTI Ta 6e3MeuHOCTi
BTOPMHHI i | 3acTOCYBaHHA OyldecoHiny, cycnensil mia HeGynaitsepa, y 1o3i 0,25 Mr oxuH pa3s Ha 106y
KIiH{YHOTO (1 p/m), 0,25 Mr xpa pasu Ha 100y (2 p/x), 0,5 Mr2 p/nta 1,0 Mr 1 p/a y nopisuauHi 3 rwiane6o B
BUNMpPOOYBaHHA | AiTelf, XBOPHUX Ha acTMY, BikoM Bin 6 MmicamiB no 8 pokis.

11. uzaiin BaraTolLieHTpOBe, paHAOMi30BaHe, NOABilHE clrilte, IWTane60-KOHTPOIBOBaHe HOCHIHKEHH, 110
KIiHIYHOTO [pPOBOAMIIOCS B MapaJieIbHUX IPymax.

BUIIpOOYBaHHSA

12. OcHoBHi JlitH, BikoM Bix 6 MicsiB 10 8 pokiB i3 AiarHOCTOBAHOIO aCTMOIO Bif JIETKOTO A0 IOMIpHOTO
Kpurepii CTyIEHA 3a BU3HaUeHHAM HalioHanbHHX iHCTHTYTIiB 0XOpOHH 310p0B’ s MiHicTepcTBa 0XOpOHH
BKITFOUEHHS 310poB’A Ta collianbHuX ciayx0 CIIIA, 30kpeMa:

o YacTi 3arocTpeHHs KalLmo Ta/ab0 XpHIIiB, BKIIOYHO 3 HIYHUMH HPOABAMH aCTMH,
HEYaCTUMH 3arOCTPEHHAMH TSDKKOTO CTYNEHS MIPOTATOM OCTaHHIX 6 MiCAIIiB.

o IlloxeHHe 3acTocyBaHHs NprHaliMHI 1 mocTilfHOTO JlikapchKOTo 3aC00Y IUIS JTiKYBaHHS
acTMH (SKUM Mir OyTH iHrayILiifHMA MNIFOKOKOPTHKOCTEPOIN) 3 MepioANYHUM
3aCTOCYBAHHSAM IIPUHIMIIOBO HOBOTO JIiKapChKOro 3aco0y MpOTATOM, IOHaAMeHIIe, 3
MicsLiB 1o Bi3uTy 1.

o JUii1 mauieHTiB, 3JaTHHX MOCTiMHO BHKOHYBATH HOCIIIXEHHA JlereHeBoT QYyHKIN: 06°eM
topcoBanoro Buauxy 3a 1 cexynnay (O®DB,) Ha BuxigHOMY piBHi > 50% HpOrHO30BaHOTO
3HAYEHHA Ta 3BOPOTHICTE> 15% yepe3 15 + 5 XBUIUH Micis 3aCTOCYBaHHSA CTaHOAPTHOI
1034 iHrauiliHoro 6poHxoIaTaTopa.

13. Byneconin (0,125 mr/mun, 0,25 mr/mn ta 0,5 Mr/mi), cycnensito s HeGynaiizepa, .
HocnimxyBaunuit |y no3i 0,25 mr 1 p/a, 0,25 mr2 p/n, 0,5 mMr 2 p/gta 1,0 mr 1 p/n BBOmwIM uepes HeGyaiizep Pari
JiKapceKuUit LC-Jet Plus, nin’ennanuii no kommpecopa Pari Master, 3 Mackolo a6o 3aryGHHKOM.

3acif, crmocib

3aCTOCYBaHHA,

cwia Jii

14. ITpenmapat

ITnateGo BBOmMIIH Yepe3 HeOymaiizep Pari LC-Jet Plus, mix’enganmii 1o koMmpecopa Pari
p Y P pecop

TIOpiBHAHHA, Master, 3 Mackoio a60 3aryOHHKOM.

II03a, CIocio

3aCTOCYBAHH, B
cwia aif

15. CymyTHsa IMauienTy, AKi OTpUMYBAIU iIMYHOTEpaIIiio, MaJIX OTPHMYBATH MIOCTIiiHY 103y HPOTATOM,
Tepamis npuHaiiMHI, 2 MicALiB 0 Bi3uUTy 1 Ta IpOJOBXKYBaTH OTPUMYBATH MOCTIMHMIA pexxiM (103a Ta

YacToTa) i yac nepebiry nmoapiiHoi cinoi ¢pasu AociiHKeHHS.

IMauienTH, AKi OTPUMYBAJIN Ha3aIbHI CTEPOINH, 32 BUHATKOM GEKIIOMETA30HY JHIPOIiOHAT
(BAIT), manu 6ytu nepeseneni Ha B/III mix wac Bisuty 1, a 7032 Mana 3anuInaTUCS MOCTIHHOIO
MPOTATOM YCHOTO KOCTiIKEHHA.

Ilix yac ¢asu Ga3ucHOI Tepamnii 1oJeHHe 3aCTOCYBaHHSA MOCTIHHOIO JIIKapCHKOT0 3aCO0y-aJIs
NiKyBaHHA acTMH (3a BUHATKOM BHKIIOUEHUX NpenapaTiB) OyJIo ckacoBaHO, 3MEHIIIECHO A03Y
abo 3anumanocs 6e3 3MiH 3a pillleHHAM JOCIiAHNKA. 3aCTOCYBaHHA NPUHIUIIOBO HOBOTO
nikapcbKoro 3acody MpoJOBXYyBaIOCH.

Inmi mikapceki 3aco0u, He MpU3HAYeHi AT JTiIKyBaHHA aCTMH, aJie SKi BBaXanuca HeoOXinHIMuU
I71A Gnaronoiy44s NanieHTa, JO3BOJISUINC Ha PO3CYH AOCIiIHUKA.

KOH®IJEHIIIHA IHOPOPMAIILA,
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16. Kputepii
OLIiHKH
e(eKTUBHOCTI

CepeHi 3HaYeHHA OIIIHKM CUMIITOMIB aCTMH BJICHb Ta BHOYi

y nopiBHAHHI 3 BUXiZHUM piBHeM micna ¢a3u 12-THKHEBOro MiKyBaHHs GyJId HEpBUHHUMN

3MiHHUMU €(eKTHBHOCTI.

BropuHHUMH 3MiHHIMU eEeKTHBHOCTI OyJIH:

o KinpkicTe 1HIB 3acTOCYBaHHSA NIPHHUMIIOBO HOBOrO (GPOHXOANIATATOP) JIKAPCHKOTO
3aco0y.

e ChipoMeTpuIHe JOCIIMKEHHS 3MiHHIX edekTiBHOCTI (ODB,, IWBUAKICTL GOpCOBAHOTO
BHIMXY BiJl cepeRHBOI OJIOBUHM $HOPCOBAHOT KUTTEBOT EMHOCTI JIeTeHb Ta GOpCcOBaHOi
KUTTEBOI €MHOCT] JIETeHB) MPOBOAWIOCS HiJl Yac KOXXHOTO Bi3UTY [0 KIiHIKH B MiArpymi
HAli€HTiB, 3MaTHUX BUKOHATH CIIPOMETPIIO.

o IlikoBy mBuakicTs Buauxy (II11IB) BUMipoBany MoOAE€HHO BpaHLi Ta BBeYepi B marpymi
Nali€eHTiB, 30aTHUX NPOMTH gocnimkeHHs BusHaueHHA [TIIB.

e YacTka nauieHTiB, fka MPUIHHUIA YIacTh Y AOCIiHKEHHI.

17. Kpurepii
OILIHKH 6e3neKn

3MiHHI OLIHKY O€3MEKH:
o Tlopigomieni HeGaxkani apuma (HA).

o bBasanbHuii piBeHb BpaHIli Ta CTUMYJIbOBaHHI aJpEHOKOPTUKOTPOITHUM ropMoHoM (AKTT)
piBeHb KOPTH30JTy B IUIa3Mi KpoBi (yHKIis rinotanamo-rinodizapuo-aupenanosoi [[TA]
Bici) y miarpymi namieHris.

o 3MiHu npu QizuKaIbHOMY 06CTEKEHHI, OCHOBHUX ()i3i0TOT{YHHX IIOKA3HKKIB Ta
K1iHiKo-TabopaTopHUX aHaNi3iB (30KpeMa opodapuHrealbHUX Ta/ab0 Ha3aIbHHX

TpHUOKOBUX KYNBTYD).

18. CratuctruHi
METOIH

Jucnepcifinmii aHai3 BUKOPUCTOBYBAIM 1A HOPiBHAHHS BiAMiHHOCTEH MiX rpymnaMu
JiKyBaHHs IS BCiX 3MiHHUX €()eKTUBHOCTI, 32 BUHATKOM YaCTKH NALI€HTIB, fKa MPUIHHIIA
y4acTh y HOCHTiIKEHHI, AKY aHAJIi3yBalu 3 BUKOPHCTaHHAM TOYHOrO KpuTepito dimepa.
Jucnepciitanii aHaii3 TakoX BUKOPUCTOBYBAIH AJIA BUSHAYECHHA 0a3aIbHOTO piBHA BpaHLi Ta
ctiMyboBaHoro AKTI piBHA kopTH30MTY B IUIa3Mi KpoBi. OIIMCOBY CTaTHCTHKY
BHKOPUCTOBYBANH UL [IPECTaBICHHA BCiX iHITNX AaHUX 3 Ge3rmexm. -

19.
Hemorpadiuni
TIOKa3HHUKH
IOCTiKyBaHOT
TOTTYJTALIT
(crats, BiK, paca
TOILO)

Veboro B nociimkeHHsa 6yno pannoMizoano 481 namienra: MemorpadivyHi XapaKTepHCTHKH
nauieHTiB Oynu noAi6Hi wid 4 rpyn nikyBaHHA. HYonoBikY cTaHOBUIM 64,4% paHIOMi30BaHHX
nauieHTiB; 80,5% narieHTiB Halexaau Ko eBponeoinHoi pacy, 13,7% mauieHTiB 10 HerpoigHOT
pacy, 3,7% nawieHTiB Manu JJaTHHOAMEPHUKAHCHKE TOXOMKEeHH, a 2,1% HaJle)alu 10 «iHIIHX»
eTHiYHUX rpyn. CepelHe 3HaYeHHA + cTaHaapTHe Bixxunenns (CB) Biky, Baru Ta pocty Ha
MOMEHT CKPHHIHTY CTaHOBIIIO 55 £ 26,3 micsus (B nianazoni Big 7 xo 108 micanie), 43,1 + 16,3
oynra (19,5 £ 7,4 xr) Ta 106,5 + 16,4 cMm, BignmosigHo. Cepente 3Ha4eHHA = CB TpUBaNOCTi
aCTMH Ha MOMEHT CKpHHIHIy CTaHOBUIO 34,2 + 22,9 Micaus. Cepenne 3Hauenss + CB ouinku
CUMIITOMIB acTMH BHOYi Ta BAECHb Ha BUXiZHOMY piBHi cTaHoBMIO 1,22 + 0,62 Ta 1,28 + 0,50,
BigmosinHO. 3aranom 164 (34,1%) mauieHTH MOTIH BUKOHYBATH MaHIITyJIALIl U1 BH3HAUESHHS
ITHIB. Cepenne 3HauenHs [1111B BpaHi Ta BBeuepi Ha BUXiJHOMY PiBHi B LIMX MaLli€HTIB
craHoBuio 159,9 + 43,0 ta 168,3 + 43,1 1/x8, BiANOBiAHO.

20. PesynsTatu
€(EeKTHBHOCTI

Veboro 471 nauieHT miaras ouinmi edexTuBHOCTI (yci namieHTH, AKi OTpUMANTH JTiKyBaHH).
PesynpTaTil 3MiHHNX €(eKTUBHOCTI IpeACTaBNICH] B TaGULi HIDKYe (HaHi BUpaXkeHi K
CKOpHUroBaHa cepelHs 3MiHa BiJ BuxiaHoOro piBHA micia ¢aszu 12-THXKHEBOro JiKyBaHHS, 3
ypaxyBaHHAM YCiX MallieHTiB, sKi OTpUMaH JIIKyBaHHs, Ta IEPEHECEHHAM yniepea 0OCTaHHbOIO
3HAYCHHS):

KOH®IIEHIIHHA ITHOOPMALIIS,
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Inauedo Byneconin, cycnensia ann vebynaiizepa
025mr 1 p/n{025mr2 p/a|0,5mr 2 p/a|1,0 mr 1 p/n

O1iHKa CYMITOMIB aCTMH -0,13 -0,28 -0,49%** -0,42%* -0,40%*
BHOYI (n=92) (n=93) (n=97) (n=96) (n=93)
OLiHKa CHMIITOMIB aCTMH -0,19 -0,28 -0,40* -0,46** -0,37*
BIEHb (n=92) (n=92) (n=97) (n=96) (n=93)
ﬁglf):é}c";z}?:;anpnuunnono = g o R P24 gz g
HOBOTO JIKAPCHLKOTO 3ac0By (n=92) (§=93) = (n=96) (n=93)
IIIIB Bpanuui -0,2 10,9 23,0%* 24,8%* 17,1%

(n=32) (n=32) (n=34) (n=29) (n=34)
TIIIB BBeuepi 1,9 16,8* 19,2* 21,0** 14,1

(n=32) n=32) (n=34) (n=29) (n=34)
ODB; 0,04 0,07 0,08 0.17*% 0,11

(n=28) (n=31) (n=33) (n=29) (n=34)

*p-0,050, ** p-0,010, Ta ***p-0,001 y nopiBHAHHI 3 IaLEGO

3araibHa YacTKa NaIli€HTiB, fka NPUITUHUIIA Y4acTh Y ZOCHIIKEHHI B IPYIIi 3aCTOCYBAHHS
mnane6o (39%) 6yna 6inbule, Hixk y rpymnax 3actocyBanus Oyaeconimy (21 %, 21 %, 19% ta
31 % mmna rpyn 3actocyBaHHA OyaecoHiny B xo3i 0,25 mr 1 p/n, 0,25 mr 2 p/m, 0,5 Mr 2 p/a ta
1,0 mr 1 p/n, BianosiaHo). BigMiHHOCTI Mix rpymaMu 3acToCyBaHHs IUIale6o Ta OymaecoHiny B
no3ax 0,25 mr 1 p/n, 0,25 mr 2 p/n ta 0,5 Mr 2 p/a 6ynu cTaTucTHYHO 3HauymuMH (p < 0,011).
YacTka [allieHTiB, AKa NPUIHHIIA YIacTh Y JOCIIKEHHI B IPYIIi 3aCTOCYBaHHA wialuebo
Yepes 3arocTpeHHs nepebiry actMu (26,3%) Oyna Takox Oiblie, HiX Y rpynax 3acTOCyBaHHA
6yneconiny (16,0%, 13,1%, 15,3% Tta 21,1% naItieHTiB y rpynax 3acToCyBaHHA OYAECOHITY B
no3i 0,25 mr 1 p/m, 0,25 mr 2 p/n, 0,5 Mr 2 p/n ta 1,0 Mr 1 p/g, BinnosigHo; ui BigMinHOCTI
OyJii CTATHCTHYHO 3HAYYIIUMHU i 3aCTOCYBaHHA OydecoHimy B n0o3i 0,25 Mr 2 p/ny
nopiBHsAHHI 3 mauedo; p = 0,029).

21. Pesynpratn
6e3nexu

OnvH paHznoMi3oBaHuit MALiEHT He IpUiiMaB KOCITipKYBaHKI Ipenapart, ToMY He 6B BKIFOUeHUIH
B aHayi3 6e3nexd. [1po BUIIaKK JIETAJILHOTO pE3yNbTATy B JOCTIKeHHI HE IIOBiJOMILLIOCS.
3arasnioM mig yac $a3u JikyBaHHA IOBiZoMIBLIOCS 1po 15 cepiiozHux HeGaxaHux sput (CHSI) B
13 mauienTiB (4, 4, 2, 1 Ta 4 CHA B rpynax 3actocyBaHHs Iutane6o ta Gyneconiny B 103i 0,25 Mr
1 p/n, 0,25 Mr 2 p/g, 0,5 Mr 2 p/n 1a 1,0 Mr 1 p/n, BiamoBinHO), yci 3 AKX MOBHICTIO 3HUKIH Ge3
HacIiAKiB. 3arayioM 6 MaLlieHTiB MPUIMHWIN Y4acTh y AoCHimkeHHi yepe3 HA (2, 1, 1 ta 2
MaLieHTH B Ipylnax 3acToCcyBaHHA miauebo Ta OyaecoHiqy B o3i 0,25 mr 2 p/n, 0,5 Mr 2 p/m ta
1,0 mr 1 p/g, Bignosiaxo). Oxse 31 CHA, mo npusseno 10 BUKIIOYESHHA NalieHTa 3 $ha3u
JiKyBaHH:, 32 OLHKOIO JOCITIJHHAKA MOIJIO MaTH 3B’ 30K i3 JOCIiKyBaHKM JIiKyBaHHIM
(ylapuHrocmasM; y rpymi 3acTocyBaHHs OyaecoHigy B no3i 1,0 mr 1 p/n).

e nocnimkeHHA NOKa3aJo, y HiTel BikoM Bif 6 MicsLiB 1o 8§ pokiB, XBOPHX Ha acTMY, AKi
oTpuMyBaIu OyIecoHiA, cycneHsito s HeOynaiisepa, y 1o3i 0,25 mr 1 p/n, 0,25 mr 2 p/m,

0,5 Mr 2 p/n abo 1,0 Mr 1 p/x nporaroM 12 TwxkHiB, KIiHIYHO 3HAYYIUX BiAMiHHOCTEH y THII,
yactoTi a0 cryneHi Tsxkocti HS B nopiBHaAHI 3 miane6o He BigMivanocsa. OueBHIHAX
BiAMiHHOCTEH Y KiJIbKOCTI NallieHTIB i3 KIiHIYHO 3HAUYIIMMHU 3MiHAMH I'PHOKOBHUX KYJBTYD
HOocoBoi a60 POTOBOI NOPOKHUHU MK IPYHaMH JIiKyBaHHA BUABJICHO He Oyno. Takox He
crocTepiranocs KIiHIYHO 3HAYYIIUX BiaMiHHOCTE MK rpynaMu JiKyBaHHA 3 ONVIALY Ha
OCHOBHI (i3ioyIoriuHi MOKa3HUKH ab0 pe3ynbTaTd Qi3uKaJbHOTO 00CTEKEHH.

OLiHKY JJ1s1 BU3HAYE€HHS MOXUJIMBOTO BIUTHBY AOCHiPKYBaHOT'O JIikyBaHHSA Ha Ga3aibHi piBHi Ta
crumynboBaHi AKTT piBHI KOpTH301y B IU1a3Mi KpOBi HE BISBHIIM 3HAYHUX BiMiHHOCTEI MK
IpyniaMu JiKyBaHHA aKTHBHKM IIPENapaToM Ta Iulanebo 3a nepiok Bix BUXinHOTO piBHA 1O
TiokHA 12, KpiM Toro, He criocTepiraniocs o3Hak npurHidesHs ['T'A Bici 6ynecoHinom,
cycneHsielo s HeOynalizepa, mix yac 3acToCyBaHHA 4 TOCTiKYBaHUX PEXUMIB JIiKyBaHHA.

22. BHCHOBOK
(3aKMIOYEeHHN)

3actocyBaHHs OynecoHiny, cycnensii wis HeOynaiizepa, y nosax 0,25 mr 1 p/n, 0,25 Mr 2 p/n,
0,5 Mr2 p/x ta 1,0 Mr 1 p/n 6yno edhexTUBHEM Ta K06pe MEPEHOCMMUM Y HEMOBJIAT Ta
MAaJIONIITHIX AiTel, XBOPHX Ha acTMY, BikKOM Bij 6 MicauiB 70 8 pokiB, ski paHime oTpuMyBaIn
nikyBaHHs iHralAIiHHUMU TTIOKOKOPTHKOCTEpOinamMu abo He OTPUMYBAJIH.
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)

01581-4500

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:

-

Astra Pharmaceutical Production

registration was
conducted or
planned to be
conducted

Sodertilje
Sweden
Current manufacturer details:
AstraZeneca AB
SE-151 85 Sédertilje
Sweden
4. Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which

5. Full title of

the clinical trial,
code number of
the clinical trial

A 52-week open-label safety and efficacy study of budesonide (Pulmicort®) nebulising
suspension compared to conventional asthma therapy in children with asthma aged 8 years
and younger, Study 04-3100b.

6. Clinical trial
phase

111

7. Clinical trial
time frame

From November 1995 through June 1997
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8. Countries USA

where the

clinical trial was

conducted

9. Number of Planned: 300
subjects Actual: 307

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to assess the long-term safety of the lowest individual
maintenance dose of budesonide nebulising suspension when administered for a period of
up to 1 year as compared with conventional asthma therapy in paediatric patients with
asthma aged 6 months to 8 years who had previously participated in the double-blind
phase of the study (Study 04-3100).

11. Clinical trial
design

Multicentre, randomised, open-label, active-controlled, parallel-group study.

This was primarily a safety study implemented as Protocol Amendment 1 to

Study 04-3100. The original design of double-blind Study 04-3100 did not include an
open-label treatment phase. Protocol Amendment 1 added the open-label extension to the
study, allowing those patients who retrospectively or prospectively successfully completed
the 12-week, double-blind treatment phase of Study 04-3100 or discontinued due to
worsening of asthma requiring oral corticosteroids to enter the open-label phase. For those
patients who retrospectively had already completed the double-blind treatment phase or
had been discontinued due to worsening of asthma requiring oral corticosteroids at the
time of the amendment, a new Visit 6A was implemented. As a consequence, 43.3% of the
patients (43.1% of patients who received budesonide and 43.7% of patients who received
conventional asthma treatment) had already completed the double-blind treatment phase
prior to the implementation of the amendments, and thus had a time lapse between the end
of the double-blind phase and the beginning of the open-label phase, during which they
were treated with conventional asthma medications (including inhaled corticosteroids) per
the judgment of their physicians. The open-label protocol specified that the patients’
asthma was to be controlled with either titrated doses of once daily (QD) budesonide
nebulising suspension or conventional asthma therapies that could have included inhaled
glucocorticosteroids (GCS), B2-agonists, methylxanthines and non-steroidal
anti-inflammatories, depending on the treatment group the patient was assigned to.

12. Key
inclusion criteria

Paediatric patients with asthma who successfully completed the 12-week, double-blind
treatment phase of Study 04-3100, or who discontinued from the double-blind treatment
phase because of the need for oral GCS for worsening asthma.

13.
Investigational
medicinal
product, method
of
administration,
strength

Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered via a Pari
LC-Jet Plus nebuliser connected to a Pari Master compressor with a face mask or
mouthpiece.

Doses started at 0.5 mg QD in the morning with attempts made at every visit to reduce the
dose to 0.25 mg QD in the morning, followed by 0.25 mg every other day in the morning,
followed by no budesonide treatment, per the judgment of the investigator. The maximum
budesonide nebulising suspension dose allowed was 1.0 mg QD.

14. Comparator,
dose, method of
administration,
strength

Conventional asthma therapy (including inhaled GCS, p,-agonists, methylxanthines and
nonsteroidal anti-inflammatory agents) as judged by the investigator.
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TS. Concomitant
therapy

The following medications were allowed during the open-label phase of the study with the

appropriate restrictions (eg, prior to pulmonary function tests):

e  Asthma medications: patients randomised to conventional asthma therapy could have
been treated with inhaled GCS, short-acting Bz-agonists, methylxanthines and/or
nonsteroidal anti-inflammatory agents (eg, cromolyn sodium), as judged by the
investigator.

e  Oral corticosteroids: intermittent courses of oral prednisone were allowed for the
control of asthma exacerbations, as judged by the investigator.

Other medications considered necessary for the patient’s welfare were permitted at the

discretion of the investigator.

16. Efficacy Although this was primarily a safety study, efficacy variables were also assessed
endpoints including:

e  Mean changes from baseline in night-time and daytime asthma symptom scores over
the 52-week treatment phase.

o  Patient discontinuations (including the proportion of patients who discontinued from
the study for any reason and the proportion of patients who discontinued from the
study due to worsening asthma).

e The proportion of patients who took oral prednisone.

e  The average daily amount of prednisone used for asthma deteriorations.

e The number of days use of breakthrough (bronchodilator) medication.

e  Spirometry test variables (forced expiratory volume in 1 second (FEV)), forced
expiratory flow during the middle half of the forced vital capacity [FEF25.75%] and
forced vital capacity [FVC]) performed at the clinic visits in the subset of patients
capable of performing spirometry testing.

e  Peak expiratory flow (PEF) measured daily in the moming and evening in the subset
of patients capable of performing PEF.

e Changes in health status measurements, including the Modified Functional Status II
(R) Child Health Status Scale and the RAND General Health Index.

o  Differences in asthma-related health care utilisation and indirect health care costs.

17. Safety The safety variables assessed were:
endpoints . Reported adverse events (AEs).

e  Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisol levels (hypothalamic pituitary adrenal [HPA)-axis function) in a
subset of patients.

o  Changes in physical examinations (including growth measured via stadiometry),
vital signs and clinical laboratory tests (including oropharyngeal and nasal fungal
cultures).

e  Changes in skeletal age.

18. Statistical
methods

Descriptive statistics with 95% confidence intervals were presented for means within
treatment groups. A Kaplan-Meier plot was used to compare differences in patient
discontinuation from the study therapy. Incidence of clinical AEs was adjusted for length
of time in the study using a proportional hazards model. Analysis of variance was used for
post-ACTH-stimulation effects on plasma cortisol. Growth velocity was estimated using
least square estimates of linear regression line slopes.
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19.
Demographic
data of the study
population (sex,
age, race, etc.)

A total of 307 patients were randomised into the study (204 patients to budesonide
nebulising suspension and 103 patients to conventional asthma therapy). Males comprised
63.2% of the randomised patients; 79.8% of the patients were Caucasian, 14.3% were
Black, 4.2% were Hispanic, 0.3% were Oriental and 1.3% were of “Other” ethnicity. The
mean + standard deviation (SD) age, weight and height at randomisation were

57.4 + 26.5 months, 45.0 = 18.8 pounds (20.4 & 8.5 kg) and 107.5 £ 16.6 cm, respectively.
The mean + SD night-time and daytime asthma symptom scores at randomisation were
0.69 + 0.62 and 0.74 £ 0.63, respectively, and the mean + SD morning and evening PEF
values at randomisation were 184.5 + 50.9 and 183.4 + 53.0 L/min, respectively.
Thirty-two percent of the patients were able to perform consistent spirometry manoeuvres.
The mean + SD FEV, at randomization was 1.31 + 0.27 L (84.29 + 14.72% predicted
FEV)).

20. Efficacy
outcomes

The proportion of patients who were discontinued from the conventional asthma therapy
treatment group was statistically significantly greater than in the budesonide nebulising
suspension group (29% versus 13%, respectively; p = 0.001). A Kaplan-Meier estimate of
the time to discontinuation from study therapy showed that patients receiving budesonide
nebulising suspension remained longer on study therapy compared with patients on
conventional asthma therapy (p = 0.003; log-rank test).
The mean + SD and median number of days on study therapy for patients on conventional
asthma therapy were 308 + 116 and 365 days, respectively, and were 343 + 83 and
365 days, respectively for patients on budesonide nebulising suspension. The mean total
daily dose of budesonide nebulising suspension was between 0.50 to 0.54 mg over the
course of the study, with a median daily dose of 0.5 mg.
Results for the night-time and daytime asthma symptom scores, and the use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment groups.
The percentage of patients requiring oral prednisone for asthma was similar in both
treatment groups (51% and 54% for budesonide nebulising suspension and conventional
asthma therapy, respectively) as was the average daily amount used (0.58 and 0.63 mg,
respectively).
Table I. Mean chanre from baseline (last 14 davs of double-blind) to the last observation ia open-label for
aizhrdme and daytime asthria symptom scores and use of oral prednisone.

Opep-Label Therapy

Variable Conventional Budesonide Nebuliring
Asthmz Therapv Suspention
Astima Syaptom Score:
Mean Change from Baseline
Nighrtime (05% CI) -0.08 (-0.1%, 0.03) -0.10 (-0.19, -0.02)
Dayrme (93% CI) -0.10{-0.22,0.01) -0.09 (-0.18.-0.00)
Prednisope Use:
Number of Patients That Used Oral Prednisone
During the Study: 36 {H4%) 105 (51%4)
Average Total Daily Amount Used (mz]:
Maan=5D 0.63=0.97 058=1.38
Meadizn 0.24 0.11

The subset of patients able to perform consistent PEF from both treatment groups showed
similar improvements in morning and evening PEF. For the subset of patients able to
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perform consistent spirometry manoeuvres, similar improvements in FEV,, FVC and
corresponding FEFas.7s% were observed between treatment groups.

Patients in the budesonide nebulising suspension treatment group had comparable
improvements in the modified Functional Status-II (R) General and Disease-Specific
scores compared with patients randomised to conventional asthma therapy. Patients in the
budesonide nebulising suspension treatment group had improvements in the RAND
Global General Health Status Index score compared with patients randomised to
conventional asthma therapy. The health care utilisation variables and indirect economic
endpoints showed that the percentage of patients with emergency room visits, asthma-
related emergency room visits and asthma-related phone calls to physicians was higher in
the conventional asthma therapy treatment group compared with budesonide. These data
indicate an improvement in the quality of life in patients treated with budesonide
nebulising suspension compared with conventional asthma therapy.

21. Safety
outcomes

There were no deaths reported during this study. There were a total of 33 serious AEs
(SAEs) reported in 28 patients (11 SAEs in 11 [11%] patients in the conventional asthma
therapy group and 22 SAEs in 17 (8%) patients in the budesonide treatment group). One
patient with a 1-year history of attention deficit disorder was discontinued trom the
budesonide nebulising suspension treatment group due to an AE of unusual behaviour.
This AE was judged by the investigator to be of possible relationship to study treatment,
and it had not resolved at the patient’s final visit. The patient was referred to his primary
care physician; however, follow-up information on the patient’s recovery is unavailable.
After adjusting for length of time in the study, there were no clinically relevant differences
in the type, incidence or severity of AEs between treatment groups. There were no
clinically relevant differences between treatment groups in vital signs or physical
examination outcomes observed, and there were no apparent differences in patients with
clinically significant changes in nasal or oral fungal cultures between treatment groups.

Assessments to determine the possible effects of study treatment on basal and
post-ACTH-stimulated plasma cortisol levels in a subset of patients who had the test
performed showed no significant differences between the 2 treatment groups for up to
1 year. Furthermore, there was no evidence of HPA-axis suppression in patients treated
with budesonide nebulising suspension (Table 2).

Table 2. Adjusted mean changes in ACTH-stimulated cortisol levels from: baseline (adjustad for center
effect).

Open-Label Therapy

Conventionat Asthma Budesonide p-value™
Therap¥ Nebulizing Suspension
{8=31) (o=67)
All Padents =33.0 -08.7 0278

* Budesonide asbulizinz suspeasion vs. convenrionsl astma (nerapy.

Assessments to determine the possible effects of study treatment on body length/height
(stadiometry) were performed only for those patients who completed the 12-month
treatment period. The results showed that the mean measured growths over 1 year

(Weeks 0 to 52) were similar in both treatment groups for all patients and when stratified
by gender at each visit. Furthermore, there were no statistically significant differences in
the estimated growth velocities between treatment groups either for all patients (p = 0.113;
Table 3) or when stratified by gender (males: p = 0.068; females: p = 0.944).
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Tsble 3. Mear measared growth velocity (cm/5T) aver one year (Weeks 0 wo 52) for patients complefing one
vear of open-label treatment

Open-Label Therapy | 3 Mean Measured Growth Velocity
(cmivr)
All PaGents Budesonide Nebmlizing Suspension 167 6.06-254
Conventional 4s:una Therapy 73 6.21-243

Assessments to determine the possible effects of study treatment on skeletal growth
(determined by external and internal [medullary cavity] diameters, and the cortical
thickness of the mid-shaft of the second metacarpal from left hand-wrist x-rays) showed
no significant differences between budesonide nebulising suspension and conventional
asthma therapy in the mean differences between observed skeletal age and chronological
age over 1 year for all patients or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in titrated dose ranges of

findings) 0.25 mg every other day to 1.0 mg QD over 1 year was safe and well-tolerated in the

g Ty
treatment of persistent asthma in infants and young children aged between 6 months and
8 years. Furthermore, there were no statistically significant differences between treatment
groups on growth or HPA-axis function.
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Ilepexnan 3 aHraifickkoi MOBH Ha yKpaiHCHKY MOBY // M

3BiT npo KiIiHiYHE BUIPOOYBaHHS

1. Hazea Byneconin Actpa3eHeka (MikHapoAHAa HEIATEHTOBaHA Ha3Ba — GYECOHIN)
JIKapcBKOTO
3aco0y (3a
HasBHOCTi —
HOMeEp
peecTpariiiHoro
MOCBiUEHH)

2. 3aaBHHUK Joxnaaua indopmauis npo Baacuuka peecrpauiiinoro nocsiguenns (MAH) v

3BiTi npo kainiune gocaimxenns (3KJ):
Actpa 10.Ec.Eii, [Hk. (Astra USA, Inc.)

50 Oric Ctpit

Vectbopo, mrtat MaccadyceTc

Cronyueni llltatn Amepuxu (CILIA)

01581-4500 _
HoTouna noknaana indopmauin npo MAH:

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Conepran’e

IlIeenis (SE-151 85 Stdertélje, Sweden)

3. BupoOuuk Joxnanana indopmanisi npo Bupoduuka B 3KJI:

Actpa ®apmaceiotikan IIpogakms (Astra Pharmaceutical Production)
Conepran’e

IlBemnis

IMoTouHa gokaanHa iHdopmauis npo BUpobHHKA:
AcTtpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e

Isenis (SE-151 85 Sodertilje, Sweden)

4, Iposeneni Takx

JOCIi IKEHHSA:

1) Tun Jlikapcrkuii 3aci6 3a TOBHEM A0CHE (ABTOHOMHE JIOCHE)
JiKapchEKOro

3aco0y, 3a AKAM :
npoBoaunacs abo
IUTaHYEThCA
peecTpauis

5.IloBHa HasBa  |S52-TIDKHEBE BiIKpHUTE JOCIiIKEHHS BUBUEHH:A 0€3M1€4HOCTI Ta €(eKTUBHOCTI 3aCTOCYBaHHA
KITiHIYHOTO Oyneconiny (ITyneMikop1®), cycnensii o HeOynaiizepa, y MOPiBHAHHI 3 TpagULiiHOO
BHNpOOYBaHHA, | Tepami€lo acTMHU B AiTeli, XBOpUX Ha acTMy, BikoM 8 pokiB i Monoame, nocnimxenss 04-3100b.
KOZOBaHUI HOMED
KIIHIYHOTO
BHITPODYBaHHA -

6. ®aza 111
KIIIHIYHOrO
BHINPOOYBaHHA

7. Ilepion 3 nucronana 1995 p. mo yepsens 1997 p.
IPOBEACHHA
KIiHIYHOTO
BUIIPOOYBaHHA

KOH®IAEHLIIAHA [HOOPMAIILA,
110 € BJIACHICTIO KOMITAHIT 136



8. Kpaiuu, ne CIIA

HPOBOAMIIOCS

KITiHITHe

BUINPOOYBaHHS

9. Kinbkicts 3annanosana: 300

JOCIiIKYBaHAX ®axtuyna: 307

10. Mera Ta Hini nporo nociimKxeHHs NOIATAIN B OLiHLI 6€3[eYHOCTi TPHBAJIOTO 3aCTOCYBAHHA

BTOPHHHI LIimi HalHIKYO01 iHAUBiTya bHOI MiATPpUMYBabHOI 003U OyAecoHiny, cycneHsil A neGynaitzepa,

KJIiHITHOTO NPH 3aCTOCYBaHHi NIpoTAToM mepiofy fo 1 poky B OpiBHAHHI 3 TpaAUIiMHOO Tepami€ro acTMH

BUIPOOYBaHHSI B AiTeli, XBOpHX Ha acTMY, BikoM BiJ 6 MicswiB 10 8 pokiB, AKi paHilie 6panu y4acTb y
moABilHIN cniniil da3i nocnimkenss (mocmimkenss 04-3100).

11. Mu3zaiin baraToLeHTpOBe, paHIOMi30BaHe, BiIKpUTE, KOHTPOIbOBAHE 33 aKTUBHUM IPenapaTtoM

KJIiHIYHOTO IOCIiKEHH, 10 TPOBOAIIOCA B MAPaNeBHUX IPYIax.

BUIPOGYBAHHS Lle 6ys0 HacaMIIepea IOCTiKeHHS Ge3TeKH, BIPOBaKEHE AK TIoNpaska 1 10 npoTokomy
Tociimxenns 04-3100. [Meppuranii Au3aiid noxsiiHo ciinoro gocnimkerns 04-3100 He
BKJIIOYaB a3y Bigkpuroro gikyBaHHs. [TonpaBkoro 1 0o npoTtokony 6yno noaaHo BiKpHTe
JOJATKOBE AOCIiMKEHHS, [0 HaJaJl0 3MOTY TIAllieHTaM, SKi PETPOCIIEKTUBHO abo
MPOCTIEKTUBHO YCIINIHO 3aBepIIWIN 12-TikHeBY (a3y NiKyBaHHS B HOOBilfHOMY clioMy
pexxuMi gocrimxeHHsa 04-3100 abo MpUITMHMWIN y4acTh Y JOCHIIKESHH] Yyepes NoripIieHH]
nepebiry actMy, 1o noTpe0yBalo 3aCTOCYBaHHs EpOpalbHUX INIIOKOKOPTHKOCTEPOIAiB,
Y3ATH Y4acTh y Binkpurtiit pasi gocnimkeHHs. s THX NaLi€HTIB, sKi pETPOCIEKTHBHO BXKe
3aBepUIWIH ¢asy JiKyBaHHA B IOABIMHOMY ciinoMy pexumMi abo Oyny BUKIIFOYEHI 3
JOCIiKEHHA depe3 NoripuieHHs nepebiry acTM, 1o notpe6yBao 3acToCyBaHHS
HepOpaTbHUX INIFOKOKOPTHKOCTEPOiiB Ha MOMEHT BHECEHHS MONPAaBKH, 0YJI0 MPU3HAUSHO
HOBHIf Bi3HT 6A. Sk Hacmigok, 43,3% nantienTis (43,1% nanieHTiB, ki OTpUMYBATH
OynecoHin, Ta 43,7% nauieHTiB, AKi OTpAMYBaIH TPAAULIIHY Tepartiro aCTMH) yke 3aBepIIIIN
¢asy JMiKyBaHHA B [IOABifHOMY CIINIOMY PeXHMi 10 BIPOBAXKEHHS IONPABOK, a TOMY Malli
HPOMIXKOK Jacy MiXk 3aKiHueHHAM (a3 JiKyBaHHA B HOABIHOMY cinoMy pexxuMi Ta
TI0YATKOM BiZKpHTOI a3y JOCTIIKEeHH, HiJ Yac sKOi NallieHTH OTPHUMYBaJIM JIiIKyBaHHA
mpeniapaTamMu TpaauLifiHol Tepanii acTMu (30KpeMa iHrassnitHuMH
IIIFOKOKOPTHKOCTEpOidaMH) 3a pillieHHsAM CBOIX Jikapis. Y NMpoTOKoJMi BiIKPHTOrO
JOCITiDKEHHA 3a3HAYaI0Cs, 110 acTMY NallieHTiB HeoOXiJHO KOHTPOIJFOBATH OYAECOHIIOM,
cycnieHsiero as HeGynalizepa, 3 OCTYHNOBUM iHIUBiTyadbHUM MiXOOpOM 03U OIMH pa3 Ha
106y (1 p/n) abo TpagULiHHOIO Tepamielo aCTMH, AKa MOIJIa BKIIOYATH iHraNamiitl
riokokopTukocTepoinu ([KC), $2-aroHicTy, METIWIKCAaHTUHH Ta HECTEPOINHI IMPOTH3aNaNbHi
3aCO0H 3aIeKHO BiJl IPYIIH JIiKyBaHHS, 0 K0T ManieHTa 6yJIo po3NnoIiIeHo.

12. OcHoBHi JlitH, XBOpi Ha acTMY, AKi YCHIllIHO 3aBepIIWin ¢a3y 12-THXXHEBOTO JiKyBaHHA B IOABIHHOMY

Kputepii crinoMy pexumi pociimkensasa 04-3100 abo npunuHUIN y4acTs y ¢a3i ikyBaHHS B

BKITFOUEHHS noJBiitHOMYy cilinoMy pexuMi yepes rotpedy npuiiomy nepopanbHux ['KC ma mikyBaHHA
noripIieHHs nepediry acTMu.

13. Bynecownin (0,125, 0,25 ta 0,5 Mr/min), cycriensito 1 HeGynaiizepa, BBOIUIM depe3

Hocnimxysanuii | HeOynaiizep Pari LC-Jet Plus, min’ennanuit no komMnpecopa Pari Master, 3 Mackoro a6o

nikapchKmii 3acib,
crocio
3aCTOCYBaHH,
cuna mii

3aryOHHKOM.

Jo3u mouruanucs 3 0,5 Mr 1 p/n BpaHui 3i cnpobamMu 3SMEHIIUTH J03Y HiJl 4ac KOXKHOrO Bi3UTY
g0 0,25 mr 1 p/n BpaHui, a gani mo 0,25 Mr uepe3 AeHb BpaHIli, 3 NOAAIbLIIMM NPHIMHEHHAM
JiKyBaHHs OyIEeCOHIOM 3a pillleHHAM IOCHiHuKa. MakcHMallbHa JO03BOJIEHa 1032
OynecoHiny, cycnensil mnsa HeGynaiizepa, cranoBmwia 1,0 mMr 1 p/n.

14. TIpenapar
TOPiBHAHHS, 1033,
croci6
3aCTOCYBaHH,
cuia mii

TpanuuiiiHa Tepanig actMu (30kpeMa inrananiitai I'KC, B2-aroHicti, METUIKCAHTHHH Ta
HeCTEPOINHi NPOTH3aNaIbHI IpenapaTy) 3a pillieHHAM XOCHTiIHNUKA.

KOH®IJIEHLIIMHA IHOOPMALILS,

1110 € BJIACHICTIO KOMITAHI{
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15. CynmytHs
Teparis

Ilix gac Bimkpuroi ¢azu JociimKeHAS 03BOIOCA 3aCTOCYBAHHSA TAKUX JiKapChKHX 3ac06iB
i3 BianoBigHIMH 06MexXeHHAMY (HallpUKIaf, 10 NPOBEACHHS HOCTiIKEHHS JIereHeBOT
byHKLiT):

o IlpemapartH /1 JIiKyBaHHSA aCTMU: MALliEHTH, PAHIOMI30BaHi 10 IPYMH 3aCTOCYBaHHA
TpaaunitiHoi Teparii acTMy, MOTJI OTPUMYBATH JiKyBaHHA iHranauiiaumu FKC,
32-aronicramu KOpoTKOY i, METHIIKCAHTHHAMY Ta/a00 HECTEPOTIHAMH IIPOTH3ANAIBHAMHA
IpenapaTaMy (HampHKIaz, HaTPiro KPOMOTITIKAT) 3a PillleHHsAM JOCIiHUKA.

o [TlepopainbHi KOPTHKOCTEPOINY: 32 PilIEHHAM AOCIiTHUKA JO3BOIUIHCS TIOBTOPIOBaHI
KyPCH IEPOPATBHOTO NPEAHI30HY /11 KOHTPOIIO 3aroCTPEHb aCTMHL.

IHwi nikapchki 3aco0u, AKi BBaXKaJucs HEOOXiAHUMU 1A Glnarononyqus nalji€exra,
J03BOJLUIKCS HA PO3CYH AOCIiAHMKA.

16. Kpurepii
OLiHKA
e(EeKTHBHOCTI

Xoya te 6ys0 HacaMIepe JOCHiKeHHA 6e3nekH, 3MiHHI e(peKTUBHOCTI, SKi TaKOX
OLI{HFOBAJIH, BKJIFOYAJTH;

» CepenHi 3HaYeHHA OLIHKH CHUMIITOMIB aCTMU BHOYI Ta BAEHb Y MOPIBHAHHI 3 BUXiAHHM
piBHeM micia ¢azu S2-THKHEBOTO JTiKyBaHHA. =

o IIpunuHeHHs nalieHTaMH y4acTi B JOCHiIKeHH] (30KpeMa YacTKa Nali€HTiB, SKa
NIPUIIMHWIA YYacTh Y JOCHIIKEHH] 3 OyIb-AK0l IPUYHHM Ta YaCTKa MaI[i€cHTiB, AKa
MIPUIMHUIIA YYacTh Y JOCHiIKEHH] yepe3 noriplieHHs nepeGiry acTMu).

o YacTka Mali€eHTiB, AKa IpHUiiMaia nepopaibHuil IpeaAHi30H,

e CepeaHp0J060Ba KiNBKICTh NPEIHI30HY, IO 3aCTOCOBYBAIACA A/ JiKYBaHHS TIOTipIIEeHH
nepediry acTMH.

¢ KinekicTs JHiB 3aCTOCYBaHHA HMPHUHIHMIIOBO HOBOTO (OpOHXOOUIATATOP) JIiIKApCHKOTO
3aco0y. -

o CnipoMeTpu4He TOCTiIKEHHS 3MiHHUX eekTUBHOCTI (06°€M opcoBaHOrO BUIUXY 3a
1 cexyuny (O®B;), mBUAKICTh HOPCOBAaHOrO BUAUXY Bifl CepeIHbOI MOJOBHHH
¢dopcoBaHoi xuTTEBOT EMHOCTI JiereHs [1LI®B25-75%)] Ta popcoBaHoi KHUTTEBOI EMHOCTI
nereHs [PXKEII]) mpoBoamIocs mif yac KOXKHOTO Bi3UTY 10 KIiHIKH B MiATpYi NAL€HTIB,
3aTHUX BHKOHATH CIipOMETPItO.

o IlikoBy mBuakicTs Buauxy (I111IB) BUMipioBaJIH OAEHHO BpaHLi Ta BBeuepi B NiArpyri
NaLi€HTiB, 30aTHUX MPOITH AoCHimkeHHa Bu3HauyeHHa I1111B.

e 3MiHU B OLiHII cTaHY 3M0POB’ S, 30KpeMa pe3yJIbTaTy 3a MOXU(iKOBAHOIO UIKAJIOK OLHKH
dynxuionanbHoro cratycy II (R) crany 300poB’s miTelf Ta OLIHKM 3araJIbHOTO CTaHy
3H0pOB’s 3a mKanow RAND.

e BimmiHHOCTi y BUKOpHCTaHHI pecypciB OXOPOHHU 300POB’ s, OB’ A3aHUX 3 aCTMOIO, Ta
HEMpAMHMH BUTpaTaMU Ha OXOPOHY 3XOPOB’A.

17. Kputepii
OLIIHKH Oe3MeKn

OmuiHroBaHNMH 3MiHHAMH Oe3MeYHOCTI Oyu:
o IloBimomneHi HeGaxaHi apuma (H).

o ba3zanpHuit piBeHb BpaHIli Ta CTUMYJILOBaHHI aIpEHOKOPTHKOTPOIHUM ropMoHoM (AKTT)
piBeHb KOPTH30ITY B IIa3Mi kpoBi (pyHkuis rinoranamo-rinodizapro-aapenanosoi [[TA]
Bici) y miarpymi nauieHris. =

o 3miHu npu QizukanmsHOMY 00CTeXEHHI (30KpeMa pOCTy, AKUil BUMIPIOETHCA 33 JOIIOMOT'OI0
cTangiomeTpii), OCHOBHUX (¢i3ionoriyHUX NOKa3HUKIB Ta KIiHiKo-1abopaTOpHUX aHaNi3iB
(3oxpemMa opodapUHrealbHUX Ta Ha3aIbHUX IPHOKOBUX KYJIBTYD).

e 3MiHH KiCTKOBOTO BiKY.

18. CraTuctuuHi
MeToau

Il cepeniHiX 3HAYEHb Y MeXKaX IpyIl IiKyBaHHS BUKOPHCTOBYBAJIH OMIHCOBY CTATUCTUKY 3
95% noBipunMu iHTepBaiaMu. Ui IOPiBHAHHA Pi3HUL B IpUNUHEHH] MpHitoMy
JOCIiIPKyBaHOTO JIiKyBaHHA MallieHTaMH BUKOpUCTOBYBaiu rpadik Kannana-Meitepa.
Yacrora wiiHiaHux HS 6yna ckopurosaHa Ha TpUBATICTh YYacTi B IOCHIKEHHI 3 -
BUKOPHCTAHHAM MOJEJi NponopLiifiHuX pu3uKiB. [t BU3Ha4eHHA cTHMYIboBaHoro AKTI
piBHA KOPTH30MY B IUTa3Mi KpOBi BUKOPUCTOBYBAIM AUcHepciituuit ananis. IlIBuakicTh pocTy
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OLIHIOB/IM 3 BUKOPMCTaHHAM OLIHOK, 31iiCHEHHX METOOM HaliMEHIINX KBapaTiB, TAHTEHCA
KyTa HaxWiy JiHilHOT perpecii.

19. Hemorpadiuni 3aranom 307 nauientie 6ymu pangoMisosaHi B focimkesns (204 namieHTa 10 rpymu
MOKa3HUKH 3acTocyBaHna 6yecoHiny, cycnensii i HeGyaiizepa, Ta 103 mauientu g0 rpynu
HocmipKyBaHoi  |3acTocyBaHHA TpaauUiiHOL Tepamii acTMH). YonoBiku cTaHOBIIIH 63,2% paHIOMi30BaHIX
nomysauii (craTs, |mauieHTiB; 79,8% manieHTiB Hanexkaau K0 €BPONEOIOHOI pacH, 14,3% mnanieHTiB 10 HerpoinHoi
BiK, paca Tomo) |pacH, 4,2% NaIieHTiB MaJii ITaTHHOAMEPUKAHChKe TOXOIKeHH, 0,3% manicHTiB Manu cxigHe
MOXOJKEHH, a 1,3% Manu «iHIe» eTHiYHe NoXoMKeHHA. CepelHe 3HAUEHHS + CTaHJIAPTHE
Bimxunenns (CB) Biky, Baru Ta pocTy Ha MOMEHT paHAOMI3aIlii cTaHOBHINO 57,4 + 26,5 Micans,
45,0 + 18,8 dynra (20,4 + 8,5 kr) Ta 107,5 + 16,6 cM, BinnosinHo. Cepexne 3HaueHHs + CB
OLIIHKH CHUMIITOMIB aCTMH BHOYi Ta BACHb Ha MOMEHT paHaoMisamii cranosmio 0,69 + 0,62 Ta
0,74 £ 0,63, BinnoBinHO, a cepexnne 3HaueHHA [1I1IB + CB BpaHui Ta BBeYepi Ha MOMEHT
panzomisanii cranoBmio 184,5 £ 50,9 Ta 183,4 + 53,0 1/x8, Binnosiguo. Tpuanats asa
BiJICOTKM Malli€HTiB MOTJIM MOCJIiTOBHO BHKOHATH MaHimy/sinii cripometpii. Cepeane
3nayeHHs O®B, = CB Ha MoMeHT paHaoMizawii cranosmwro 1,31 + 0,27 1 (84,29 + 14,72%
[IPOrHO30BaHOro 3Ha4eHH1 ODB,). -

20. Pesynpratd | YacTka DALi€HTIB, AKa IPUIIHHIUIA Y9acTh Y JOCHIIKEHHI, ¥ TPy 3aCTOCYBaHHs TpamHIiiHOT
eeKTHBHOCTI Tepanii acTMu 6yia 3HaUHO GiNbIIOIO, HiXK y TPy 3acTOCYBaHHA OyAeCORiny, CycreHsii o
HeGynaiizepa (29% y mopisraHHI 3 13%, Binmosigso; p = 0,001). Po3paxyHok 4acy 1o
NpHNHMHEHHA JOCIIiIKYBaHOro JiKyBaHHA MeTonoM Kannana-Meiiepa nokasas, mo MHali€HTH,
AKi OTpHIMyBanu 6yIeCOHix, CycIeHsiro Ul HeGynaiizepa, JOBLIE OTPUMYBAJIH TOCIiIKYBaHE
JiKyBaHHA B [OPiBHAHHI 3 NaLi€HTaMU, SKi OTPUMYBAIH TpaAULiiiHy Teparito acT™MH (p =
0,003; nor-paHroBuii kpurepiit).

Cepenne 3Hauenns £ CB Ta MeziaHa KilbKocTi AHIB IpUHOMY JOCHTIIKYBAHOTO JTiKyBAHHS JIA
Halli€HTiB IPYIIM 3aCTOCYBaHHA TPaAUIiHOT Tepamnil acTMu cTagoBmwin 308 + 116 Ta 365 auis,
BiIMOBIiHO, a TAKOX CTaHOBIIM 343 + 83 Ta 365 oHiB, BiAMOBIAHO, 114 MALi€HTIB, AKi
oTpHMyBanu 0yIecoHis, cycneHsito nt HeGynaiisepa. IIpoTAroM KOCITIHKEHHA cepeaHs
3araibHa 1060Ba f03a GynecoHiny, cycnensii s HeGynaiisepa, craHouna Big 0,50 1o

0,54 mr, a Meniana no6oBoi g03u — 0,5 Mr.

Pe3yabTaTé OLiHKH CHMIITOMIB aCTMH BHOYi Ta BIEHB,  TAKOXK 3aCTOCYBAHHSA MEPOPATHHOTO
TIpeHi30Hy HaBefleHi B Tabmmmi 1. CepenHi 3MiHH JaHUX OCTAHHBOTO CLIOCTEPEXKEHHS B
NOpiBHAHHI 3 BUXiTHUM PiBHEM U1 OL{HKY CHMIITOMIB acTMH OyJTH CXOMKHMY Y 2 TpyIax
NikyBaHHA. BicoTok HamieHTiB, AKi NOTpeSyBaIM 3aCTOCYBaHHS NIEPOPATLHOTO MPEIHIZOHY I
NiKyBaHHS acTMH, GyB CXOKIM B 000X rpynax JikysaHHs (51% Ta 54% s rpynu 3aCTOCYBaHHs
OynecoHiny, cycriensii i HeOyaiisepa, Ta rpyIy 3aCTOCYBaHHS TPAIUIIAHOT Teparii acTMH,
BiNOBiNHO), sik i cepents no6oBa KinbkicTs (0,58 Ta 0,63 Mr, BiaOBiAHO).

Tab6anus 1. Cepeans 3mina Bia BuxiaHoro pisns (ocTanni 14 AHiB nikyBanus B noasiiiHomy
cainomy pexcumi) y nopiBHAHHI 3 JAHUMH OCTAHHBOI0 CNOCTEPEXKEHHS JIIKYBAHHS Y BiAKpUTOMY
PeKHMIi 1151 OBIHKH CHMNTOMIB ACTMHM BHOYi Ta BA€Hb, 2 TAKO0K 3aCTOCYBAHHS NEPOPATbLHOIO

NPeaHi3ony.
JlikyBaHHS Y BiAKDHTOMY pexHMi
3miHHa Tpaauuiiina Byaeconin, cycnensin
Tepanis acTMH ansi HeOyJnaiizepa —

Ouinka CHMITOMIB aCTMH,
CepenHs 3MiHa Bifl BUXiZHOTO piBHA
Buoui (95%, 1I) -0,08 (-0,19; 0,03) -0,10 (-0,19; -0,02)

Brens (95%, ) -0,10 (-0,22; 0,01) -0,09 (-0,18; -0,00)
3acTrocyBaHHS NpEHI30HY.
KinekicTs nauienTis, ski 3acTocOBYBaIN

MpenHi30H
nix yac JOCHiIKEHHS 56 (54%) 105 (51%)
Cepennpono00Ba KiJIbKiCTh 3aCTOCYBaHHS (MT) =
Cepenne 3HaueHHI=CB 0,63=0,97 0,58=1,38
MeniaHHe 3HaYSHHS 0,24 0,11
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V nmiarpynax naui€eHTie, 31aTHUX MOCTiHHO BUKOHYBAaTH MaHinyJsiuil 1uis BumiproBanna IT11IB
B 060X rpymax JikyBaHHS, COCTepiranucs nofiGHi nokpamenss I1IIB spanri Ta BBeuepi. V
HiArpynax NauicHTiB, 31aTHUX NOCTiHO BUKOHYBATH MaHIIMyJsLii criipoMeTpii,
crocTepiranucs noAibHi noxpamenna O®B;, ®XKE ta pianosinHoi ILIDBas.750 MiXk rpynamu
NiKyBaHHS.

V mauieHTis rpynu nikyBaHHA 6yI€COHIOM, CyCIIeH3iel0 [is HeGynai3epa, crocTepiranucs
3icTaBHi MOKpALIEHHS B MOPiBHAHHI 3 HALi€HTAMH, PaHAOMI30BAHMMH JI0 TPYITH 3aCTOCYBAHHS
TpaauuiliHoi Tepamii acTMH, 32 MOAM(IKOBAHOIO MIKAIOIO OLHKA (yHKI[IOHANBEHOTO CTATYCY
II (R) sarapHOro Ta cnenudigHOro craHy 310poB’s. Y Naui€HTiB rpyNH JTiKyBaHHL
OymecoHinom, cycneHnsieo misa HebGynalizepa, ciocTepiraucs MOKpAIIEHHS OLiHKH
3arajlbHOTO CTaHy 370pOB’s 3a rnobansHoo WKano RAND y nopiBHAHHI 3 manicHTaMH,
PaHIOMi30BaHMMH JI0 TPYNH 3aCTOCYBAHHA TpaAHLiiHOI Tepanii acTMu. 3MiHHI BAKOPHCTAHHA
PECYpPCiB OXOPOHH 30POB’S Ta HENPAMUX €KOHOMIYHMX KIHLEBHX TOYOK IOKA3aIH, IO
BiICOTOK MALliEHTIB, fAKi 3B€PTAIHCA IO BilUNiTeHb HEBIAKIAAHOT JOTIOMOTH, 3BEPTAITHCS JI0
BiIiNeHb HEBiKIIaIHOT OMOMOTHY YEpe3 acTMy Ta Tele(OHHUX A3BIHKIB JiKapio Yepe3 acTMy
OyB BUILMM y IpyIIi 33CTOCYBAHHA TPaAULIHHOI Tepalii acTMH B IIOPiBHAHHI 3 TPyIIO0
3acTocyBaHHs OyaecoHiny. Lli maHi Bka3yioTh Ha MOKPAIICHHS AKOCTI XUTTS B IIALIIEHTIB, AKi
OTpUMYBaJIH JIiKyBaHHsA 6yNecOHiNoM, cycneHsiero 11 HeGynaiizepa, y NOpiBHAHHI 3
TPaIUIiHOIO TEPaITi€l0 aCTMH.

21. Pesynbratu
6esnekn

I1po BuMaKK JETANBHOIO Pe3yNbTATy B HBOMY AOCHIDKEHH] He HOBiAOMIIUIOCA. 3araioM
noBigoMIIsITOCS TIpo 33 cepiio3Hux HeGaxaHux ssuui (CHS) y 28 mauienris (11 CHA B 11
[11%] mauienTip y rpymni 3acTocyBaHHA TpaauuiliHoi Tepanii actmu Ta 22 CHS B 17 (8%)
TNALi€HTIB y rpymi 3acToCyBaHHA GynecoHiny). OJHOro nmauieHTa i3 cuHapoMoM Aedirmury
yBar# npotsaroM 1 poky B anaMHe3i 0yJI0 BHKIIIOYEHO 3 IPYIH 3aCTOCYBaHHA GyHecOHiny,
cycneHsii i HeOynaiizepa, yepes HII, ke nposeisanocs B Hessuualigil noseninmi. Lle HA 3a
OIHKOIO MOCIiHHKA MOIJIO MAaTH 3B’A30K i3 JOCIIXKYBaHMM JIIKyBaHHAM Ta HE 3HHIKIO Ha
MOMEHT IIiICYMKOBOT0 Bi3MTy manieHTa. [TaieHTa 6y10 HanpaBiIeHo N0 JikapsA-TepanesTa,
OJIHaK, KOJaTKOBa iHpopMallis NPo OMyXaHH NALi€HTa HEIOCTYNHA. ITic/s BHECEHHS
HONPaBKY Ha TPUBAJiCTE y4acTi B AOCHIIKESHHI, KIIHIYHO 3HAYyIMX BiMiHHOCTE y THII,
qacToTi a6o cryneHi Taxkkocti HS Mix rpymamu JikyBaHHs He BigMivanocs. KiiniuHo
3HAYYIIUX BiIMiHHOCTEH MiX rpymaMu JlikyBaHHS 3 OIJIALy HA OCHOBHI (izionoriuni
NOKAa3HUKHU abo pe3ynsTaTH Bi3ukanbHOro oO6CTexxeHHA He CIoCTepiranocs; Takox He 6yno
BISBJICHO OYEBHM/IHMX BiMIHHOCTEH Y 4aCTOTI KIiHIYHO 3HAYYIIMX 3MiH IPUOKOBHX KYJILTYP
HOCOBOI 260 poTOBOT MOPOXKHUHY MK IrpynamMu JIiKyBaHHA, OUiHKH M1 BH3HAYEHHA
MOJIMBOTO BIUIMBY HOCIiKYBaHOTO NiKyBaHHA Ha Ga3aibHi piBHi Ta cTMynsoBari AKTT
piBHI KOPTH30JIy B IU1a3Mi KPOBi B MiATpYNax Nawic€HTiB, AKUM MPOBOIMBCS TECT, 3HAYHHX
BiAMiHHOCTeH Mix 2 rpynaMu JiikyBaHHA 3a niepioq 10 1 poky He BusBuiM. KpiM Toro, o3nak
npurHivenHs ['TA Bici B manieHTiB, ski OTpHUMyBaJIM JIIKyBaHHS GYAECOHIIOM, CYCTIEH3I€I0 I
Hebynaiizepa, He croctepiranocs (Ta6muus 2).

Tabanusa 2. Ckopuropani cepeani sminn crumyanoBannx AKTI pisnis kopTH30J1y Big BHXiZHOIO
piBHS (3 NONPaBKOI0 HA LEHTPAJILHHIT edeKT)

JIiKyBaHHS Y BiIKPHTOMY pexumi
Tpaauuiiina Tepanis Byaeconin, cycnensis p-3HaYeHHA*

acTMu s HeGynaiizepa
(n=31) (n=67)
Vi nauientu -53.0 99.7 0,278

* 3acTocyBanus OyNecoHiLy, CycneHsii ansa HeGynaiisepa, y NOPIBHAHHI 3 TPAAUUIMHOK Tepanico
acTMH

OUiHKH U1 BU3HAYEHHSA MOXJIMBOTO BILIHBY HOCIIKYBAHOTO JIiKyBaHHS Ha JOBXKHHY/3picT
Tija (CTaAioMeTpist) MPOBOJMIHCS JIHILE [UTA Mali€HTIB, AKi 3aBepuany 12-Micsynuit nepion
JiKyBaHHS. Pe3y/nbTaTd NOKa3aiy, 10 CEepe/Hi 3HAYCHHA BUMIPSHOTO 36LIBbLIEHHS POCTY
npoTaroM 1 poky (3 TekeA 0 1o TXHA 52) Gyau moxiGHuMu B 060X rpynax JiKyBaHHS It
BCiX mauieHTiB Ta B Mexax cTpaTudikanii 3a cTaTTIO Nig yac KoxkHoro BisuTy. Kpim Toro,
CTaTHCTHYHO 3HAYYIUIMX BiAMiHHOCTE! B OLIHKaX IIBHAKOCTI POCTY MiX IpyMaMH JIKyBaHHS

KOHOIIEHUIIHHA IHOOPMALTLS,
IO € BJIACHICTIO KOMITAHIT 536




Y

114 Beix nanienTis (p = 0,113; Tabmui 3) a6o B Mexxax crpatudikauii 3a crarTio (40510BiKH: p
= 0,068; xinku: p = 0,944) He Hyno.

Tabauus 3. Cepenni 3Ha4eHHs BUMipsiHOTO 36iibIIeHHs pocTy (cM/piK) MPOTAroM 0JHOF0 POKY
(mmoxni 0-52) pas mauieHTiB, AIKi 3aBePIIMIIH 0AMH PiK BiIKPHTOro JiKyBaHHS

JlikyBaHHS y BigkpuTOMY n CepenaHi 3naueHHsa BUMipsHOTO
pexumi 30iblIeHHA pocTy (cM/pik)
Bynecowin, CyCIensis A 167 6,96; 2,34
HeOynaiizepa
Tpanuniiina Tepamis acTMu 72 6,21;2,43

Vci manientu

OuiHKY 151 BH3HAYEHHs MOMUIHBOTO BIUIMBY AOCTIMIXYBAaHOTO JIIKYBaHHS HA PiCT CKeJIeTa
(Bu3HaveHi 3@ 30BHIIIHIM i BHYTpIIIHIM AiaMeTpaMH [KiCTKOBO-MO3KOBa MIOPOXKHUHA], & TAKOXK
ILTBHICTIO KOPH FOJIOBHOTO MO3KY CEPEAHHH APYTO1 I’ ICTHOI KiCTKH Ha PEHTreHorpamax
JiBoi pyKH Ta 3aIl’ICTKH) He NIOKA3aJIH CYTTEBUX BIAMIHHOCTEM MiXK TpyNaMH JiKyBaHES 3
OIJIAMY HA CepENHi BiIMiHHOCTI MiX CIIOCTEpeKyBaHHM KiCTKOBUM BiKOM Ta KaJICHIApHAM
BiKOM IIPOTAroM 1 poKy IUId BCix MaLi€eHTiB He3aJIe’kKHO Bil cTarti.

22. BucHoBOK V miacyMKy citifl 3a3HaUHTH, 100 3aCTOCYBaHHA OyAecoHiny, cycnensii mis HeGynaiisepa, 3
(3aKIIOYeHHA) [OCTYNOBMM iHAMBiZyaIEHIM TIixGopoM fo3u Bix 0,25 mr uepes aens g0 1,0 mr 1 p/n
npotaroM 1 poky Oyno 6e3neyHnM Ta foGpe MEPEHOCHMMM JUIA JIIKYBaHHSA EPCUCTYIOUO]
aCTMHU B HEMOBJIAT Ta MAJIOJIITHIX HiTel, XBOPHX Ha acTMy, BikoM Bin 6 MicawiB 10 8 poxis.
Kpim Toro, cTaTCTHYHO 3HaYyIINX BiAMIHHOCTE! MiX rpynaMu JTiKYBaHHA 3 OMJIAAY Ha picT
abo ¢ynkuiro I'TA Bici He cnoctepiranocs.
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Clinical Trial Report

1. Name of medicinal
product (Marketing
Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study

Report (CSR):
AstraZeneca Canada Inc

1004 Middlegate Road
Mississauga

Ontario (ON)

Canada

L4Y 1M4

Current MAH details:
AstraZeneca AB
SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:

AstraZeneca Canada, Inc

1004 Middlegate Road
Mississauga

ON

Canada

L4Y 1M4

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal
product for which
registration was conducted
or planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

The treatment of outpatients with croup: comparison of nebulised budesonide
suspension, intramuscular dexamethasone and placebo, Study 04-9256.

6. Clinical trial phase

111

7. Clinical trial time frame

From 20 September 1993 through 10 April 1996

8. Countries where the
clinical trial was conducted

Canada

9. Number of subjects

Planned: 210
Actual: 144
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10. Primary and secondary
objectives of the clinical
trial

In children with acute croup associated with moderate respiratory distress,
nebulised budesonide suspension and intramuscular dexamethasone were
compared with nebulised placebo suspension in terms of the rate of
post-treatment hospitalisation (primary variable), need for additional racemic
epinephrine (EPI) and change in croup score (CS; secondary variables). Safety
was also compared between treatment groups.

11. Clinical trial design

Multicentre, randomised, single-blind, parallel-group study.

12. Key inclusion criteria

e  Males and females aged 3 months to 9 years.
e  Diagnosis of croup, based on the presence of each of the following three
criteria:
—  ‘Seal-like’ barking cough.
—  Presence of inspiratory stridor.
—  Maedical history of inspiratory stridor.

e  Persistent moderate respiratory distress (CS between 3 and 6) despite
treatment with humidified oxygen for at least 30 minutes.

13. Investigational
medicinal product, method
of administration, strength

Budesonide 4 mg, as 4 single dose units of 2 mL of 0.5 mg/mL budesonide.
All patients (including those in the dexamethasone and placebo groups)
received racemic EPI HCl, 0.5 mL, 2.25% solution for inhalation therapy
(VAPONEPHRIN®).

14. Comparator, dose,
method of administration,
strength

Dexamethasone 0.6 mg/kg intramuscular (DECADRON®) and nebulised
placebo solution as 4 single dose units of 2 mL/unit.

15. Concomitant therapy

Other medication considered necessary for the patient’s welfare was to be given
at the discretion of the emergency department staff.

16. Efficacy endpoints

The primary efficacy measure was the rate of post-treatment hospitalisation.

The change in CS and the need for additional racemic EPI over the first 5 hours
post-treatment served as secondary efficacy measures.

17. Safety endpoints

Safety comparisons were made by measuring the frequency of adverse events
(AEs).

18. Statistical methods

Continuous variables (such as the last available CS between 3 to 5 hours and
24 hours croup scoring for admitted patients) were analysed by an analysis of
covariance (ANCOV A) model with factors for treatment, study nurse and study
nurse-by-treatment interaction, and with baseline CS as the covariate. Other
explanatory variables, such as type of croup, culture results, the number of
racemic EPI treatments between 2 to 5 hours and the time to the final decision,
were included in the model if they were significant. Due to the small number of
patients per study nurse at Centre 2, all study nurses in Centre 2 were pooled
together as one study nurse with respect to statistical analysis. Other continuous
variables, such as the maximum blood pressure, the last available value of
oxygen saturation (SpO2), respiratory rate and heart rate, were subjected to an
ANCOVA model with factors for treatment, study nurse and study
nurse-by-treatment interaction, and with their corresponding baseline values as
the covariate. [f suitable, results were presented as 95% confidence intervals for
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differences between treatment groups. Where considered necessary because of
unsuitable distributions, rank transform models were applied.

Proportion variables, such as the number of patients whose change in CS from
baseline improved by 2 units, hospitalisation rates (initial and final deposition)
and the number of patients who received racemic EPI treatments between 2 to
5 hours post-treatment were analysed by a corresponding logistic model with
factors of treatment, study nurse and baseline CS, if appropriate. The centre
effect was evaluated by a contrast estimate.

Exploratory analyses were performed to identify factors that may affect patient
deposition (admission/discharge) from the emergency department. The
following exploratory factors (reliability, fatigue, travel time to hospital, travel
mode, pre-treatment with racemic EPI, type of croup and culture results) were
added to the previous logistic regression model and using a backward selection
technique to identify those important factors.

All statistical tests were 2-tailed and were considered to be significant if

p <0.048.

The number of patients who developed gastrointestinal bleeding or bacterial
tracheitis later was very small (between 0 and 2); consequently, the proportion
of patients in each group was noted.

19. Demographic data of
the study population (sex,
age, race, etc.)

The groups were comparable with respect to characteristics and baseline
assessments. The mean + standard deviation (SD) age was 23.8 £ 17.9 months,
Seventy percent of patients were male (Table 4).

Table 4. Dernography

Treatment Group

Parameter Budesonide Daxamethasona Piacebo

n=48 0 =47 n=49
Age (months) 24.9 + 18.5 24.0+19.1 226164
Sax (M/F) 3216 34/13 3415
Helght {em} 88.9+ 149" 866+ 145" 876+ 148"
Weight (kg) 13.0:4.2 13.2+5.2 126+ 4.0
Caucaslan [ other 45/3 42/5 4504

Results giver: as Mean x S where appropriafe.

" 1 result missing;

20. Efficacy outcomes

The percentage of patients recommended for hospitalisation 3 hours after
treatment was significantly lower in the budesonide and dexamethasone groups,
compared with placebo (p < 0.001). However, the difference between
budesonide and dexamethasone groups was not significant. In each group,
approximately half of the patients recommended for hospitalisation at 3 hours
were still recommended after 5 hours.

In those patients who were not recommended for hospitalisation, the follow-up
questionnaire administered 72 hours after discharge revealed that 6 patients
were re-hospitalised (1, 3 and 2 from the budesonide, dexamethasone and
placebo groups, respectively). Nine physician visits for continued croup were
reported (1, 4 and 4 visits, respectively).

From baseline to 5 hours, 29 patients required one or more additional doses of
racemic EPI. Compared with placebo, the budesonide and dexamethasone
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groups had statistically significant lower requirements for additional doses of
racemic EPI (p = 0.03 and p = 0.005, respectively) after the results were
adjusted for covariates, such as baseline CS. However, the difference between
budesonide and dexamethasone was not significant.

Both before and after adjustment for covariates, the decrease in CS from
baseline to 5 hours was significant between budesonide and placebo (p = 0.02,
adjusted) and dexamethasone and placebo (p = 0.0001, adjusted).
Dexamethasone also caused a significant (p = 0.004, adjusted) decrease in CS
compared with budesonide.

21. Safety outcomes

Ten AEs were reported in 9 patients. One child was not randomised because of
an AE of febrile seizure at initial screening.

Of the 9 AEs occurring in randomised patients, information was lacking
regarding the severity and outcome of iron deficiency anaemia in 1 patient
assigned to the placebo group. The eight remaining AEs were mild or moderate
in severity and resolved with complete recovery. Four of the AEs occurred in
the placebo group (Table 15).

Table 15. Adverse events in randomized patients

Treatment Group

Adverse event Saverity Cut Bud Vide fel hi i Placeba
Dlarrhoea HAild Full recovery 1 0 0
iron deficlency Unknown Unknawn [\ 0 1
apaemia

Qtilie media Mild Full recovery 1 0 [
Otilis madia Moderate Full recavery 4] q 1
Strap throat Moderate Fulf racovery 0 4} 1
Vomiting MR Full recavery 1 1 1
TOTAL 3 2 4

The frequency of AEs showed no notable differences between groups.

22. Conclusion (findings)

This study showed significantly better patient outcomes after 5 hours with
single-dose administration of nebulised budesonide suspension or
dexamethasone compared with placebo. The outcomes in children with acute
croup and moderate respiratory distress treated with budesonide or
dexamethasone were: 1) a more rapid clinical improvement; thus a smaller
proportion of patients recommended for hospitalisation, 2} a lesser need for
additional racemic EPI, and 3) a lower CS.

These results suggest that corticosteroids can be used safely and effectively for
the treatment of ambulatory children and, thus, reduce their rates of
hospitalisation.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
E abumar Gurwnatlan,

OTLA4FE53B28405...

Dr Jayakumar Gurunathan

(full name)
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[epexnan 3 aHrITIiCbKOT MOBH Ha YKPaiHCEKY MOBY

3BiT npo KIiHiYHEe BUNIPOOYBaHHS

1. Ha3ga nikapcekoro
3aco0y (3a HasIBHOCTI —
HOMep peecTpaliiiHoro
TIOCBiTUCHHS)

Byneconin Actpa3eHeka (MiXkHapoIHa HeIIaTeHTOBaHA Ha3Ba — OYNEeCOHin)

2. 3adBHHK

Hoxnagua indopmanis npo BAACHIKA peecTPaliiinoro noceiguyenus
(MAH) v 3piti npo kniniyne pocaimmenns (3KJ1):

Actpa3eneka Kanana Ink (AstraZeneca Canada Inc)

1004 Mimnreiir Poyn

Micicara

Onrapio (OH)

Kanapa

L4Y 1M4 (1004 Middlegate Road, Mississauga, Ontario (ON), Canada, L4Y "1M4)

Iorouna gokaanna indbopmanis npo MAH:
AcTtpa3enexa AB (AstraZeneca AB)

SE-151 85 Copnepran’e
IlIsernis (SE-151 85 Sodertilje, Sweden)

3. BupoGuux

Mokaanna iHdopmauis npo supoduuika B IKJI:

Acrtpa3eneka Kanana Isk

1004 Mimnreiit Poyn

Micicara

OH

Kanana

L4Y 1M4 (1004 Middlegate Road, Mississauga, Ontario (ON), Canada, L4Y 1M4)

ToTouyna gokaaaHa iHbopMauisi Npo BHpoOHHIKA:
Actpa3eHeka Ab (AstraZeneca AB)

SE-151 85 Coxnepran’e
Ilsenis (SE-151 85 Soédertilje, Sweden)

4. TTpoBeneHi AOCIiKEHHA:

Tak

1) Twrm ikapcekoro 3aco0y,
3a sIKUM NpoBoIacs abo
[UIAHYETECS peecTpallis

JlixapchkHii 3aci6 3a HOBHAM JOCh€ (aBTOHOMHE HOCHE)

5. IToBHA Ha3Ba KJIiH{YHOTO
BHUIPOOYBaHH:A, KOZOBaHUMN
HOMep KJIiH{YHOro
BUNPOOYBaHHA

AmOynatopHe JIiKyBaHHA KpYITy: HOpiBHAHHA OYAECOHINY, CycneHsii as
Helynaiizepa, BHYTPILIHEOM A30BOr0 Ie€KcaMeTa30Hy Ta Iuianebo, JoCIiUKeHHA
04-9256.

6. ®asza KIiHIYHOTO
BUNpOOYBaHHA

III

7. Ilepion mpoBeaeHHA
KJTiHIYHOTO BUIIPOOYBaHH:

320 BepecHs 1993 p. mo 10 xBiTHA 1996 p.

8. Kpainu, e nposoauiocs
KITiHIYHe BUNPOOyBaHHA

Kananma

9. Kinpkictsb
JOCHiIKyBaHUX

3amwianosana: 210
®aktuHa: 144
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10. Merta Ta BTOpUHHI Liji
KJTiHIYHOTO BHIIPOGYBaHHA

V niTeii i3 rocTpUM KpyInoM, OB’ A3aHUM i3 TOMIPHHAM PeCIipaTOPHUM AUCTPECOM,

6ynecoHin, cycneHsito s HeGynaiizepa, Ta BHYTPILUHEOM A30BHi IeKCAMETA30H
HOPIBHIOBANY i3 cycrieH3ielo miauebo w1 HeOynaifzepa MO0 YaCTOTH
rocritanizauii micyis NiKkyBaHHs (NepBUHHA 3MiHHA), TOTPeOU B JOLATKOBOMY
pauemiuHomy anpenanini (EPI) Ta 3minu B ouinui kpymy (CS: BTOpuHHI 3MiHHI).
BesneyHicTh TakoXX MOPIBHIOBAIM MiX IPYNaMH JIiKyBaHHI.

11. u3aiiH KIiHIYHOTO
BUINPOGYBaHHA

BaraTtorieHTpoBe, paHAOMIi30BaHe, POCTE CIIiNe TOCILHKeHHS, IO MPOBOAMIOCH B
TiapanelbHUX rpymnax.

12. OcHoBHi kpuTepil
BKJIIOYEHHS

¢ Yonoiku Ta xiHKK BikoM Bix 3 Micsuis 1o 9 pokis.

¢ JliarHocTHKa KpYILy IDYHTY€ThCS Ha HaABHOCTI KOXHOTO 3 TPhOX KPUTEPiiB:
— «TroneHiit» raBkaro4mit Kaleb.
— HasBHicTh iHCMIpaTOPHOTO CTPHAODY. -
— IncmiparopHuii cTpraop B aHaMHe3i.

e [Ilepcucryrouuii nomipuuii pecrnipatopHuuii guctpec (CS Bix 3 mo 6) monpu
3aCTOCYBAaHHS 3BOJIOXKEHOTO KMCHIO NPOTAroM, IoHaiMeHIIe, 30 XBUINH.

13. JocnimxyBanuii
nikapcekuit 3acib, crocid
3aCTOCYBaHHS, CiIa Iil

BynecoHin 4 Mr sax 4 04HOI030Bi KOHTelHEpH MO 2 MJ1 OYAECOHINy B H03i
0,5 Mr/mi.

Vci manieHTH (30KpeMa HallieHTH i3 rpyn 3acTOCyBaHHA AeKCaMeTa30Hy Ta
wiane6o) OTpUMYBAIH paueMltIHlm agpeHaiiny rigpoxnopus (EPI HCI), 0,5 mn,
2,25% po3uuH mia inranadiitaoi tepanii (BAIIOHEOPHUH®).

14. Ilpenapat nOpiBHAHHA,

Io03a, Croci® 3acTocyBaHHA,

cuna mii

Hekcamera3oH y 103i 0,6 mr/kr (IEKAZIPOH®) Ta po3uuH mianebo mis
Hebynaiisepa sk 4 0JHOJ030Bi KOHTEIHEPH 1O 2 MJI/KOHTeHHep.

15. CynyrHs Tepamnist

Inmi nixapceki 3aco6w, fKki BBaxxauca HeOOXiTHAMH AN Garomoyqds mauieHra,
TpU3HAYaITUCA 3a pilleHHAM MepCOHATy BiIiIeHHA HeBiMKIaaHOT JOTIOMOTH.

16. Kpurepii ouinku
e(peKTHBHOCTI

TepBUHHUM KpuTepieM edekTUBHOCTI 6yna yacToTa rochitTanizarii mcms
nikyBanHa. 3MiHa CS Ta HeoOXinHicTs y JomaTkoBOMY paneMidnoMy EPI
IPOTATOM NEPLIMX 5 TOMMH Mics JIKYBaHHA CIyI'yBald BTOPHHHUMH KPUTEPiaMH
e(eKTUBHOCTI.

17. Kpurepii ominku
6e3neku

INopiBHAHHA Oe3MeKH MPOBOAWIOCS 1IUITXOM BUMIipIOBaHHS JaCTOTH HeGaKaHIX
seut (HA).

18. CtatHcTHYHI MeTOIH

BesnepepBHi 3MiHHI (AK-0T ocTaHHE AOCTynHe 3Ha4eHHA CS y Mexax Big 3-5
TOJIMH Ta OLHKa KPYITy MPOTATOM 24 TOIUH IJIA TOCHITali30BaHUX MAIli€HTIiB)
aHaNi3yBaJiy 3a JOMOMOIOK MojeNi KoBapialliiiHoro ananizy (ANCOVA) 3
(akTopaMu Iy iKyBaHHS, MeICECTPH-AOCTIAHUL Ta B3aEMOIT
MeICECTpHU-IOCIIIAHNULI 3 TOCHIMKYBaHUM JIKYBaHHAM, a TAKOX 3HaueHHAMH CS
Ha BUXiZHOMY piBHi Ak koBapiaTH. IHII MOACHIOBaNbHI 3MiHHI, AK-OT THI KPYIY,
pe3yabTaTh MikpoOioIoriYHUX KyJIbTYPalbHHX JOCTiIkKeHb, KiTbKIiCTh
3acTocyBaHb pauemigyHoro EPI y nepion Bix 2 10 5 roxuH Ta 9acy Ko mpHHAHATTA
OCTaTOYHOTO pillleHHA OyJIH BKIIIOUEH] B MOJEIb, AKIIO BOHH OYJIH 3HAUYIIHMH.
Yepe3 HEBENUKY KiNIBKICTh MALEHTIB HA OJHY MEJACECTPY-AOCITiAHULRO B IIEHTPI 2,
yci MOBHOBa)XKEHHS MeACECTPH-AOCIITHULI B IeHTpi 2 Oynu nepexaHi omHil
MeJcecTpi-AOCTiJHUL IOJ0 CTATUCTUYHOrO aHani3y. Inii 6e3nepepBHi 3MiHHI,
AK-OT MaKCHMaJIbHUI apTepiajibHUIA THCK, OCTAHHE JOCTYITHE 3HAYECHHS CaTyparlii
kucHeM (SpOz), 4aCTOTH JUXaHHA Ta YaCTOTH CEPLIEBUX CKOPOYeHb Oynu  —
BpaxoBaHi B mozeni ANCOVA 3 dakropamu s TikyBaHHs,
MEJICECTPOIO-IOCTITHUIIEIO Ta B3aEMOJIIEI0 MeICECTPH-ROCTiHULI 3
JOOCITI/DKYBaHUM JIiIKYBaHHAM, a TaKOX i3 IXHIMH BiNOBiAHUMH 3HAYEHHAMU Ha
BUXiOHOMY piBHi sk koBapiaTH. 3a HeoOXiTHOCTI pe3ynbTaTd OYJIH NpeACTaBIeH]
Ak 95% noBipui iHTepBany M1 BiAMiHHOCTE! MiX rpynaMu JikyBaHHA. Komu
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BBaXKaJIoCsA HeOOXiHUM Yepe3 HeBiAMOBi IHUN PO3MOMIiN, 3aCTOCOBYBANUCS MOLCII
MepPeTBOPEHHA PaHriB.

Hponopuiitxi 3MiHHi, AK-0T KiNBKiCTh NaLlieHTIB, y AKUX 3MiHa CS noxpamuniacs
Ha 2 oJMHHULI B NOPiBHJAHHI 3 BUXIIHUM piBHEM, 4acTOTa rocmiraiisanii
(moyaTKOBE Ta OCTATOYHE 3HAYESHHA) Ta KiJIBKICTh NaLlieHTIB, AKi OTpUMYBIH
paueMiunuii EP1 y nepioa Bix 2 10 5 roauH nmiciis stikyBaHHA GyJIH poaHATi30BaHi
3a IONIOMOTOIO BiJITOBiAHOT JOTiCTHYHOT Mozei 3 ¢pakTopaMH JTiKyBaHHS,
MeAcecTporo-gociguuneo Ta CS Ha BUXiIHOMY piBHi, AKINO 3aCTOCOBHO. «EdekT
LICHTPY» OLIHIOBAJIH 33 TOTMIOMOIOI0 OLiHKY KOHTpPACTIB.

IMomrykoBi aHai3y BUKOHYBATUCS IS BUSABJIEHHA (PakTOpiB, SAKi MOXYTh
BIUIMBAaTH Ha pO3NOJiNI HalieHTiB (rocmiTanizallis/BuIiicka) 3 BiggiieHHs
HeBinkanHoi formoMmoru. HaBeneHi Hinkde momykoBi daxropu (HamiliHiCTh,
CTOMITIOBaHiCTb, Yac y AOPO3i 10 JiKapHi, crocié nepecyBaHHs, ONEPEeaHE -
nikyBaHHA paneMiuauM EPI, THI kpyIy Ta pe3yabTaTy MikpoOionorivHux
KYJIBTYPaIBHIX JOCIHifxKeHb) OyaH HoJaHi KO monepeHbol J0riCTHIHOT
perpeciiinoi Moneii Ta BUKOPHCTaHa TeXHika MOKPOKOBOTO BUKITFOYEHH 11
BUSBJICHHA IIHX BOXJIMBHUX (QaKTOPiB.

Veci cratuctudHi TecTH OyJIH JBOCTOPOHHIMH Ta BBXKIUCA 3HAYYIIUMH IIPU

p <0,048.

KUTBKiCTE mauieHTiB, y AKUX Mi3Hillle pO3BHHYJIACS IUTYHKOBO-KHUIIKOBA
KpoBoTeua abo GakrepianbHuii TpaxeiT, Oyna Kyke HesHauyHa (Bix 0 mo 2); oTxe,
YacTka TaKUX MalicHTiB Oyia BiA3HaueHa B KOXKHi rpymi. -

19. Hemorpadiuni
MOKa3HUKY JOCIiHKYyBaHOT
nonynAanii (ctatk, Bik, paca
TOILO)

I'pynu Gynu 3iCTaBHUMH IIONO XapaKTEPUCTUK Ta OLIHOK Ha BUXiAHOMY piBHI.
CepenHe 3HauYeHHA + cTaHgapTHe Bimxunenns (CB) cranoBwm 23,8 + 17,9 micans.
CiMaecar BiACOTKIB MaIlieHTiB CTaHOBUIIKA YOJIOBiKY (Talyuiig 4).

Ta6auns 4. lemorpadiuHi nokaIHUKH

I'pyna JikyBaHHsa
IMapamerpu Byaeconin AEKCAMETA3I0HOM Ilnane6o
n =48 n=47 n=49

Bik (micauiB) 249+ 18,5 24,0+ 19,1 22,6164
Crarts (U/7K) 32/16 34/13 34/15
3pier (em) 88,9 +£149* 86,6 £ 14,5* 87,6+14,9*
Maca Tina (kr) 13,0+4,2 13,2+5.2 12,6 £4,0
IlpeacraBHHKH
esponeoiaHoY pacu / 45/3 42/5 45/4
iHIIe eTHiune
MOXOMACHHTA

Pe3ynsTati, NpecTaBieHi AK cepeiHe 3HadeHHA + CB, ne ue notpibHo.
* ] pe3ynbTar BiACYTHil, S

20. Pe3yneTatd
€(eKTHBHOCTI

BixncoTok naiienris, sxuM 6ysa peKOMeHI0BaHa TOCIiTaji3allis yepe3 3 rogusy
micst JlikyBaHHsA, OYB 3HAYHO HIDKYE B IPpyIax 3acTOCyBaHHA OyAecoHiny Ta
JlekcaMeTa3oHy B mopisHAHHI 3 miaue6o (p < 0,001). OxHak pi3sHULA MiX rpynaMu
3aCTOCYBaHHA 6yIecOHiny Ta JekcaMeTa3oHy He Oyia 3HadyInow. Y KoxHil rpymi
npuGIH3HO IIOOBUHI NAL€HTIB, AKMM Oyi1a pekOMEHI0BaHa rOCHiTali3aIlig yepes
3 roauHy, yce mie 6yJia peKOMEHI0BaHa Yepe3 5 TOAMH.

V Tux mamieHTis, skuM He 0yJia peKOMEHA0BaHa roCIiTani3awis, ONUTyBaJIbHUK 3a
[epio/l MMOAANBIIOro CIIOCTEPEXKESHHS, M0 BHKOPUCTOBYBAIN Yepe3 72 roAHH
TIiCIIsL BUITMCKH, [TOKa3aB, 1o 6 namieHTiB Oyau noBTopHO rocmitatizosani (153 1a
2 3 rpyn 3acTocyBaHHA GyIeCOHiNy, AekcaMeTa3oHy Ta mnaue6o, BianoBiaHo).
TMosimoMisocs TIpo AeB’ATh Bi3UTIB 10 Jikaps depe3 moctiitnuii kpyn (1, 4 Ta 4
Bi3WTH, BilIOBixHO).

3a nepiox Bix BUXigHOTO piBHA K0 5 roguH 29 nmanieHTam moTpiGHa Gyina ogHa abo
KiIbKa J0JaTKOBHX 103 paueMiudoro EPI. ¥V nopiBHsAHHI 3 mane6o, y rpynax
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3aCTOCYBaHHA OyIeCOHiNy Ta AeKcaMeTa30HYy CIIOCTEpirajucs CTaTUCTHYHO
3HAYYLIi MEHIII BUMOTH JIIs 3aCTOCYBaHHA JOJIaTKOBHX 1103 panleMigHoro EPI

(p = 0,03 Ta p = 0,005, BiamoBigHO) micyIa MONpaBKH pe3yJbTaTiB Ha KoBapiaTy,
ak-0T CS Ha BUXigHOMY piBHi. OfHaK pisHUII MiX 3acTOCyBaHHAM OYHECOHITY Ta
JeKkcaMeTa3oHy He Oyna 3HaUyLIO§O.

Ak 1o, Tax i micis nonpaBKu Ha KoBapiaT, 3HIkeHHs CS 3a nepiox Bix BuXigHOrO
piBHA 10 5 roxuH 6yn0 3HAUYIMM Mix OynecoHinoM Ta mianedo (p = 0,02,
CKOPUTOBaHO) Ta JekcaMeTa3oHoM i rrane6o (p = 0,0001, ckopuropaHo).
JlekcaMmeTa30H Takox cupuuuHsis 3HauHe (p = 0,004, ckopurosane) 3HmkeHHA CS
y mopiBHAHHI 3 6yIecOHIIOM.

21. Pe3ynpratu 6e3n€kH

Iosizomisuiocs mpo 10 HSI B 9 nanientis. OnHy AUTUHY He 6yno paHAOMi30BaHO
yepe3 HA, ke npossmsutocs y ¢peOpwibHilt cyoMi NiJ 4ac MepBUHHOTO
CKpUHIHTY.

Cepen 9 HJ, axi BUHUKIIH B paHIOMi30BaHUX MAali€HTiB, Gyna BiACyTHA
indopmaitis mpo TSOKKICTH Ta Hachiaky sanizonedimmTHOI aveMil B 1 nanienTa,
posnoaiieHoro o rpymu miaue6o. Inmi Bicim HA 6ynu nerkoro abo cepeqHbOro
CTyIeHs THKKOCTI Ta 3HUKJIM 3 HOBHHM OJYXaHHAM. V TpyIIi 3acTOCYBaHHA
mwiane6o croctepiranocs worupu HA (Tabmum 15).

Tabauus 15. HeGaxaHi iBMiia B paHioMizoBaHNX NMauieHTiB
I'pyna jikyBaHHR

Cryniup

He6axaHe asuwie THOKICOCTI PesyabTar Byneconia pit TAI0H II 6
N Jlerxoro
JHiapes crynens TloBue onyxanna 1 0 0
3an|3_oned)1uma Hesigomo Hesinomo 0 0 1
aHeMis
Toctpwuii cepenuiit  Jlerxoro TobHe onyKaHhs 1 0 0
OTHMT CTyneHs
Foctpwit cepenniit  Cepeaiiboro TosHe onywasss 0 1 1
OTHT CTYTIEHA
Crgen'roxoxosa Cepenusoro TosHe oxyxaHus 0 0 1
aHriHa CTYIIEHA
Bmopanna Jlerkoro crynensIToBHe oayxaHHA 1 1 1
PA3OM 3 2 4

Yactora HJ He noka3aia CyTTEBUX BiAMiHHOCTEH MiX IpynamH.

22. BHCHOBOK
(3aKITFOYCHH)

Lle mocnimKeHHA MOKa3ano 3Ha4HO Kpallli pe3yNbTaTH JiKyBaHHA NalLlicHTiB 4epes
5 TOMHH MICI pa30BOTO 3aCTOCYBaHH:A OyAeCcOHiMy, cycneHsil s Hebynaisepa,
a6o mexcaMeTa3oHy B IOpiBHAHHI 3 wnane6o. PesynbTaTy B miteit i3 roctpum
KpPYIIOM Ta IOMIipHHM pecipaTOpHUM JUCTPECOM, AKi OTPUMYBAJIN JNiKyBaHHSA
Gyneconizom abo AekcaMeTa3oHOM, Oy TakuMH: 1) MIBHALIE KITiHIYHE
MOKpAILEeHHs, a TOMY MeHIIa YacTKa MalLli€HTiB, AKUM pEKOMEH/I0BaHa
rocmitanisanis; 2) MeHma notpeda B 1ogatkoBoMy panemiunoMy EPI; 3) MeHmmii
riokasHuk CS. -

L1i pesy/sTaTH CBiI4aTh IPO MOMJIMBICTD 6€3MEYHOTO Ta eEKTHBHOTO
3aCTOCYBaHHS KOPTUKOCTEPOIAiB UL JTiKyBaHHA [iTel B aMOynaTOpHUX yMOBax
Ta, Y TaKHii crocif, 3HU3UTH 9acTOTY rocritasizamiil.

3agBHHK (BJIACHUK
peecTpaliiHoro
TTOCBiTYEHHSA)

MMigmucaso y nporpami DocuSign:

/miamuc/
97094F653B284DS5...

I-p Dxasxymap I'ypynaras (Dr. Jayakumar Gurunathan)
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinieal
Study Report (CSR):

Astra Australia

5 Alma Road

North Ryde

New South Wales (NSW) 2113
Australia

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Australia

5 Alma Road

North Ryde

NSW 2113

Australia

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal product for
which registration was conducted or
planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

A double-blind randomised, comparative study of the effect of
nebulised budesonide (Pulmicort®) and adrenaline in acute laryngo-
tracheo-bronchitis (croup), Study 04-9272.

6. Clinical trial phase

IIIA

7. Clinical trial time frame

From 30 August 1993 through 05 July 1994

8. Countries where the clinical trial
was conducted

Australia

9. Number of subjects

Planned: Approximately 80
Randomised: 67

10. Primary and secondary objectives
of the clinical trial

The primary objective was to compare the effects of adrenaline and
budesonide via nebulisation on croup symptom score over a 24 hour
period in children with acute or spasmodic croup.

11. Clinical trial design

National, multicentre, randomised, double-blind, parallel-group,
comparative study.
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12. Key inclusion criteria

e  Agerange> 6 months and <5 years.

e  Acute or spasmodic croup, defined as a clinical syndrome
consisting of inspiratory stridor, barking cough, hoarseness and
signs of respiratory distress.

e  Croup symptom score > 6.

13. Investigational medicinal
product, method of administration,
strength

One dose of budesonide nebulising suspension, 2 mg in 4 mL.

14. Comparator, dose, method of
administration, strength

One dose of nebulised adrenaline 1:1000, 4 mL (4 ampoules).

15. Concomitant therapy

e  Other corticosteroids and adrenaline were allowed, if necessary,
2 hours after nebulisation of the study drug.

o  Other medication that was considered necessary for the patient’s
welfare could be used at the discretion of the investigator.

16. Efficacy endpoints

The primary efficacy variable was the change in clinical croup
symptom score from baseline to each time point during the study,
compared across the 2 treatment groups.

The secondary efficacy variables were:

o  Percentage oxygen saturation at each stated time point
(0 to 24 hours).

e  Duration of hospital stay.
e  Number of intubations.
° Number of treatments with other steroids.

e  Number of subsequent adrenaline treatments.

17. Safety endpoints

Adverse event (AE) data.

18. Statistical methods

The primary efficacy variable, total croup symptom score, was
analysed using an analysis of covariance (ANCOVA), with centre and
treatment as factors. The total croup score at 0 hours was taken as the
baseline measurement (rather than the -0.5-hour score) and was a
covariate in the analysis. Analyses were performed at each of the
following time points: 0.5, 1.0, 1.5, 2.0, 12.0 and 24.0 hours. The ‘last
value extended’ principle was applied to those patients who were
discharged or withdrawn prior to the 24-hour assessment.

The primary efficacy variable, total croup symptom score, was tested
to see if there was a statistically significant change from baseline

(0 hours) within each treatment group. Results were presented as
mean change, standard error of the mean (SEM) and 95% confidence
intervals of the change within treatment groups. A confidence interval
which did not contain zero would mean a statistically significant
change from baseline.

The secondary variables were treated in the following manner:

e  The percentage oxygen saturation was analysed using
ANCOVA, with centre and treatment as factors. The baseline

CONFIDENTIAL AND PROPRIETARY 2 of5

o



(0 hour) measurement was a covariate in the analysis and the
last value extended principle was applied.

e  Duration of hospital stay was analysed using an analysis of
variance, with treatment and centre as factors. Results were
presented as the mean difference with SEM, 95% confidence
interval and p-value.

Descriptive statistics were presented for the number of intubations,

subsequent treatments with other steroids or adrenaline, general health

score, pulse and respiratory rate and AEs. The number of patients
receiving subsequent treatments with steroids or adrenaline was
analysed together using a chi-squared test. Results were presented as
percentages with their corresponding p-values.

19. Demographic data of the study
population (sex, age, race, €tc.)

Sixty-seven patients were enrolled and randomised to treatment, of
whom 66 received study treatment and 53 completed the study.
The 66 children who received study treatment consisted of

61 Caucasian, 1 oriental and 4 children of other descent. Their ages
ranged from 7.6 months to 71.6 months. The children who received
budesonide did not differ in age, sex or duration of current croup
attack from those children who received adrenaline (see Table 1).

CONFIDENTIAL AND PROPRIETARY 3of5
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Table 1. Demographic variables for APT patients.

Chatacteristic Budesonide Adrenaline
(n=35) (n=31)
Age (months)
Mean 209 249
SD 127 12.5
Min, Max 7.6,71.6 8.6,55.2
Sex
Male 23 22
Female 12 9
Race
Caucasian 32 29
Oriental 1 0
Other 2 2
Height (cm)*
n 32 25
Mean 84.6 920
SD 103 13.7
Min, Max 70,119 73,138
Weight (kg)
Mean 127 13.8
sD 3.2 34
Min, Max 9,23 6,20
SBP (mmHg)*
n 34 28
Mean 98 101
sD 11 18
Min, Max 68,126 62, 145
DBP (mmHg)*
n 34 28
Mean 60 62
SD 9 11
Min, Max 44, 86 48, 100
Pulse (b/min)*
n 35 28
Mean 144 142
SD 17 15
Min, Max 110,183 120, 180
Duration of current croup
attack (hours)
Mean 31 26
sSD 21 21
Min, Max 3,96 2,72

*Patients 102, 103, 106, 112, 113, 118, 120, 129, 226 had missing data for height
*Patients 106, 131, 210 had missing data for SBP, DBP and Pulse.
*Patient 229 had missing data for SBP and DBP.

APT = All Patients Treated.

At the time of admission, 22 children (62.9%) in the budesonide
group had suffered croup for 1 to 4 days while 15 patients (48.4%) in
the adrenaline group had croup symptoms for 1 day or more. The
remaining children had croup symptoms for less than 24 hours.

20. Efficacy outcomes

Thirty-five patients received budesonide and 31 received adrenaline.
Within each treatment group, there was a significant reduction in total
croup symptom score from baseline at each time point. The mean
total croup symptom score in the budesonide group was significantly
reduced from 7.1 (0 hours, baseline) to 5.3 (0.5 hours), 4.6 (1.0 hour),
4.1 (1.5 hours), 3.8 (2.0 hours), 3.4 (12.0 hours) and 3.3 (24.0 hours).
There was no significant difference in the reduction of total croup
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symptom score between budesonide and adrenaline throughout the
study after adjusting for baseline (ANCOVA). However, there
appeared to be a slight tendency favouring adrenaline for
improvement in the first hour (difference

[adrenaline minus budesonide] = 0.7, p = 0.0848 at 0.5 hours;
difference = 0.7, p = 0.0527 at 1.0 hour).

The onset of action of budesonide was apparent within 30 minutes
and was sustained for 2 hours, following a similar time course as
adrenaline. However, the interpretation of results beyond 2 hours was
difficult because a similar number of children in each treatment group
(budesonide: 40%, adrenaline: 50%) required additional
oral/intramuscular steroids or nebulised adrenaline after 2 hours.
There was no significant difference in percentage oxygen saturation
between budesonide and adrenaline treatment groups at any time
point. No difference was observed between the 2 groups in the
respiratory rate, pulse rate, duration of hospital stay and the number of
children requiring additional steroids/adrenaline.

21, Safety outcomes

Both treatments were well tolerated. Seventeen percent of budesonide
patients experienced side effects, which compared favourably with the
adrenaline treated group (19%). The AEs reported were consistent
with viral croup and there was no laryngopharyngeal effect reported.
No child required intubation during the study, had a serious or severe
AE, or had to discontinue the study because of an AE during the study
period.

22. Conclusion (findings)

This study confirmed that 2 mg nebulised budesonide has similar
clinical effects compared with 4 mg of nebulised adrenaline in
treatment of acute upper airway obstruction in patients with
moderately severe croup. Nebulised budesonide should be considered
as an alternative to nebulised adrenaline as first-line therapy in this
group of patients.

Applicant (Marketing
Authorisation Holder)

DacuSigned by:
| Jayakumar Swrnnatlan
B7004FE5IB204D065. .

Dr Jayakumar Gurunathan

(full name)
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Ilepexiaz 3 aHIIIHCHEKOI MOBH Ha YKPaiHCBKY MOBY

3BiT mpo KITiHIYHE BUNIPOOYBaHHS

1. Ha3pa nikapcbkoro 3aco0y (3a
HagBHOCTi — HOMep peecTpauiiiHoro
MTOCBiT4EeHHA)

Byneconin Actpa3eneka (MKHapOIHa HETIaTEHTOBAaHA HA3BA —
OynecoHin)

2. 3aaBHUK

JoxknanHa indopMalia Npo BAACHHKA peecTpaniiinoro
nocBiguenus (MAH) v

3BiTi npo KaiHiyne nocnimkenna (3K):
Actpa Ocrtpenis (Astra Australia)

5 Amva Poyn

Hopr Patin

Hosnii I[TiBaenanit Yeasc (NSW) 2113

Asctpaiis (5 Alma Road, North Ryde, New South Wales (NSW) 2113,
Australia)

HoTouna noxaaaua indbopmaunis npo MAH:

AcTtpa3enexa AB (AstraZeneca AB)

SE-151 85 Cognepran’e

IIsenin (SE-151 85 Sodertilje, Sweden) =

3. BupoOHuk

Hoxaanua indopmauia npo supodbunka B 3KJI:
Actpa Octpenis (Astra Australia)

5 Anma Poyn

Hopr Paiin

NSW 2113

Ascrtpais (5 Alma Road, North Ryde, NSW 2113, Australia)

HoTouna goxaaaHa iHndbopmauisi npo BHpoOHNKA:
AcTtpa3eneka AB (AstraZeneca AB)

SE-151 85 ComepTtarn’e
Iseuis (SE-151 85 Sodertilje, Sweden)

4. IpoBeaeHi ROCIiHKEHHS;

Tak

1) Tun Jikapcbkoro 3aco0y, 3a AKUM
npoBonuiacs abo IUIaHy€eThCA
peecTpartis

Jlixapcekuii 3acif 3a MOBHUM HOChE (ABTOHOMHE JOCHE)

5. IloBHa Ha3Ba KIIHITHOTO
BUNPOOYBaHH:, KOAOBaHUN HOMED
KJIiHI9YHOTO BUMPOOYBaHHA

Ioagiiiue ciine, paHaoMi3oBaHe, NOPiBHAUIBHE AOCIiKEHHS BIIUBY
oyneconiny mia Hebynaizepa (IyneMikopT®) Ta agpeHaniHy IIpH _
TOCTPOMY JIApHHIOTpaxeoOpoHxXiTi (kpym), gocmimkenusa 04-9272,

6. ®aza xiHivHOro BUNpoOyBaHHA

IITA

7. Iepion npoBeAeHHS KIIHIYHOTO
BHIIPOOYBaHHA

3 30 cepmna 1993 p. mo 05 snunus 1994 p.

8. Kpainu, e mpoBOAMIOCS KITiHIUHE
BUIIPOOYBaHHA

ABcTpanis

9. KinpkicTs mociimKyBaHUX

3amanosana: [IpuGmuzno §0
PanpoMizoBano: 67

10. MeTa Ta BTOpUHHI LIiMi
KIiHITHOTO BUITPOOYBaHHSA

OCHOBHOIO METOI0 0YJI0 MOPIBHATH BIUTHB aJipeHaliHy Ta 6ynecoHimy 3a
JOTIOMOTOI0 PO3MIIEHHA Ha OLIHKY CUMIITOMIB KpYyIly BIIpOJOBX 24
TOHH Y JiTelf 3 rocTprM abo cra3sMaTHIHUM KPYIIOM.

11. Tu3aifn kniHiYHOTO
BUNpOOYBaHHA

3aransHOHaLiOHANEHE, 0araTOLEHTPOBE, PaHAOMI30BaHe, No/iBiliHe
Cllifne, y mapaJieIbHAX IPpynax, MOpiBHANBHE AOCIiIKEHHS.

KOH®IJIEHIIMHA IHOOPMALILS,
II[O € BJIACHICTIO KOMITAHII
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12. OcHoBHi kpuTepil BKIFOYEHHS

o BikoBuii niana3oH > 6 micanis Ta < 5 pokiB.

e Toctpuii abo cia3sMaTHUHUIL KpyT, AKMH BU3HAYAETHCA AK KIiHIYHHUH
CHHAPOM, IO CKJIAJAETHCS 3 IHCTIIPaTOPHOTO CTPHAOPY, FABKAI0YOro
KaIlLUTIO, 3aXpHIUIOCTi Ta 03HAK peclipaTOpHOIo JUCTpecy.

e OuiHka CUMITOMIB KpyIry > 6.

13. JocaimxyBaHUH TikapChKHii
3acib, crmoci6 3acTocyBaHH:A, CHNIA Tii

Opnna mosa GynecoHiny, cycnensii aius HeGynaizepa, 2 Mry 4 M.

14. [Tpenapat NOpiBHAHHA, 1034,
cmocib 3acTocyBaHHs, cuna il

Onna fo3a agpeHatiHy fis HeOynaizepa 1:1000, 4 M (4 ammynn).

15. CymyTHs Teparmis

e 3a noTpedu AO3BOJIANOCS 3aCTOCYBAHHA iHIINX KOPTUKOCTEPOIAiB Ta
aZipeHaNiHy Yepe3 2 FOAWHY Micis PO3MIIEHHS HOCIIKYBaHOTO
npenapary.

o Inmi nikapcbki 3aco6u, ki BBaXaIHCH HEOOXiTHUMU OIS
6naromnoryyys narieHTa, MOTJIH 3aCTOCOBYBATHCA 3a PillICHHAM
IOCIIIHUKA.

16. Kpurepii oninku egeKTUBHOCTI

INepBHHHOO 3MiHHOO eeKTUBHOCTI Oyiia 3MiHa OLIHKY KIiHIYHUX-
CHMIITOMIB KPYITy Bill BUXiTHOTO PiBHA IS KOXKHOI'O KOHTPOJILHOTO
MOMEHTY 4Yacy BIPOJOBXK ZOCIIIKEHHA Y OPiBHAHHI MiXk 2 rpynamMu
JIiKyBaHHS.

BropuHHHMHU 3MiHHUMY edekTHBHOCTI Oynu:

¢ BixcoTok caTypanii KUCHEM 11 KOXKHOTO KOHTPOJILHOTO MOMEHTY
yacy (024 roous).

e TpuBanicTs rocmitamizanii.

e Kinmpkicts iHTYOariit.

o KinpkicTh KypciB JIikyBaHHS iHINMMH CTEPOINaMU.
o KinpkicTs MoJanbIIvX BBEIEHD aipEeHANIHY.

17. Kputepii o1inku 6e3neku

ani mono Hebaxanux apu (HA).

18. CtaTucTHYHI METOAN

TepBHHHY 3MiHHY e()eKTHBHOCTI, 3arajibHy OLiHKY CUMITOMIB KPYILy
aHaTi3yBay 3 BUKOPHCTAHHAM KoBapialiiiHoro aHaiizsy (ANCOVA) 3
LeHTpoM 00poOKHU JaHUX Ta BHIOM JIiKyBaHHA 4K (akTopiB. 3araipHa
ouiHKa Kpyiry uepe3 0 roguH Oya BUKOPHCTaHa K II04aTKOBE
BHMIipIOBaHHA (a He oliHKa uepes3 -0,5 rox) Ta 6yya koBapiaToM B aHaNi3i.
AHaJTi3H IPOBOAMIINCS B KOXXHUH 3 TAKAX KOHTPONBHHX MOMEHTIB 4acy:
0,5;1,0; 1,5;2,0; 12,0 Ta 24,0 rogud. [IpUHIMIT «pO3IIHUpEHHSI OCTAHHBOTO
3HAYEHHAY 3aCTOCOBYBABCSA JIO THX MALLEHTIB, sAKki Oynu BunucaHi abo
BHKJIIOYEHI 3 JOCHIPKEHHA IO OLiHKY Yepe3 24 TOINHH.

ByJi0o IpOTeCTOBaHO NEPBUHHY 3MiHHY €()eKTHBHOCTI, 3arajIbHY OIiHKY
cHUMIITOMIB, 100 Mo0auyuTH, yu OyJa CTATUCTUYHO 3HAYYIA 3MiHa Bifl
BUXigHOTO piBHA (0 rOAMH) B KOXHilf rpyni nikyBaHHs. Pe3ynbraTn Oynu
IpeIcTaBiieHi AK CepeiHa 3MiHa, CTaHAAPTHA MOMIIKA CEPEIHBOTO
3nayeHHA (SEM) Ta 95% n0Bipui iHTepBany 3MiHH B rpymnax JIiKyBaHHA.
HoBipunii inTepBaj, SKUi He MiCTHTB HyJL1, 03Ha4aB OM CTATUCTHYHO
3HA4yIly 3MiHy BiJ BUXigHOTO piBHA.

BropuHHi 3MiHHi OLiHIOBAIM Y TaKu# c1Ioci6:

e BincoTok carypalii KNCHEM aHAIi3yBajli 3 BUKOPUCTAaHHAM
ANCOVA, 3 neHTpoM 06poOKH NaHKMX Ta BUIOM JiKyBaHHSA AK
dakropie. ITouatkoBuM (0 rox) BUMiproBaHHAM Oyia KoBapiaTa B
aHali3i 3 BAKOPUCTaHHAM NPUHLUITY (PO3IIHUPEHHS OCTAHHBOIO
3HAYCHHAY.

KOHO®IJIEHLIMHA IHOOPMALILS,
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e TpuBaiicTs rocuitanizanii aHami3yBaI 3 BAKOPUCTAHHAM
IUCIIepCiiHOTO aHATI3Y 3 BUAOM JIKYBaHHS Ta LIEHTPOM 06po6Ku
IOaHuX Ak ¢axropiB. Pe3ynrraTu Oy npeacTaBieHi K cepeans
pisauig 3 SEM, 95% noBipuuM iHTEpBaTIOM Ta p-3HAYCHHAM.

OIHCcOBY CTATHCTHKY BUKOPHCTOBYBAIM JUIS NIPEACTABIIEHHS KiJIbKOCTi
inTy6auii, nomansIINX KypciB iKyBaHHA iHITUMHU cTepoigamu abo
aJIpeHANIHOM, OLIHKH 3araJIbHOTO CTaHy 3/I0POB’A, YaCTOTH ITYJIbCY Ta
nuxaHHA, a Takox HS. KinbkicTh manieHTiB, Aki OTpUMyBaiu nojaiblie
JiKyBaHHA cTepoigamu abo aapeHaniHOM, aHaIi3yBaJIN 3 BUKOPUCTAHHAM
KpHTepilo Xi-kBajparis. Pe3ynsTaTi OynH peacTaBlieHi AK BiICOTKH 3
{XHiIMH BiAIIOBIIHUMH p-3HAYECHHAMH.

19. iemorpadidHi MokasHUKH
JOCIiIKYBaHOT oIyl (CTaTh, BiK,
paca Touo)

Ilictaecar ciM nmamieHTiB OyI1 BKIIOYEH] B TOCTiIKEHHA Ta
paHAOMi30BaHi o)A JiKyBaHHA, 3 AKHX 66 OTpHMYBaJIU DOCIiUKyBaHe
JiKyBaHHA, a 3aBEPIIWIN JOCTIIKEHHA 53 NalieHTH.

o 66 miteit, ki OTpUMyBaIN JOCTIKYBaHe JTiKyBaHHS, BXOXIIH 61
IUTHHA €BPONEOiAHOI pacy, 1 AUTHHA CXiTHOTO MOXOMKEHHS Ta 4 TUTUHH
{HIIIOTO ETHIYHOTO NMOXOKEHHA. IXHil Bik cTaHOBMB Bif 7,6 MicALA IO
71,6 micans. [ity, aki orpumyBanu 6ynecoHil, He Binpi3HaAmucs 3a BiKOM,
CTaTTIO a0 TPHUBAJIICTIO MOTOYHOIO Hamaxy Kpymy Bin mitedt, ski
OTpUMYBaJM afpeHatiH (auB. Tabuigo 1).

Ta6nuus 1. Aemorpadiuni 3Minni ansa nonynaunii Beix nanienTis, ki
oTpHMYBaJH nikyBaHHA (APT).

XapakTepncruka Byneconin AppeHatin
{n=35) (n=31)
Bik (micsanis)
Cepeane 20,9 24,9 _
3HAYEHHS
CB 12,7 12,5
Miu., Make. 7,6; 71,6 8,6; 55,2
CraTb
Yonosiua 23 22
Kinoua 12 9
Paca
€sponeoinna 32 29
Monrosoigna
paca 1 0
Inma 2 2 ~
3pict (cm)*
n 32 25
Cepeane
3HAYEHHA 84,6 92,0
CB 10,3 13,7
Miu., Makc. 70; 119 73; 138
Maca Tina (kr)
Cepeane 12,7 13,8
IHAYCHHA
CB 3,2 34
Min., Maxke. 9; 23 6; 20 B
CAT (mm prt. cT.)*
n 34 28
Cepeane
3HAYEHHS 98 101
CB 11 18
Min., Make. 68; 126 62; 145
JAT (mm pT. cT.)*
n 34 28
Cepeane
3HAYEHHHA 60 62
CB 9 11 ~
KOH®IEHLIMHA IHOOPMALILA,
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Min., Maxkc. 44; 86 48; 100
IIyasbe (yaapis/xpnauny)*

n 35 28

Cepeane 144 142

3HAYEHHS

CB 17 15

Miu., Make. 110; 183 120; 180

TpuBagicTh MOTOYHOIO HANALY
Kpyny (roaux)

Cepeane 31
IHAYEHHS 26
CB 21 21
Miu., Make. 3; 96 2; 72
* Y nauienris 102, 103, 106, 112, 113, 118, 120, 129, 226 pani oo 3pocty Gy.au

BigcyTHi
* Y nauienris 106, 131, 210 6ysm BincyTHi aani moao CAT, JAT ta myiancy.
* Y naumienra 229 6ynn siacytHi aani mogo CAT Ta JIAT.

APT — yci nauienTy, Aki OTpHMAIH MiKYBaHHS.

Ha mMomeHT rochitanisauii 22 aiteit (62,9%) y rpymi 3actocyBanHs GyaecoHimy
cTpaknanu KpyrnoM Big 1 mo 4 nuis, BogHo4uac 15 marienTis (48,4%) y rpymi
3aCTOCYBAaHHA aJpeHaNiHy Mali CUMITOMHU Kpymy Brponosx 1 nns a6o posie. ¥
peWTH AiTeil CUMITTOMH KPYIy CHOCTEPIiTaliNCa MEHIIE HIX 24 TOMHH,

20. Pesynbraty eeKTUBHOCTI

Tpunuate m’ATh Nalli€HTIB OTpUMYyBaju GyAecoHin, a 31 — aapeHaiH.
YV KoXHil rpymni JIikKyBaHHS CIIOCTEpiranocsa 3HaYHe 3HIKEHHS 3araJIbHOT
OLIiHKH CHMIITOMIB KpyIly B IOpiBHAHHI 3 BUXiAHUM piBHEM TS KOXKHOTO
KOHTPOJIBHOTO MOMEHTY 4acy. CepenHs 3arajibHa Ol[iHKa CUMIITOMIB
KpYIy y rpymi 3acTocyBaHH: 6yaecoHiny 6yna 3Ha4HO 3HIDKeHa 3 7,1

(0 roguH, BuxixHuii pisens) 1o 5,3 (0,5 rogunn), 4,6 (1,0 ronun), 4,1
(1,5 rogunn), 3,8 (2,0 rogunu), 3,4 (12,0 rogunn) Ta 3,3 (24,0 roguHu).
He Oymo 3Hagymol pi3HULI B 3HWKEHH{ 3aTaIbHOT OIIIHKY CHMIITOMIB
KpYITy MiX IpyTlaM¥ 3aCTOCYBaHHA OyJeCOHiy Ta aZpeHalliHy NPOTATOM
yChOro IOCHIIKSHHA MiciA ONpaBKY Ha BUXigHuil piseHs (ANCOVA).
OnHak BCTaHOBJICHA HEBEJIMKA TEHICHIIA HAa KOPUCTh afpeHalliHy [oL0
MOKpalIeHHA B Nepllly roauHy (pisHULA [aapeHaniH MiHyc OynecoHin)] =
0,7, p = 10,0848 gepes 0,5 rogunn; pizauis = 0,7, p = 0,0527 gepes 1,0
TOIUHH).

OueBuaHHU MOYATOK Ail OyIecOHixy MOYUHABCS NPOTAroM 30 XBWIKH Ta
TPHBAB NMPOTATOM 2 TOAMH IICJIA TOrO XK Mepioay yacy, 1o i anpeHaiH.
OpnHak iHTepIpeTalis pe3yabTaTiB Uepe3 2 TOOUHU 0yia CKIIagHOIO,
OCKiNBKY B KOXKHIH rpyni ikyBaHHs Oyia nonibHa KibKiCTh AiTel
(6yneconin: 40%, agpenanin: 50%), sxa morpedyBajia 3aCTOCYBaHHA
JONATKOBHX MEePOpabHIX/BHYTPILIHEOM I30BUX CTEPOiNiB abo
anpeHaliHy mis HeOynaiizepa yepe3 2 roaMHM.

He 6yno 3na4HOl pi3HUI Y BiICOTKOBOMY 3Ha4Y€HHI caTypauil KHCHeM
MDX rpynamu JTikyBaHHA 6yJeCOHIZOM Ta aApEHAIHOM Y )KOMIEH
KOHTPOJILHII MOMEHT uacy. Mix BoMa rpynaMH He criocTepiranocs
BiIMiHHOCTel B 4aCTOTi AUXaHHA, YaCTOTi MyJIbCY, TPHUBAIOCTI
rocmitanizamii Ta KinbkocTi aiteld, Aki norpeGyBanu 3acTOCYBaHHA
IOAATKOBHX CTEPOiAiB/afpeHATiHY. -

21. Pezynpratu 6e3nexn

O6uzpa BapiaHTH JiKyBaHHi q00pe nepeHocunuca. Y ciMHaauATH
BIACOTKIB maIli€HTiB, ki oOTpHMyBainu 6yaecoHin, BinMivamucs no6iuni

edekTy, 1o 6yio 6iiblI CIPUATINBUM y NOPiBHAHHI 3 IPYIIO0 JIiKyBaHHS
agpeHaninoM (19%). IlosinommoBani HSI Binnosinanu BipycHOMY KpyIy;
mpo JlapiHrodapiHrealbHU# BIUIMB He noBifoMisiocs. JKoaHa qUTHHAE He
notpebyBana inTy6auii mix yac JocaimkeHHs, He Masa cepiio3HUX abo

Tsokkux H abo 3mymena 6yiia npuIMHUATE y4acTh Y AOCHiKeHH] depes3
HJS1 nip vyac mepioxy DOCHipKEHHS.
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22. BUCHOBOK (3aK/IFOUEHHA) e mocnimkeHHA MiATBEpIIO, O GymecoHin as HeGynaitsepa B 1031
2 Mr Ma€ NoiOHi KIiHiYHI e(eKTH B IOPIBHAHHI 3 aJpeHaTiHOM IS
HeOymaifzepa B 103i 4 Mr Ui JIikyBaHHSA rOCTPOi 06CTPYKIil BEPXHIX
IVXajJbHUX LULIXiB Y HallieHTIB i3 MOMipHO-TSDKKUM KpymoM. Byneconin
i HeQyaif3epa ciill po3riiiaTH AK aJbTEPHATUBY afpeHaNiHy IS
HeOynalizepa AK Tepariro nepiuol JiHil B il rpymni mauieHTiB

BasBHUK (BNacHMK peecTpariiforo | Iligmmcano y nporpami DocuSign:
MTOCBiTYEHHA) /migrmc/
97094F653B284DS...

I-p ixasxkymap ['vpyraran (Dr. Jayakumar Gurunathan)

(I1IB)

/minnumc/

INevarka: Yxkpaina, M. Kuis, ToBapuctso 3 o6mexeHoro Binnosiganshictio tACTPASEHEKA
YKPAIHA», Inentudikaniitamii kog 37037434.

Lleit mepexnan 3 aHIMIHCHKOI MOBH Ha YKpaiHCBKY MOBY 3pOGJIEHO MHOIO, IEpEKiiafadeM
Koctrounk IOmnieto CepriiBroro ,
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study
Report (CSR):

Astra Australia

Astra Pharmaceuticals Pty Ltd
5 Alma Road

North Ryde

New South Wales (NSW) 2113
Australia

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Australia

Astra Pharmaceuticals Pty Ltd

5 Alma Road

North Ryde

NSW 2113

Australia

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal product
for which registration was
conducted or planned to be
conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical
trial, code number of the
clinical trial

A double-blind, randomised, placebo-controlled study of the effect of the
nebulised budesonide (Pulmicort™) in laryngo-tracheo-bronchitis (croup),
Study 04-9294.

6. Clinical trial phase A
7. Clinical trial time frame From March 1994 through April 1996
8. Countries where the Australia
clinical trial was conducted
9. Number of subjects Planned: 86
Actual: 83

10. Primary and secondary
objectives of the clinical trial

The primary objective was to compare the effects of repeated administration
of nebulised budesonide and placebo on total croup symptom score, in
children with acute or spasmodic croup.
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11. Clinical trial design

National, single-centre, Randomised, double-blind, placebo-controlled,
parallel group study.

12. Key inclusion criteria

e  Agerange > 6 months and < 8 years.

e  Acute or spasmodic croup, defined as clinical syndrome consisting of
inspiratory stridor, barking cough, hoarseness and signs of respiratory
distress.

e  Stable (2 consecutive, consistent scores in the hour prior to entry) croup
symptom score > 4.

13. Investigational medicinal
product, method of
administration, strength

Budesonide nebulising suspension, 2 mg/4 mL every 12 hours for up to
36 hours (4 doses) or until discharge from hospital (whichever occurred
first).

14. Comparator, dose, method
of administration, strength

Placebo (nebulising suspension minus budesonide), 4 mL every 12 hours for
up to 36 hours (4 doses) or until discharge from hospital (whichever occurred
first).

15. Concomitant therapy

Nebulised adrenaline was allowed during the study if considered necessary
by the treating physician. Other medication considered necessary for the
welfare of the patient was given at the discretion of the investigator.

16. Efficacy endpoints

The primary efficacy variable was the total croup score.
The secondary measures of efficacy were:

e  Duration of hospital stay.

e  Relapse rate.

e  Percentage of oxygen saturation.

e  Number of intubations.

e  Number of adrenaline treatments.

17. Safety endpoints

Adverse event (AE) data.

18. Statistical methods

The primary efficacy variable, the total croup symptom score, was analysed
using a repeated measures analysis of variance (ANOVA) model to account
for the variation in scores over time. Comparisons were made to see if there
was a statistically significant change from baseline (0 hour) within each
treatment group and whether there was a significant difference between
treatments at each assessment.

The percentage oxygen saturation was presented as descriptive statistics for
the available patients at each assessment since many patients received the
nebulised drug with oxygen instead of atmospheric air.

Where duration of hospital stay was calculated, it was analysed on a
logarithmic scale using ANOVA with treatment as a factor. Results were
presented as geometric means with 95% confidence intervals and p-values.
Descriptive statistics were presented for the number of adrenaline treatments,
and the number of patients completing each administration of study therapy.
It was originally stated that relapse rate would be defined as readmission
within 3 days of completing treatment. The actual data collected on the case
report form identified patients requiring further medical intervention, rather
than readmission, within 3 days. Relapse rates for each treatment were,
therefore, not presented.
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Descriptive statistics were presented for AE data.
19. Demographic data of the Eighty-three patients were randomised to treatment, of whom 82 completed
study population (sex, age, the study and were included in the APT analysis.
race, etc.) The demographic variables for the all patients treated (APT) analysis are
summarised in Table 3. The 2 groups appeared to be well matched in terms
of their demographic variables. Overall, the 82 patients (64 males) had a
mean =+ standard deviation (SD) age of 27 + 21 (range 6 to 93) months and
the mean = SD duration of the current croup attack was
25+ 29 (range 1 to 96) hours.
Table 3. Demographic variables of APT patients.
Characteristic Budesonide Placebo
(n=42) (n=40)
Age (months) Mean 271 25.8
SD 173 121
Min 6 9
Max 93 52
Sex Male 32 2
Female 10 8
Race Caucasian 42 38
Oriental 0 2
Height (cim)’ Mean 85.0 80.7
sD 294 16.9
Min 47 50
Max 136 109
Weight (kg) Mean 140 135
SD 42 3.0
Min 9 8
Max 30 19
Pulse (beats/min)° Mean 139.4 129.9
sD 18.0 149
Min 100 100
Max 180 170
SBP {mmHg)* Mean 1055 1149
SD 27 176
Min 76 96
Max 138 147
DBP (mmHg)* Mean 58.7 62.7
SD 16.4 77
Min 36 50
Max 77 75
# Height was only measured for 16 patients (Budesonide = 6, Placebo = 10).
@ Pulse was only measured for 70 patients (Budesonide = 35, Placebo =33).
" SBP/DBP was only measured for 15 patients {Budesonide = 6, Placebo = g).
The croup history of patients included in the APT analysis is shown in
Table 4.
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Table 4, Croup history of patients included in the APT analysis.

Budesanide Placebo
(n=42) (n=40)
Type of Croup*
Acute laryngotracheobronchitis 34 36
Spasmodic croup 7 4
Duration current croup attack (h)
Mean 259 239
SD 210 19.7
Median 240 18.0
Min 20 1.0
Max 96.0 96.0

* Patient 003, Budesonide, had missing data for type of croup.

20. Efficacy outcomes

Two hours after the first nebulised dose, both the budesonide and placebo
groups showed a similar and significant improvement in croup symptoms, as
indicated by the change from baseline in the mean + standard error of the
mean (SEM) total croup symptom scores (budesonide: -1.4 + 0.4;

placebo: -1.0 = 0.2) and by the fact that the croup scores of the budesonide
and placebo groups were not significantly different. By 6 hours, the mean +
SEM change from baseline in budesonide-treated children had increased
further, whereas in the placebo group there was no further change
(budesonide: -2.3 + 0.3; placebo: -0.8 £ 0.3). The mean + SEM total croup
score in the budesonide group was significantly lower than in the placebo
group (p = 0.0006). These differences were similarly evident at 12 hours
(budesonide; -2.4 + 0.4; placebo: -1.3 £ 0.3; p = 0.009) and 24 hours
(budesonide: -2.5 + 0.4; placebo: -1.5 £ 0.3; p = 0.03). There was no
significant difference between the budesonide and placebo groups in terms of
the number of patients completing each administration of study therapy.
There was no difference between budesonide- and placebo-treated patients in
terms of oxygen saturation, the duration of hospital stay, the number
receiving additional adrenaline or in the number of occasions on which
adrenaline was administered. No patients were intubated.

For budesonide and placebo groups, the number of patients requiring further
medical intervention for croup within 3 days of completing treatment was 1
and 8, respectively. This difference was statistically significant (p = 0.013).

21. Safety outcomes

Eight patients experienced AEs that warranted their withdrawal from the
study. Two patients experienced increased respiratory distress, and in one of
these cases, the respiratory distress was considered severe in intensity and
serious in nature, The remaining 6 patients discontinued due to emotional
distress. In these cases, the emotional distress was as a result of placing the
nebuliser mask over the face of the child. The mode of administration of the
study drug may also have been responsible, either directly or indirectly, for
some of the most commonly reported AEs (ie, emotional lability, vomiting
and mental distress).

22. Conclusion (findings)

In conclusion, administration via a nebuliser of 2 mg budesonide at 12-hourly
intervals was more effective than placebo in reducing total croup symptom
scores in children with acute or spasmodic croup.
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ITepexnan 3 aHrIiiCEKOT MOBH Ha YKPaiHCBKY MOBY

3BiT npo KIIiHIiYHE BUIPOOYBaHHS

1. Ha3pa nikapcbkoro 3aco6y
(3a HaIBHOCTiI — HOMeEp
peecTpaliifHoro
TIOCBiUeHH)

Byneconing Actpa3eHeka (MixHapoJHa HellaTeHTOBaHa Ha3Ba — OyIeCORin)

2. 3agBHHUK

Jaui sracuuka peecrpauniiinoro nocpinuennst (BPIT), 3a3uaqeni y 3siti
npo kiainiyne punpodyeanns (3KB):

Actpa ABctpaiis (Astra Australia)

AcTtpa ®apmacsroTikaic ITti JITa (Astra Pharmaceuticals Pty Ltd)

5 Anbsma Poyn, Hopt Paitn, Hosuii ITiBnennuit Vensc, 2113, Acrpanis

(5 Alma Road 3
North Ryde

New South Wales (NSW) 2113

Australia)

Jani BPII ua noto4nuii MOMENT:

AcTtpa3ereka AB (AstraZeneca AB)

SE-151 85 Copepran’e, HIpeuis (SE-151 85 Sodertilje

Sweden)

3. BupoOHuk

Jani supobunka, 3aznaveni y 3KB:
AcTtpa ABcTpaiis

AcTtpa ®apMacetoTikaic ITti JItn

5 Ansma Poyp,

Hopr Paiin,

Hoguit ITiBgennuit Yensc, 2113,
ABCTpaiis

Jani BHpoGHNKA HA MOTOYHHIT MOMEHT:!
Actpa3enexa Ab

SE-151 85 Comepran’e,

IBenis =

4. TIpoBeneHi NOCTiIKEHHA:

Tak

1) Tun nikapcepkoro 3acody, 3a
SIKAM TpoBoIuIacs abo
IUTAaHY€EThCS peeCTpaLlis

Jlikapcekuit 3aci6 3a MOBHMM J0ChE (aBTOHOMHE JOCKE)

5. IToBHa Ha3Ba KIiHIYHOTO
BUNpOoOyBaHHA, KOAOBaHUIH
HOMep KIIiHI{YHOIro
BUIPOOYBaHH:A

IoxgiitHe crine, paHAOMi30BaHe, IaLe60-KOHTPOJIbOBaHE BUIIPOOYBaHH 3
OLHKH edeKTHBHOCTI posnunenoro 6ynecoriny (ITymsmikopt [Pulmicort™])
TIpH JIapuHroTpaxeoOpoHxiTi (kpymi); BunpoOysanus 04-9294.

6. ®aza wiiHiYHOTO
BUIPOOYBaHHA

IITA

7. Ilepion npoBeAeHHA
KJTiHiYHOTrO BUNpoOyBaHH:A

3 6epesns 1994 poky no ksiteHs 1996 poky

8. Kpainu, ne npoBoawiiocs
KJIiHiYHe BUNpoOyBaHHA

ABscrpanis

9. KinbkicTh HOCHTiKyBaHUX

3amiaHoBaHa: 86 =
daxktuaHa: 83

10. Meta Ta BTOpUHH] IiTi
KJIiHIYHOTO BUNPOOYBaHH:A

Meroro BUIpoOyBaHHA GyNI0 BU3HAYHTH BIUTUB TIOBTOPHOTO 3aCTOCYBAHHS
po3mwieHoro 6yecoHify MOPiBHAHO 3 IUIaLe00 Ha 3aralbHUi MOKa3HHUK
OIiHKH CUMITOMIB KpyIy B IiTeii i3 rocTpuM abo cnasMaTHYHUM KpPYIIOM.
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11. Tuzaiin kniHiYHOTO
BUIIPOOYBaHHs

HarnionansHe, OMHOLIEHTPOBE, paHIOMi30BaHe, NOABiiiHe ciime,
wiaue60-KOHTPOILOBaHe BUNIPOOYBaHHA B NapaJie/IbHUX Tpymnax.

12. OcHoBHi kpuTepil
BKJIIOYEHHS

e Bik y niana3oni Bix > 6 micsauis no < 8 poxkis.

e Toctpuif abo criasMaTW4HUH KpyI, L0 BU3HAYAETHCA AK KIiHIYHIH
CHHJIpOM, AKHUI CKIANAETHCS 3 TAKMX CUMIITOMIB 5K iHCIipaTopHUi
CTPHUIOP, TaBKAIOYHIi Kallelb, OXPHUILTICTh TOJIOCY Ta 03HAKU
pecHipaTopHOro IUCTpecy.

o CralinbHuil MOKA3HUK OLIHKH CUMIITOMIB Kpymy > 4 (ctabinbHi
MOKa3HUKH NPU 2 TOCHiIOBHUX OLiHIOBAHHAX MPOTATOM TOIUHY 10
BKJIFOYEHHS Yy BUIIPOOYBaHHS).

13. MochimkyBaHuit
nikapcbkuit 3acib, croci6
3aCTOCYBaHHS, CHJIa Aii

BynecoHin, cycrieHsis mis po3nuieH s, 2 Mr/4 MJI KOXHi 12 TOAUH MPOTATroM
36 roauH (4 no3u) abo 10 BUIMKUCKU 3 JikapHi (3ay1e:KHO Bif TOTO, 10
BiaGyneTscs paHilue).

14. IlpenapaT NOpiBHAHHS,
Io3a, croci0 3acToCyBaHH,
cwia aii

ITnane6o (cycnensis Lis po3NUWISHH, IO HE MiCTUTb OYECOHIX), 4 MJT KOXKHI
12 romun npotsarom 36 roauH (4 mo3m) abo 40 BHIUCKH 3 JiKapHi (3a1eXHO
Bij TOTO, 110 BigOyaeThbcs paHile).

15. CymyTHsa Teparis

IpotsaroM BUNpoOGyBaHHS AO3BOJIAJIOCA 38 MOTpeOU 3aCTOCOBYBATH
PO3MMIEHHUIt apeHallit, AKIIO Jikap BBaXkaB Iie 3a HeoOxixHe. [nmi miky,
MOTpPi0HI IJTA XOPOIIOro caMOMOYYTTA Nalli€HTa, 3aCTOCOBYBAIIUCS HA PO3CYA
IOCITiTHUKA.

16. Kpurepii oLinku
€(EeKTHBHOCTI

INepBUHHIM KpuTepieM edekTHUBHOCT OyB 3arajbHuif IOKa3HKK OLIHKH
Kpymy. BropuHHUMY KpUTepiaMu edeKTHBHOCTI Oyiiu:

e TpuBaticTh nepeOyBaHHA B JiKapHi

e UacroTa penauBiB

e BincoTkoBe 3HaYeHHA KHCHEBOI caTypallii
o KinpkicTh Bumaakis intyGanil

e KinpKicTb BUIAAKIB 3aCTOCYBaHHA aJpeHaTiHy

17. KpuTepii oninku Ge3nexu

Hani moxo HeGaxanux sasum (H).

18. CratrcTHdHI METOAN

OcHOBHHIf KpuTepiit edexkTHBHOCTI (3arajibHUf HOKa3HUK OLIHKH CUMIITOMIB
KpPYITy) aHaJli3yBaBcs i3 3aCTOCYBaHHAM MOJeNi AUCTIEpCitHOTO aHaTizy
MOBTOpHHX BuMipioBaHb (ANOV A), ne BpaxoByeTbecs JUHAMiKa 3MiH
NoKa3HUKiB. [Tpx KOXXHOMY OIliHIOBaHHI IPOBOJWINCA IOPiBHAHHA, 106
3’ACYBaTH, YU € CTATHCTUYHO 3HAYYIIi 3MiHH Bil BuXigHoTO piBHS (0 roauH)
y KOXHIil rpymi JiKyBaHHA Ta YH € CyTTEBA Pi3HULIA MiX 3aCTOCOBaHKMM
HpenapaTamMu.

IMpu k0XHOMY OLIiHIOBaHHI BiZICOTKOBE 3HAUEeHHs KUCHEBOI caTypauii
OLIHIOBAJIOCA METOAAMH OIMCOBOT CTATUCTHKU Y THX MALi€HTIB, SKUX 1Ie
CTOCYBAJIOCA, OCKiIbKH §arato nauieHTiB OTpUMYBaIH pO3NIIEHUH
nikapchkui 3aci6 i3 KHCHeM 3aMiCTh aTMOC(EPHOro NoBiTps.

V pasi po3paxyHKy TpHUBAJIOCTi rocmiTanisamii aHani3 npoBoaMBCA 3a
JonoMororo JiorapudmivHol mkanu i3 3acrocyBanHsM ANOVA, fie pakTopom
OyB 3acTocoBaHuit penapar. Pe3ysbTaTi 6ynu IpeAcTaBIeHi y BUIVLAL
cepelHiX reOMEeTPpHUIHHUX i3 95 % moBipYMMHM iHTEpBaJIaMHU Ta P-3HAYEHHAMM.
MeToaH OTMCOBOT CTATHCTUKH 3aCTOCOBYBAIMCA IJIA aHAJi3Yy KibKOCTi
BUIIAJKIB 33CTOCYBAHHA aJjpeHalTiHy Ta KUIBKOCTI NAIi€HTIB, AKi 3aBEPILAIH
KOXEH ceaHC JoCimKyBaHol Tepanii. Crioyatky 6yi0 3a3Ha4eHo, 1[0 4acTOTa
peurauBiB BU3HAYATHMETHCS Ha ITiICTaBi MOBTOPHOI rocmiTanisanii DpoTAroMm
3 muiB micnA 3aBepIneHHs JiKyBaHHA, PaKTUYHI AaHi, OTpUMaHi 3
iHAMBiAyaJIbHUX peecTpallitHuX ¢hopM, JO3BOIMIM BUABUTH NIALIIEHTIB, AKi
HpoTaroM 3 IHIB MOTpeOyBaIN NONANBIIOrO MEAMYHOTO BTPYJaHHs, & He
NOBTOpHOY rocmitamizauii, OTke, 4acTOTY peLIUIUBIB IPH 3aCTOCYBaHH]
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KOXKHOTO 3 IpenapaTiB He 6yJI0 MpeacTaBlIeHo.
Hani moxo HSI ananizyBanucs METOAaMU OIMCOBOT CTATUCTHKH.

19. HemorpadivHi mokasHUKH
JOCTiUKYBaHOT MOy ALl
(crars, Bik, paca TOLIO)

JUna oTpuMaHHA JTiKyBaHHA Oyiu paHaoMizoBaHi 83 manienTn, 82 3 sAkux
3aBepIIWIX BUNPpoOyBaHHA Ta OyH BKJIIOYEHI B aHAJI3 JaHUX Y BHOIpIi BCix
MauieHTiB, AKi OTpUMyBanu JikyBaHHA (APT).
JemorpadivHi MoKa3sHHKM L1A aHANI3y JaHUX YCiX MauieHTiB, AKi OTpUMYBaIK
nixyBaHHs (APT), Hapeneno B Tabnumi 3. Jlemorpadidni mokasHUKH
manieHTiB 2 rpyn OyJid LIKOM 3iCTaBHUMM. 3arajioM, cepeaHiit Bik

82 mauienTip (64 nanieHTH 40JI0BiYOY cTaTi) + cTaHKapTHe BigxmwreHHA (SD)
craHoBuB 27 + 21 micauis (y miamasoHi Big 6 10 93), cepenHs TpUBaNicTh
[OTOYHOTO Hanaxy Kpymy + SD craHoBwna 25 £ 29 roauH (y aiamasosi Bia.

1 no 96).
Tabnuug 3. JeMorpadiuHi noka3HHKH BCiX mauieHTiB y Bubipii APT
Byneconin TTnaue6o
XapakTepHCTHKa (n=42) (n=40)
Bix (micsmis) Cepennue 27,1 25,8
3HAYEHHS
SD 17,3 12,1
Min. 6 9
Makc. 93 52
Cratp Yonosiua 32 32
XKinoua 10 8
Paca €BponeoinHa 42 38
Mosronoinaa 0 2
3pict (cm)* Cepenne 85,0 80,7
3HAYCHHSA
SD 29,4 16,9
Min. 47 50
Makc. 136 109
Maca Tina (kr) Cepenne 14,0 13,5
3HAYEHHS
SD 4,2 3,0
Min. 9 8
Maxkc. 30 19
Iynsc (ynapis/xB)* Cepeane 139,4 129,9
3HaYEHHS
SD 18,0 14,9 B
Min. 100 100
Makc. 180 170
Cucroniunuii Cepenne 105,5 114,9
apTepiaNsHui THCK 3HAYECHHA
(CAT) (MM pr. c1.)*
SD 22,7 17,6
Min. 76 96
Maxc. 138 147
Hiacroniunnii Cepenne 58,7 62,7
apTepialbHUi THCK 3Ha4YEHHS
(JAT) (MM pT. cT.)*
SD 16,4 7,7
Min. 36 50
Makc. 77 75

# 3pict Gyno BuMipsHo nume y 16 nauientis (6ynecoHin = 6, miaue6o = 10).
@ Tlynsc 6yno BumMipsaHo muwe y 70 nauienTis (6yaeconin = 35, nmnane6o = 35).
* CAT/IAT 6yno BumipsaHo nuie y 15 nauientis (Gyaeconig = 6, mnaue6o = 9).
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HaHi mon0 mepebiry kpyny y nanieHTiB, BKIIOYEHHX B aHaTi3 y BUGipIi
APT, 3a3zgaueHo B Tabnuii 4.

TaGnuusa 4. Jlani mwozxo nepebiry Kpymy y NalieHTiB, BKIIOYEHNX B aHani3 y subipui APT

Byneconin Inaue6o
(n=42) (n=40)

Tun xpyny*

TocTpHit 1apHHrOTPaxeoGpoHXIT 34 36

Cna3maruynnii xpyn 7 4
TpHBanicTs NOTOYHOro Hanaay kpymy (Tog)

Cepenne 3HaueHHA 25,9 23,9

SD 21,0 19,7

Meniana 22,0 18,0

Min, 2,0 1,0
Make. 96,0 96,0

* V nauienta 003 3 rpynu Gyaeconiny Oynu BiACYTHI AaHi 100 TUIY KPYITY.

20. Pe3ynbsTaTtd e(eKTUBHOCTI

Yepes 2 roadHH ICIA PO3NUIESHHS HepIoi 03U B 060X rpynax (6ynecoHiny
Ta IU1ane6o0) crocrepiranocs 3icTaBHe CYTTEBE NOKPAIIEHHA CHMIITOMIB
KpYITy, 0 BU3HAYAJIOCS 32 3MiHOIO CepeHbOrO 3aralbHOTO TIOKa3HUKa
OLiIHKA CHMIITOMIB KPYITy BiJl BUXiIHOTO piBHA + CTAaHAAPTHA IOMUIKA  _
cepeaHboro 3HaueHHs (SEM) (6ymeconin: —1,4 + 0,4; wrane6o: —1,0 £ 0,2),

a TaxkoXx 3a TUM (aKToM, 10 OKa3HUKH OIiHKH KPYITy B rpynax 6yaecoHiny
Ta [Iane6o CyTTeBo He Biapizusmucs. Uepes 6 roauH 3MiHU cepeIHBOTO
MoKa3HHUKa Bif BuUXimHoro piBHA = SEM y niteif, AKUM 3aCTOCOBYBaIH
OynecoHin, Gy Ine CyTTEBIIUMH, TOAi K Yy Py Iane6o NoAalbIIuX 3MiH
He BigsHadanocs (Oyneconin: —2,3 £ 0,3; mwrane6o: —0,8 £ 0,3). Cepenniit
3arajibHMIA TIOKa3HUK OLHKHU KpyIty = SEM y rpymni G6yaecoHiny 6yB 3Ha4HO
HIKYHM, HiX y rpymi miane6o (p = 0,0006). Li BinmMiHHOCTI 6ynu oqHAaKOBO
oueBMIHHUMM Yepe3 12 roguH (Oyneconin: —2,4 + 0,4; mmanebo: 1,3 £0,3;

p = 0,009) Ta 24 rogunu (6yneconix: —2,5 + 0,4; miane6o: —1,5+0,3;p =~
0,03). He BusBJIE€HO CYTTEBOI Pi3HUILI MX rpyIiaMu 3acTOCYBaHHA OyIeCOHITY
Ta ianebo y KiJbKoCTi MalieHTiB, SKi 3aBEpIIMIN KOXKEH CEaHC
JocimKyBanoi Teparii. He BusBneHo pisHUL| Mix rpynaMu 6ynecoHiny Ta
wianeGo y KHCHEBIi catypauil, TpUBayocTi rocmitanizanii, KibkocTi
HALi€HTIB, AKi JOJATKOBO OTPHMYBAJIH apeHaliH, a60 KiIbKOCTi BUIAAKiB
3aCTOCYBaHHA afpeHaniHy. JKoqHOMY nallieHTy He MpoBoauiHM iHTY6alliro.

V rpynax 6yneconify Ta miane6o KiIbKicTh MalieHTiB, fki noTpeSyBanu
IOJANBIIOr0 MEANYHOTO BTPYUAHHS 3 IPHBOIY KPYITy B 3-IeHHUIT nepion
IicJIA 3aBepINEHHS JIIKYBaHH, cTaHoBmIA 1 Ta §, BianosinHo. g pisaums -
Oyna craTHCcTHYHO 3Hagymoro (p = 0,013).

21. Pe3ynbTaTu 6e3nexu

V 8 manientis BuHUKIN HS, s1ki cTainy NpUYUHOIO iX BUKIIOUEHH 3
BUNpPoOyBaHHA. ¥V 2 MallicHTiB pO3BUBCA 3HAUHUN pecNipaTOpHUIi UCTpEC,
OpHYOMY B OXHOMY 3 IIMX BUMAJIK{B #oro 6yJI0 BU3HAHO TSKKHM 32
iHTEHCHBHICTIO Ta CEpIO3HMM 3a XapakTepoM. Pemra 6 nauieHTiB NpHIHHANTA
JiKyBaHHS Yepe3 eMOLiiHu cTpec. V IUX BHNAJKaX eMOLilHMH cTpec OyB
CTIpHYMHEHUH HAIATaHHAM Macky HeGyJaiizepa Ha o6mmas aurHHY. CHoci6
BBEJICHHs JOCITIIUKYBAHOTO HpeTapaTy Mir Takox OyTH NpsaMoio abo
OMIoCepeIKOBAHOK NPUYHHOIO Aeskux HI, fki peecTpyBanucsa HaluacTile
(eMoiifHa 1aGinbHICT, 6IOBAaHHA Ta NCHXIYHMH CTpeEC).

22. BHCHOBOK (3aKJTFOYECHHS)

3actocyBanHs OynecoHiny B f03i 2 Mr 3 12-roJMHHEMH iHTEpBaNaMH 3a
JOTIIOMOTO0 HeOynaitsepa Oyno eGeKTHBHIIINM JUIS 3HIKEHHS 3aralbHUX
NOKA3HUKIB OIIHKA CHMIITOMIB KPYITy y AiTel i3 roctpum abo crna3MaTUdHUAM
KpYIOM, HiX IUiane6o.
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical
Study Report (CSR):
Astra Pharmaceuticals
Home Park

Kings Langley
Hertfordshire

WD4 §DH

Current MAH details:
AstraZeneca AB
SE-151 85 Sodertidlje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
Not reported.

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

1) type of medicinal product for
which registration was conducted or
planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

Pulmicort® Respules® versus Oral Steroids: a ProspectivE Clinical
Trial in Acute ASthma (PROSPECTS): CHILDREN, Study 04-9305

6. Clinical trial phase

1Ib

7. Clinical trial time frame

From 28 November 1994 through 27 February 1997

8. Countries where the clinical trial
was conducted

United Kingdom

9. Number of subjects

Planned: 100
Actual: 48 randomised.

10. Primary and secondary objectives
of the clinical trial

The primary objective was to compare the efficacy of nebulised

budesonide with oral steroid in the management of acute asthma

following hospital admission.

Secondary objectives were:

e To compare the rate of improvement in forced expiratory
volume in 1 second (FEV) between treatments during the first
8 hours.

e  To compare other efficacy parameters between treatments at
24 hours:
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—  Lung function (peak expiratory flow [PEF], forced vital
capacity [FVC]).

—  Respiratory and pulse rate.

—  Oxygen saturation.

—  Asthma symptom severity.

o  To compare the efficacy of inhaled steroid treatment (nebulised
budesonide in hospital followed by budesonide Turbohaler® on
discharge) with systemic oral steroids (oral steroids in hospital
followed by a 3-day course of oral steroids on discharge) in
terms of lung function (PEF), asthma symptom control recorded
in diary cards, relapse and re-admission rates recorded at
clinical visits 3 and 24 days following discharge from hospital.

o  To compare between treatments the time taken to reach 75% of
predicted normal PEF.

11. Clinical trial design

Double-blind, double-dummy, randomised, parallel-group study.

12. Key inclusion criteria

Children, male and female, between the ages of 5 and 16 years with
severe asthma sufficient to warrant hospital admission and evidence
of tachypnoea and tachycardia (appropriate for age).

13. Investigational medicinal product,
method of administration, strength

Nebulised budesonide (Pulmicort® Respules®): 2 mg every 8 hours.

Inhaled budesonide (Pulmicort® Turbohaler®): 800 pg twice daily
(BID) or 400 pg BID.

14. Comparator, dose, method of
administration, strength

Oral prednisolone 2 mg/kg (maximum 40 mg) according to the
protocol.

15. Concomitant therapy

Terbutaline nebuliser solution (Bricanyl® Respules®) was provided
as rescue medication.

Rescue medication was changed to Bricanyl® Turbohaler® when
Pulmicort® Turbohaler® started.

16. Efficacy endpoints

The primary outcome variable was the improvement in FEV
measured 24 hours after treatment initiation.

17. Safety endpoints

Adverse events (AEs) and vital signs.

18. Statistical methods

Data from all completed and withdrawn patients (including treatment
failures) were incorporated into an All Patients Treated analysis. All
efficacy variables recorded at clinic visits were analysed for change
from Baseline to 4 and 24 hours between treatments. The last value
extended principle was used where data from the 24-hour acute phase
were missing, on the condition that the patient had at least

1 assessment of efficacy after entry.

For continuous data (lung function, bronchodilator use, oxygen
saturation, pulse and respiratory rate) an unpaired t-test for between-
treatment comparisons was used (pulse and respiratory rate after

24 hours and pulse after 4 hours). In the event that the data were not
normally distributed, the Wilcoxon rank sum test was used instead
(all other variables). For within-treatment comparisons, either the
paired t-test was used (pulse and respiratory rate after 24 hours and
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pulse after 4 hours) or the Wilcoxon signed rank test if the data were
not normally distributed (all other variables). An area under the curve
analysis of FEV during the first 8 hours was used to calculate a
weighted average for each patient. The treatment groups were then
compared by the Wilcoxon rank sum test.

For ordinal data (asthma symptoms), the Wilcoxon rank sum test for
between-treatment comparisons was used. For comparison within
treatments, the Wilcoxon signed rank test was used.

Fisher’s exact test was use to compare relapse rates between
treatments and a log-rank test (from survival analysis) was used to
analyse the time taken to achieve 75% of predicted normal PEF.

19. Demographic data of the study
population (sex, age, race, etc.)

Table 1: Demographic details

Demographic data are included in Table 1. The 2 treatment groups
were comparable with respect to age, sex, race, height and weight.

Nobulised Budesonide Orul Prednisolone
Number of patients 22 24
Age (yoars)
Mean £ SD 87+27 B.B8%3.1
N 22 24
Min - Max 5.1.13.8 52- 153
Sex nit)
Male 15 (68) 14 (38}
Female 13D 10 (42)
Weight. (kg
Mean 2 5D 20295 342162
N 22 23
Min - Max 15.6 . 4B.2 159.71.3
Height {cm) :
Mean = SD 1306 2173 1328.1G3
N 22 24
Min - Max 1040 - 1610 105.0 - 159.5
Race o(h)
Cuuca:sian 19 (86) 23 {96)
Negroid 0 4
Mongaoloid 0 0
Other 30 0

20. Efficacy outcomes

A total of 43 patients were evaluable for the primary efficacy

variable. After 4 and 24 hours of treatment, no significant difference
was found in either the percentage change or the absolute
improvement of FEV) between the budesonide and the prednisolone
groups (percentage change 28.4% versus 16.5% after 4 hours and
49.9% versus 22.6% after 24 hours; absolute change 0.08 versus
0.12 after 4 hours and 0.19 versus 0.10 after 24 hours). Within
groups, there was significant evidence that the absolute change in
FEV, at 24 hours increased in patients treated with nebulised

budesonide (p = 0.0073) and after 4 hours of treatment, the absolute
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improvement in FEV was significant only in the oral prednisolone
group (p = 0.0481). There was no significant difference in the mean
value of FEV| measurements taken during the first 8 hours with
respect to the treatment groups (0.88 and 0.90, p=0.9345).

The severity of asthma symptoms decreased significantly within both
treatment groups at 4 and 24 hours. After 4 hours: cough -0.60

(p = 0.0098) and -0.65 (p = 0.0301), wheeze -0.95 (p = 0.0002)

and -0.91 (p = 0.0007), shortness of breath -0.95 (p = 0.0004)

and -0.74 (p = 0.0028) for the budesonide and prednisolone groups,
respectively. After 24 hours: cough -1.00 (p = 0.0001) and -0.63
(p=0.0117), wheeze -1.60 (p = 0.0001) and -1.21 (p = 0.0001),
shortness of breath -1.65 (p = 0.0001) and -0.88 (p = 0.0009),
respectively. After 4 hours, the change in severity of symptoms was
not significantly different between group but after 24 hours, the
severity of shortness of breath had fallen significantly more in the
groups that had received nebulised budesonide (adjusting for baseline
severity, p = 0.03). There were no significant differences between the
budesonide and prednisolone groups in the improvement of PEF
measurements after either 4 (4.2 versus 21.6) or 24 hours (25.0 versus
10.5) and the only improvement which was significant was in the
nebulised budesonide group after 24 hours (p = 0.0065).

FVC and oxygen saturation did not change significantly within or
between groups after 4 hours (FVC: 0.12 versus 0.10; oxygen
saturation: -0.8 versus -0.2 for the budesonide and prednisolone
groups, respectively) or 24 hours (FVC: 0.19 versus 0.10; oxygen
saturation: -0.2 versus 0.3). Pulse and respiratory rate did fall
significantly within groups after 4 hours (pulse -10.2 [p = 0.0141] and
-8.2 [p = 0.0147]; respiratory rate -6.1 [p = 0.0031] and -3.7

[p = 0.0485]) and after 24 hours (pulse -16.5 [p = 0.0002] and -12.7
[p = 0.0071]; respiratory rate -7.7 [p = 0.0059] and -5.9 [p = 0.00241)
of treatment, but again, this fall was not significantly different
between groups. The mean use of nebulised terbutaline during the
first 4 hours (0.45 and 0.54) and 24 hours (0.92 and 1.55) was not
significantly different between groups. During the follow-up period
of the study, no significant differences were found between groups
with respect to diary card data and data recorded at Visits 2 and 3.
Relapse rates were not significantly different (14% and 13% of
patients in the budesonide and prednisolone groups, respectively) and
no patients were admitted to hospital. In addition, the median time to
achieving 75% of predicted normal PEF was not significantly
different between the treatment groups (4 days versus 3 days).

21. Safety outcomes

There were 11 AEs recorded during the study period and frequency
and distribution was similar between both treatment groups. Only

1 patient withdrew because of an AE and this was not considered to
be causally related to the study treatment. There were no serious AEs
during the study.
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22. Conclusion (findings)

The results suggest that treatment with inhaled budesonide is at least
as efficacious as a short course of oral prednisolone in the treatment
of severe asthma in children admitted to hospital. The safety
evaluation showed no relevant differences between the groups with
regard to AEs. In view of the fact that inhaled budesonide offers
certain advantages over oral prednisolone in terms of its low systemic
activity, it would seem likely that this treatment regime could provide
an effective substitute for oral prednisolone in the management of
patients requiring hospital admission for acute asthma.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
Sayakvmay Curvnatlan.
470084Fg53828405...

Dr Jayakumar Gurunathan

(full name)
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[lepexnan 3 aHrmiiichKOT MOBH Ha

3BiT npo KITiHIYHE BUNPOOYBaHHSA

YKpaiHCBKy MOBY

1. Ha3Ba nikapcbkoro 3aco6y (3a
HasBHOCTI — HOMEp peecTpaLiifHOro
TOCBiTYEeHH)

Bbyneconin Actpa3eHeka (MiXHapoJHa HeIATEHTOBaHA HAa3Ba —
OynecoHin)

2. 3agBHHUK

Jani pnacHuKa peecTpadiiinore noceindyenus (BPIT), 3aznayeni y

3BiTi npo kaiHiYne BunpodyBanus (3KB):

AcTtpa ®apmaceroTikaic (Astra Pharmaceuticals)

Xoym IMapk, Kinre Jlenrini, Xeprdopamup, WD4 8DH (Home Park,
Kings Langley,

Hertfordshire

WD4 §DH

Jani BPII na noTo4YHHit MOMEHT:

Actpa3enexa Ab (AstraZeneca AB)

SE-151 85 Coneprai’e, llIgenis (SE-151 85 Sodertilje,
Sweden)

3. BupobHux

Hawni Bupodnuka, 3azuaveni v 3KB:
He nosimomneHo.

Jaui BupoOHHKA HA NOTOYHHIT MOMEHT!
Actpa3eneka Ab

SE-151 85 Copepran’e,

IIsewnis

4. TlpoBeneHi JOCHiIKEHHA:

Tak

1) Tun aixapcekoro 3aco0y, 3a SKAM
npoBoitacs abo IUTaHy€eThCA
peecTparis

Jlixapcekuii 3aci6 3a OBHUM Hocke (ABTOHOMHE HOCHE)

5. IToBHa Ha3Ba KIIHIYHOTO
BUNpoOyBaHHA, KOLOBaHUI HOMED
KIiHIYHOTO BUIMPOOYBaHHS

TMopisusnuA npenapaty [TynemikopT Pec’rons (Pulmicort® Respules®)
3 IIepOPATLHUMH CTEpOiaMIi: IPOCIICKTHBHE KIiHiYHE BUNPOOYBaHHA 3a
y4acTIO HalieHTiB i3 roctpoio actMoro (PROSPECTS): IIITH;
BunpoOysaHHa 04-9305

6. ®aza KiHiYHOTO BUMPOOYBaHHA

IITb

7. Ilepion nmpoBeAeHHT KIiHIYHOTO
BUIIPOOYBaHHSA

3 28 muctonana 1994 poky no 27 motoro 1997 poky

8. Kpaium, e NpoBOAIIIOCS KIIiHi4HE
BHITPOOYBaHHA

Benuko6puranis

9. Kinpkicth AocmimKyBaHuX

3annanosana: 100
akTu4Ha: 48 paHIOMi30BaHUX.

10. MeTa Ta BTOPHMHHI LiJi KNiHIYHOT'O
BUIPOGYBaHHA

Meroto BunpoOyBaHHs 6yI10 NOPiBHATH €(PEeKTHBHICTH PO3MUIEHOTO
0yIecoHiqy Ta NepopaILHOTO CTEPOINy Y BeIeHH] MallieHTiB i3 rOCTporo
aCTMOIO MiCJIA TocmiTami3anii.

BTopuHHMMH IisAMHU Oynu Taki:

o  IlopiBHATH MiX IpynaMH JiKyBaHHS NOKPaIIEHHS MOKa3HUKIB
00’emy popcoBaHOro BUAMXY 3a nepiny cekyHxy (ODB 1) nporsarom

nepmux § roaus.

TTopiBHATH MiX rpynaMu NiKyBaHHS iHIIN TOKa3HUKH e(eKTUBHOCTI
yepe3 24 TOAUHU:

¢yHkiis nereds (mikoBa mwBUAKicTs Buauxy [I111B],
tdopcoBaHa XUTTEBa €eMHICTh JiereHs [DXKEIT]);

JacToTa JUXaHHA Ta ITYJIbCY,

KOHOIIEHIIHHA IHOOPMAILIL,
10 € BJIACHICTIO KOMITAHI
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- KHUCHEBa caTyparis;
- TAKKICTh CUMIITOMIB aCTMH.

o  TlopiBHaTH edekTHBHICTS iHranALifiHOTO cTEpOiNy (PO3HHUIEHHIA
OynecoHin y siikapHi 3 noganbIKUM BBeISHHAM OyaecoHiny 32
nponomororo inrangropa Typ6oxanep [Turbohaler®] micns
BUIIMCKH) T4 CHCTEMHHX NIEPOPATLHUX CTepOidiB (TIepopasibHi
CTEepOifY B JiKapHi 3 NOJATBIINM 3-I€HHUM KYPCOM MpHIHOMY
NEpOpanbHUX CTEPOIAIB IiC/s BUIIMCKHU) 3 TOUKYU 30pYy GyHKIIT
nereHs ([TIUB), KOHTpOIIO CUMNITOMIB acTMH, 3aiKCOBaHMX Yy
IIOJGHHUKY Talli€HTa, YaCTOTH PEIUAMBIB Ta BUMIALKIB IIOBTOPHOT
rocuitaisalii, 3apeecTpoBaHMX IIifi Yac Bi3UTIiB 0 KITiHIKY depe3 3
Ta 24 nHi micaA BUMHCKY 3 JIiKapHi.

o  TlopiBHATH MK IpyraMu JIiKyBaHHA 4ac, KU MHHYB 0
JocarHeHHs 75 % nporHo3oBaHoi HopmansHOT ITIIB.

11. luzaiin kriHiuHOTO BUNPOGYBaHH

Iopgiiine crine, 3 noABiHHOIO iMiTalli€l0, paHIOMi30BaHe BUIPOOYBAHHS
B NapayieIbHUX IpyMHax.

12. OcHoBHi kpuTepil BIUIIOUECHHA

it 4omoBivoi Ta xiHo4oi cTaTi BikoM Bix 5 1o 16 pokiB i3 THKKOIO
aCTMOIO, IO € MiJICTaBOIO AJIA TOCHIiTaNli3allil, Ta 0O3HAKAMH TaXillHOE i
Taxikapzii (BiAmoBixHO 10 BiKy).

13. NocnimxyBaHui JikapchKuii 3aci6,
crioci6 3acTocyBaHHs, cuna Ail

Posmmunenuit 6yneconin (Pulmicort® Respules®): 2 Mr koxHi 8 roaus.
Inransuiiauii 6yneconin (Pulmicort® Turbohaler®): 800 Mkr aBiui Ha
no6y (BID) a6o 400 mkr BID.

14. Ilpenapat NOpiBHAHHA, 703a,
cnoci6 3acTocyBaHH, cuna Iil

INepopasnbHuii NpeaHi3onoH 2 MI/kr (MakcuMyM 40 Mr) 3rigHo 3
MPOTOKOJIOM.

15. CynyTHs Tepanis

TepOyTainin, posunH mia po3nwieHHs (bpukanin Pec’tons [Bricanyl®
Respules®]) HaaBaBcA sk pe3epBHU JikapchKuii 3aci0.

ITicnsa noyarky 3acrocyBanHs npenapaty Pulmicort® Turbohaler®
pesepBHHiI npenapar 6yio 3aMiHeHo Ha Bricanyl® Turbohaler®.

16. Kpurepii oninku eeKTHBHOCTI

OcHOBHHMM KpHTepieM 6yno nokpalileHHs nokasHiuka ODB;,
BH3HAYESHOTO Uepe3 24 TOANHH MicA NOYaTKY JiKyBaHHI.

17. Kputepii oninku Ge3neku

He6asxani apuiua (HA) Ta ocHOBHI ¢i3iosoriuHi mokasHUKH.

18. CTaTHCTHYHI METOAN

It aHani3y maHuX y BUGIpIi BCiX HallieHTiB, ki OTpUMyBaIn
JiKyBaHHA, Oyn0 00’€fHAHO JaHi BCiX MAIi€HTIB, AKi 3aBepIIMIN
BUNPOOYBaHHA a00 BUALLIM 3 HHOTO (Y TOMY YMCIIi JaHi Nali€HTiB i3
TepaneBTHYHOIO HEBAAYEI0). Y i MOKa3HUKHU €(EKTUBHOCTI,
3apeecTpoBaHi I yac WiiHiYHEX Bi3uTiB, OyNIH poaHai3oBaHi A1
MOPiBHAHHA MDK IpynamH JIiKyBaHHA 3MiH 4epes 4 Ta 24 rofWHH BiJ
BUXigHOTO piBHA. V pa3i BiICYTHOCTI JaHUX TIPOTATOM 24-roauHHOT
rocTpoi (a3u 3acTOCOBYBaBCS MPUHIINI BUKOPUCTAHHA OCTAHHBOTO
IOCTYIHOTO 3HA4eHHS, 32 YMOBH IO B NallieHTY 6YJI0 MpoBeeHo Xoua 6
OIIHE OLHIOBaHHA €()eKTUBHOCT] IiCJIA BIJIIOYEHHA Y BUIIPOOYBaHHI.

Llono Ge3mepepBHUX AaHUX ((YHKIIiSA JIeT€Hb, BUKOPUCTAHHA
OpoHXOJiTHKa, KHCHEBA caTypallif, 4acToTa My/IbCy Ta IUXaHHA), A1
NOpiBHAHHA MiXK IpynaMu 3aCTOCOBYBABCS HeNapHUii t-kpuTepiii
(vacToTa MyNBCY T4 AMXAHHA Yepe3 24 rOJIMHY Ta YacTOTa IYJIBECY Yepe3
4 ronunm). Y pa3si HEHOPMAIBHOTO PO3MO/ITY JaHHX 3aCTOCOBYBABCA
KpuTepiit cymu paHriB YinkokcoHa (Ui BCiX iHIIMX MOKa3HUKIB). [
HOpiBHAHB Y MeXaX OZHi€l rpYNH 3aCTOCOBYBaBCA NapHMUit t-KpuTepiit
(JacToTa mMyNbCy Ta AMXaHHS Yepe3 24 TOJUH Ta 4acTOTa MyJkCY 9epe3
4 ronuHK) a60 3HAKOBHUI paHroBHil KpUTepili VilkokcoHa, AKINO JaHi He

KOHOIIEHLIMHA THOOPMALIL,
IO € BIIACHICTIO KOMITAHI
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OyJIM HOpMaIBHO PO3NOJiIeHi (11 BCIX IHIIMX MOKa3HuKiB). [lig
PO3paxyHKY 3BaKEHOTO CEPEIHBOr0 Y KOXKHOIO NaLlicHTa aHaTli3yBalll
momy mij kpueoo O®B1 nporsroM nepuiux 8 rogus. Ilicia nporo
NOpiBHIOBAITH TPYNH JIiKyBaHHA 32 ZOTOMOI'OK0 KPHUTEPIIO CYyMH PaHTiB

Vinkokcona.

Ilomo nopsAaAKOBUX AaHUX (CUMITOMH aCTMH), UL MOPiBHAHB MiX
rpyIaMH 3aCTOCOBYBaBCs KpHTepiil cyMu paHriB Vinkokcoua. J{ms
NOpiBHAHHA B MEXXaX OfHI€l IPYNH 3aCTOCOBYBABCA 3HAKOBUI pAHIOBHIA

Kputepiit YinkokcoHa.

3a momoMoroo ToYHoro kKpurepito dimepa NopiBHIOBAIN 4acTOTY
peLMINBiB MK IPyTIaMy JIikyBaHH, a JIOTPaHIOBHIl KpUTepiif (3 aHamizy
BHJKHBAHOCTi) BUKOPHCTOBYBAIH U1 AHANII3Y Yacy, sSIKMil 3HAHOOMBCS
UL JocArHeHH: 75 % Bix mporuo3oBanol HopMankHoi TTI1IB, -

19. lemorpadigHi rroka3HUKH
JOCIiTKyBaHOT NOIyIALil (CTath, BiK,
paca To1Io)

JemorpadiuHi nokasHUKH HaBeaeHo B Tabmunti 1. J[Bi rpynu JiKyBaHHS
6ynu 3icTaBHAMH OO BiKy, CTATi, pacH, pOCTY Ta Bard MallicHTIB.

Tabauus 1: lemorpadiuni nokasHuKH

Po3nunennii 6ygeconin Hepopf,.m,nuii
npeaHizo/I0H
KinbkicTh mauicHTin 22 24
Bik (pokis)
CepenHe 3HaUCHHA +
CTaHIapTHE BiIXUICHHA 8,727 6,833 -
(8D)
22 24
MiH. — Maxc. 5,1-13,8 5.2-15,5
CtaTs, n (%)
Yonosiua 15 (68) 14 (58)
HKiroua 7(32) 10 (42)
Maca Tina (xr)
CepenHe 3HayeHHs £+ SD) 29,2+95 334£162 _
N 22 23
Min. — Maxe. 15,6482 15,9-71,3,
3pict (cm)
Cepenne 3HaueHHs + SD)| 130,6 £17,3 132,8 £16,3
N 22 24
Min. -Maxc. 104,0-161,0 105,0-159,5
Paca, n (%)
€sponeoinna 19 (86) 23 (96)
Herpoinna 0 1(4)
MowronoinHa 0 0
Tnme 3(14) 0

20. Pe3ynpraté €$eKTUBHOCTI

Yeboro 43 manieHTH miUTAraay OLiHIOBaHHIO 33 IEPBUHHUM KpUTepieM
edextuBHOCTI. Uepes 4 Ta 24 roavHY MiCId HOYATKY JiKyBaHHA He GYIIO
BUABJIEHO CYTTEBOI pi3HHLI Hi Y BiICOTKOBOMY, Hi B a0COIOTHOMY
HoKpalleHHi nokasHuka OB Mix rpymaMu 3acTocyBaHHA OyIECOHITY
Ta NIPEHI30NOHY (BixcoTkoBa 3MiHa 28,4 % mpotu 16,5 % gepe3

4 rogunu Ta 49,9 % npotu 22,6 % uepe3 24 roguHy; aGcomoTHA 3MiHa
0,08 npotu 0,12 gepes 4 rogunu ta 0,19 npotu 0,10 depes 24 roguHM).
Y Mekax KOXKHOI 3 rpyIl OTpPUMaHO [IepeKOHIUBHH TOKas3, o abcooTHa
3MiHa nokasHuka O®B; yepes 24 roAWHM i ABHIIMIIACA Y MALi€HTIB,
SIKMM 3aCTOCOBYBaJIM po3nuieHuil 6yneconin (p = 0,0073), a uepes

KOHO®ITEHIIIAHA IHOOPMALLA,
IIMO € BJIACHICTIO KOMITAHII
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(70

4 ToAMHM MiC/IA MOYATy NiKyBaHHS aGCcooTHe mokpameHus ODB1 Gyno
3HAYYIIUM JIMIIE B IPYNi MepopalibHOro npeHizonony (p = 0,0481). He
Oy70 BHABIIEHO CYTTEBOI Pi3HULI MiXK TPyIIaMH JIiKyBaHHS B CEPEIHEOMY
3Ha4eHHi nokasHukiB OPB1, BUMipSHHX NPOTAroM nepiIux 8 rogus
(0,88 Ta 0,90, p=0,9345).

TsDKKICTE CHMOTOMIB aCTMH 3HAYHO 3MEHIUKIACH B 000X rpymax
TiKyBaHHA yepes 4 Ta 24 rogunn. Yepes 4 rogunu: kawens —0,60 (p =
0,0098) Ta —0,65 (p = 0,0301), xpumu 0,95 (p = 0,0002) Ta 0,91 (p =
0,0007), 3agumxa —0,95 (p = 0,0004) ta 0,74 (p = 0,0028) y rpynax
3aCcTOCYBaHHA 6yIeCOHiNy Ta NpeAHi30I0HY, BinnosiaHo. Uepes

24 roaunu: kamens —1,00 (p = 0,0001) ta —0,63 (p = 0,0117), xpunn
-1,60 (p =0,0001) Ta -1,21 (p = 0,0001), 3anuuika 1,65 (p = 0,0001) T2
-0,88 (p = 0,0009), BinmoBigHo. Yepes 4 roauHu 3MiHK B TAKKOCTI
CHMIITOMIB CYTT€BO HE Billpi3sHAINCA MiX rpynamy, ae yepe3 24 roguau
TSKKICTh 33 {UIIKH 3MEHLINIACA 3HaYHO CYTTEBIIIE B IPymi, e
3aCTOCOBYBAJIM pO3NIIEeHUH OyIecoHix (3 MONPaBKOIO HA TAXKKICTh Ha
BHXiZHOMY piBHi, p = 0,03). He 6ymn0 cyTreBuX BimMiHHOCTEH Mik
rpynamu OyAecCOHiy Ta NpeAHi30I0Hy B IIOKpalleHHi moxasuukis I111B
aHi yepes 4 roaunu (4,2 Ta 21,6), aHi yepes 24 romunu (25,0 ta 10,5);
€IIMHE MOKPAIIEHH A, ke 0yJI0 3HaTyIIHM, CIOCTePIraiocs B Ipymi
3aCTOCYBaHHA po3nuiIeHoro 6yaecoHixy yepes 24 rogunn (p = 0,0065).

CyrreBux 3miH y @XKEJI Ta KucHeBil caTypallii He criocTepiranocs Hi B
MexXax ofHiei rpymH, Hi Mixk rpynamu yepe3 4 roaunu (PXKEJT: 0,12 Ta
0,10; xucHespa catypauis: —0,8 Ta —0,2 B rpynax 6yzneconiny Ta
HpeaHi300Hy, BiImoBigHO) Ta yepe3 24 roxunu (OIKEIT: 0,19 Ta 0,10;
KHCHeBa catypauia: —0,2 ta 0,3). YacToTa IynsCy Ta AUXaHHS CYTTEBO
3HU3HUJIACA B MeXKaX rpym 4epes 4 roagunu (mynsc —10,2 [p =0,0141] ta
-8,2 [p = 0,0147]; yacrora auxanus —6,1 [p=0,0031] Ta-3,7 [p =
0,0485]) i 9epe3s 24 roaunu (mynse —16,5 [p = 0,0002] ta —12,7 [p =
0,0071]; yactora auxanui —7,7 [p = 0,0059] Ta —5,9 [p = 0,0024]) micns
HOYATKY JIIKYBaHHs, ajie 3HOBY K TaKH, LIe 3HIKEHHSA CYTTEBO HE
BifpisHToCca Mixk rpynaMu. CepeHs KibKICTh BUIIAIKIB 3aCTOCYBAHHA
pO3NMIeHOro TepOyTaliHy npotiaroM nepiuux 4 rogux (0,45 ta 0,54) Ta
24 roauH (0,92 Ta 1,55) cyTTeBO He BiapisHANacsa MiX rpyHaMH.
IpotsroM nepiony NoHaJIBIIOro CIOCTEPEKEHHS MICIIA BUNIPOGYBaHHS
He 6yJI0 BUABIICHO 3HAYYIIMX BiAMiHHOCTE# MiX rpymnamu y
IIOJICHHUKOBHX 3aIlcax Nalli€HTiB, 3apeecTpoBaHuX I yac BisuTis 2 ta
3. YacTtoTa peunauBiB cyTTeBo He BigpisHsanacs (14 % ta 13 % nauienris
y rpynax 6ynecoHiny Ta mpeHi30JI0Hy, BiIOBiIHO), )KOJEH MALi€HT He
6yB rocriranizopanuit. Kpim Toro, cepeniii yac no gocsruenns 75 %
Bif Iporao3zobaHoi HopManbHoi I1IIIB cyTTeBO He BiIpi3HABCA MiX
rpynamMu JikyBaHH: (4 nHi Ta 3 gHi).

21. Pe3ynsraru Ge3nexu

[Ipotarom sBunpo6yBaHHa Gyio 3apeectpoBano 11 HSI, wactora Ta
posnoain axux 6yan noaibHNMU B 000X Tpymax jikyBaHHsA. Jluiue

1 nanient BubyB i3 Bunpo6yBanHs uepes HA, sxe Oyio BUZHAHO TaKuM,
IO He Ma€ MPUINHHO-HACIIAKOBOTO 3B’A3KY i3 3aCTOCYBAHHAM
JocHimKyBaHoro npenaparty. IIpoTaroM sunpoOyBaHHs cepifosnux Hi

He OyJIo.

KOH®IJIEHLIIMHA IHOOPMALLA,
10 € BJIACHICTIO KOMITAHIIL
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22, BUCHOBOK (3aKIIIO9EHHS)

Pesynbraru BUnpoGyBaHHA CBiM4aTh, IO JiKyBaHHS iHraJIALiHHIM
6ynecoHioM € npuHaliMHi Tak caMo eeKTUBHUM, K KOPOTKUH Kypc
npuioMy NepOpanbHOTO NPEAHi30/I0HY, NPH JiKyBaHHI TAXKKOT aCTMH y
rocmiTaiizoBanux Aiteil. OuiHka Ge3neku Mokasaia BiACYTHICTb
3HAYYINUX BimMiHHOCTel y HSI Mixk rpynamu. 3 ormsny Ha Toif ¢axr, mo
iHraJsiiitHui 6yecoHix Mae AesKi mepeBaru nepes nepopalbHUM
[peaHI30JI0HOM 3aBAAKH HU3bKill CHCTEMHIM aKTHBHOCTI, iMOBIpHO, BiH
Mir OH cTaTé edeKTUBHOIO 3aMiHOIO IEPOPANBHOro NPEAHi30JIOHY MPH
BeJIeHHi ManieHTiB, sKki MoTpeGyIOTh rocmitatizarii 3 MpuBoAy rocTpoi
aCTMH. -

3agBHUK (BIaCHHK peecTpaliiiHoro
MOCBiqYEHHS)

IMigmucano y mporpami DocuSign:

/mignuc/
97094F653B284Ds5...

I-p Jhkaskymap ['ypynaran (Dr. Jayakumar Gurunathan)

(T1IB)

/mignuc/

IMeuatka: Ykpaina, M. Kuis, ToBapuctso 3 o6Mexenoro BianopiganeHicTio «tACTPASEHEKA

VKPAIHA», Inentudikaniitauit xox 37037434,

Ileit mepexian 3 aHrIiMCBKOI MOBM Ha YKpaiHCBKy MOBY 3pOOJIEHO MHOIO, I€pEKIafadyeM

Koctiounk IOmieto CepriiBHOIO

KOH®IEHIIAHA IHOOPMALILS,
L0 € BJIACHICTIO KOMIIAHI
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Clinical Trial Report

1. Name of medicinal product
(Marketing Authorisation number, if

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical
Study Report (CSR):

Astra Pharmaceuticals Ltd
Home Park

Kings Langley
Hertfordshire

WD4 8DH

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
Not reported

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4, Conducted studies;

Yes

1) type of medicinal product for
which registration was conducted or
planned to be conducted

Medicinal product with complete dossier (stand-alone dossier)

5. Full title of the clinical trial, code
number of the clinical trial

Oral Steroid Sparing Capacity of Pulmicort® Respules® in Chronic
Asthma (OSCAR), Study 04-9332

was conducted

6. Clinical trial phase 1IIb
7. Clinical trial time frame From 22 May 1996 through 15 January 1998
8. Countries where the clinical trial United Kingdom

9. Number of subjects

Planned: 106
Actual: 76 randomised; data from 73 were evaluable for the primary
efficacy variable.

10. Primary and secondary
objectives of the clinical trial

The primary objective was to compare the mean reduction in oral
steroid dose taken by adult, severe oral steroid dependent asthma
patients treated with 2 mg twice daily (BID) nebulised budesonide,
with placebo after 15 weeks.

Secondary objectives were:

e  To compare, between treatments, the proportion of patients able
to achieve a reduction in daily oral steroid dose whilst
maintaining lung function.

CONFIDENTIAL AND PROPRIETARY 1of7
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° To compare, between treatments, the number of asthma
exacerbations which required a standardised, short course of oral
steroid (Precortisyl Forte® 50 mg/day for 7 days) over the
15-week treatment period.

o  To compare, between treatments, the mean cumulative dose of
oral steroid over the 15-week treatment period.

o To compare, within and between treatments, the changes in peak
expiratory flow (PEF) rate, forced expiratory volume in 1 second
(FEV)), and forced vital capacity (FVC), respectively, and
asthma symptoms recorded at clinic visits.

e  To compare within and between treatments, the diary card PEF,
asthma symptoms and inhaled bronchodilator use.

s  To compare within and between treatments, the improvement in
oral steroid associated visible side effects over the 15-week
treatment period.

e  To compare between treatments, the effects on lung function,
symptoms and visible oral steroid side effects after 15 weeks
study treatment, with the effects on lung function, symptoms and
visible oral steroid side effects at the end of the 4 weeks open
treatment period.

11. Clinical trial design

Double-blind, randomised, comparative, parallel-group study.

12. Key inclusion criteria

e  Patients, male or female, must be aged 16 to 65 years inclusive.

o  DPatients aged between 55 and 65 years must have documented
variability in FEV; over the immediate 6 months prior to entry.

e  Adults with severe oral steroid dependent asthma.

13. Investigational medicinal
product, method of administration,
strength

Double-blind phase: Nebulised budesonide 2 mg
Open label phase: Nebulised budesonide 2 mg or 1 mg

14. Comparator, dose, method of
administration, strength

Double-blind phase: Nebulised placebo

15. Concomitant therapy

Oral steroid therapy (starting at the run-in dose and being reduced if
appropriate). A reduction in oral steroid dose was initiated if the
patient remained stable, in comparison with Baseline symptoms and
lung function, for the preceding 3 weeks (in the opinion of the
investigator). Patients for whom a reduction was appropriate had their
oral steroid dose reduced. The advised rate of reduction was as
follows:
e  For oral steroid requirement of > 15 mg/day, reduce dose by
5 mg/day per visit interval.
e  For oral steroid requirement of < 15 mg/day, reduce dose by
2.5 mg/day per visit interval.
Oral steroid dose reduction could begin or continue in the open label
phase.
Patients who suffered an asthma exacerbation during the study were
treated with an additional standardised short course of oral steroid at

CONFIDENTIAL AND PROPRIETARY 2 of 7
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50 mg/day for 7 days. Further courses of treatment could be provided
if symptoms did not improve in 7 days. Once control was regained,
patients reverted back to the daily oral steroid dose that was successful
in maintaining stability. Patients who required additional alternative
oral steroid sparing therapy were to be withdrawn from the study.
Patients whose asthma symptoms gradually deteriorated were treated
by stepping up their daily oral steroid to the previous dose which
maintained asthma control.

16. Efficacy endpoints

The main efficacy variable was the mean reduction in oral steroid dose
after 15 weeks treatment. In addition, the effect on lung function,
symptoms and visible oral steroid side effects of 4 weeks open
treatment was considered.

17. Safety endpoints

Adverse events (AEs).

18. Statistical methods

Data from all completed and withdrawn patients were incorporated
into an All Patients Treated analysis. There were 74 evaluable
patients. Each of the following 8 assessments from the patients’ diary
card were summarised using the 7 days of data prior to each clinic
visit.

Was your sleep disturbed by your asthma last night (yes/no).
Grade of night-time symptoms (0-3).

How many times did you use your reliever inhaler last night?
Morning PEF (best of 3)

Grade of daytime asthma symptoms (0-3).

QIR F 2R

How many times did you use your reliever inhaler medication
today?

7.  Evening PEF (best of 3).

8. What was the dose of oral steroid you took today?

The analysis of the mean reduction in oral steroid dose was based on
the change from Baseline (last 7 days of run-in) to Week 15 (7 days
prior to Visit 7). The mean reduction in oral steroid dose from
Baseline to 15 weeks was analysed between treatments by the
Wilcoxon rank sum test. The percentage of patients achieving a
reduction in oral steroid dose, as determined from the change in oral
steroid dose calculated for the previous analysis, was compared
between treatments by a chi-square test. The percentage of patients
achieving a reduction in oral steroid dose whilst maintaining lung
function was compared between treatments by a chi-square test.
Maintenance of lung function was defined as, at worst, a 10%
reduction in morning PEF from Baseline to 15 weeks. The cumulative
dose of oral steroid over the whole 15-week treatment period was
compared between treatments by the Wilcoxon rank sum test. This
analysis was based only on those patients continuing to 15 weeks and
was standardised to represent a 15-week (105 days) period. Patients
with at least 99 days of diary card data during the 15-week treatment
period were considered eligible for analysis. The change in diary card
variables 1 to 7 from Baseline to both 9 weeks (7 days prior to Visit 5)
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and 15 weeks (7 days prior to Visit 7) and the change from 15 weeks
to 19 weeks (open period) were analysed both between and within
treatments. Moming and evening PEF were analysed in terms of both
the absolute change and the percentage change from Baseline. The
changes in sleep disturbance, asthma symptom severity and [32-agonist
use were analysed between treatments by the Wilcoxon rank sum test
and within treatments by the Wilcoxon signed rank test. The changes
in morning and evening PEF were first tested for normality. Where the
data were normally distributed, the 2-sample t-test (between) and the
paired t-test (within) were the methods of analysis. Otherwise, the data
were analysed by Wilcoxon rank sum test (between) and the Wilcoxon
signed rank test (within). The number of exacerbations experienced by
each patient, adjusted for length of time in study to represent a period
of 105 days (15 weeks), was compared between treatment groups by
the Wilcoxon rank sum test. The change in the frequency and severity
of asthma symptoms from Baseline (Visit 2) to both Visit 5 (Week 9)
and Visit 7 (Week 15) and from Visit 7 to Visit 8 (open period) were
analysed between treatments by the Wilcoxon rank sum test and
within treatments by the Wilcoxon signed rank test. Data from the
patients’ final visit were carried forward if the patient had
discontinued early from the study. The lung function measurements
taken at each clinic visit (PEF, FEV, FVC) were analysed with
respect to the change in lung function from Baseline (Visit 2) to both
Week 9 (Visit 5) and Week 15 (Visit 7), and the change from Visit 7
to Visit 8 (4-week open period). Peak expiratory flow was also
analysed in terms of the percentage change from Baseline, in addition
to the absolute change. The data were initially tested for normality.
Where data were normally distributed, analyses were performed by
the 2-sample t-test (between treatments) and the paired t-test (within
treatments). In the presence of significant non-normality, the
Wilcoxon rank sum test (between) and the Wilcoxon signed rank test
(within) were used instead. Data from the patient’s final visit were
carried forward if the patient had discontinued early from the study.
The change in the oral steroid associated visible side effects from
Baseline to 15 weeks was compared between treatments by the
Wilcoxon rank sum test. The protocol stated that a per-protocol (PP)
analysis would be performed on the primary efficacy variable. Since
only 8 of the 76 randomised patients were eligible for PP analysis, it
was not appropriate to perform a PP analysis.

19. Demographic data of the study
population (sex, age, race, etc.)

The 2 treatment groups were comparable in terms of demographics at
entry (Table 1).
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Table 1: Demographkic characteristics

Nebulised budesonide Placebo
Numbér of paticnts S 38 36
Age (years) Mean 35D 481199 17,0+ 103
N 38 3
Mio - Max 26 - 68 29 - 65
Sex: 1%} Male 13 13 (36)
Female 24 (6 23 (64)
Height {cm)
Mean + S 104.0% 114 1668 = 120
N M 36
Min - Max 34 - 19%) 145193
Weighi (kg)
Meon + 50 Y3106 815+ 19.2
N 38 38
Min - Mux 60- 137 43 - 126.9
Smoking status: n{®)
Never 17 (45) 2158
Past 16 (30 ¢ 11 631)
Current G | 400
If current, grams/woek
Moan £ S 2862 152 72,3 £ 60.5
N g 3
Min - Mox 10- 50 7. 140
Alcohol status: n{%)
Never 23 (31) 14 @0y
Past 0 ]
Current 15 (39) y 21 (60)
1fcurrent, unity/weekh
Mean = 5D 129% 133 792756
N 5 21
AMin - Max 1-45% 1-24

20. Efficacy outcomes

After 15 weeks of treatment, there was no evidence of a difference
between treatment groups with respect to the change in oral steroid
dose from Baseline to 15 weeks, although it was observed that 36%
(27/74) of patients did not have their dose reduced by the Investigator,
despite their asthma being stable.

There was no evidence of a significant difference between treatment
groups with respect to the percentage of patients able to reduce their
oral steroid dose by 15 weeks treatment, nor the percentage able to
reduce their oral steroid dose whilst maintaining lung function.
There was no significant difference between treatment groups with
respect to the cumulative dose of oral steroid taken over the 15-week
treatment period.

The number of exacerbations experienced during the 15-week
treatment period was significantly lower in the nebulised budesonide
group compared with the placebo group (0.35 exacerbations versus
1.10; p < 0.05).

After 15 weeks’ treatment, the improvement in the severity of both
cough and breathlessness, as assessed at clinic visits, was significantly
greater in the nebulised budesonide group compared with placebo
(mean change in severity: cough, -0.16 versus 0.23;

breathlessness, -0.34 versus 0.06; both p < 0.05). The observed
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’— improvement in breathlessness within the nebulised budesonide group
was statistically significant (p < 0.05).

Within the placebo group, there was a significant fall in PEF after

15 weeks, both in absolute and percentage terms (both p < 0.05).

Between treatments, the change in the number of nights with sleep
disturbance after 9 weeks, as assessed at the clinic visit, was
statistically significant in favour of placebo (0.55 versus -0.37 nights;
p < 0.05). However, it was noted that the placebo patients had a
statistically significant higher Baseline giving them greater scope for
improvement (2.66 versus 4.06 nights; p < 0.05).

With respect to the change in diary card assessments from run-in to
15 weeks, statistically significant results were observed in favour of
nebulised budesonide for sleep disturbance (-0.05 versus

0.93 nights/week; p < 0.01) and the severity of night symptoms (-0.08
versus 0.15; p < 0.05). The increase in sleep disturbance observed
within the placebo group was statistically significant (p < 0.01). No
significant differences were observed between treatments with respect
to the change in diary card assessments from run-in to 9 weeks.
Within the placebo group, both morning and evening PEF had fallen
significantly, both in absolute and percentage terms, after 9 weeks
(morning: both p < 0.01; evening: both p <0.05).

There was no evidence of a difference between treatments with
respect to the change in oral steroid side effects after 15 weeks’
treatment.

The introduction of 4 weeks” open treatment with nebulised
budesonide led to a significantly greater response to treatment in the
group who had previously received placebo, compared with those
patients who had received nebulised budesonide throughout the study
with respect to the change in the clinic assessments of overall
symptoms (p < 0.05), sleep disturbance (p = 0.0001), cough

(p <0.01), breathlessness (p < 0.05) and PEF (absolute: p < 0.01;
percentage: p < 0.05) and the change in the diary card assessments of
morning PEF (absolute and percentage: p < 0.05), sleep disturbance
(p < 0.001) and night-time B2-agonist use (p < 0.05). Within the group
who had previously received placebo, the improvements in the clinical
assessments of sleep disturbance (p < 0.001), cough (p < 0.05) and
PEF (absolute: p < 0.01; percentage: p < 0.001) and the diary card
assessments of morning and evening PEF (absolute and percentage:

p < 0.05), sleep disturbance and night-time symptom severity (both

p < 0.01) were statistically significant.
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21. Safety outcomes

Three hundred and eleven AEs were recorded during the 15-week
blinded treatment period and 40 AEs were recorded during the open
treatment period. Sixty-three patients were recorded as experiencing at
least 1 AE. There were 13 serious AEs (SAEs) during the treatment
phases of the study. None of the SAEs were considered to be causally
related to the study treatment. Thirteen patients were recorded as
discontinuing due to an AE. There was no difference between the
groups with regard to the nature and incidence of AEs.

22. Conclusion (findings)

This study demonstrated that the addition of 2 mg BID of nebulised
budesonide to regular oral steroid treatment can result in the
improvement of asthma symptoms and a reduction in the number of
asthma exacerbations while offering the potential for oral steroid
reduction.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
| Jayakwmar Ewunatlan
07004F6538284D5.,

Dr Jayakumar Gurunathan

(full name)
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Ilepexiaz 3 aHTIiHiCEKOI MOBH Ha

3BiT Hpo KIIiHIYHE BUIIPOOYBaHHS

YKpaiHCBKY MOBY

1. Haspa nikapcrkoro 3aco0y (3a
HAJBHOCTI — HOMEp peecTpaLiifHoro
MOCBITYEHHS)

Byneconin Actpa3eHeka (MiXkHapoIHa HEMIATEHTOBAaHA HA3Ba —
OynecoHin)

2. 3agBHHUK

HMaui Bnacuuka peecrpauilinore nmoesiguenus (BPIT),
3asHayveHi v 3BiTi npo kaiHiyne sunpoGyeanus (3KB):
AcTtpa ®apmacetoTikaic JIta (Astra Pharmaceuticals Ltd)
Xoywm Iapk, Kinre Jlenrni, Xeprdopamup, WD4 8DH (Home Park,
Kings Langley,

Hertfordshire,

WD4 8§DH)

Jauni BPTI #a noToYyHHil MOMEHT:

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Comeptan’e, LIsenis (SE-151 85 Sodertilje,
Sweden)

3. BupoOunk

Hani pupoduunka, 3a3naveni v 3KB:
He nosimomieHo

NaHi BHPOOHUKA HA MOTOYHNIT MOMEHT:
Actpa3eHeka Ab

SE-151 85 Cozepran’e,
IIBewnis

4. TIpoBeneHi HOCHTiJKEHHS:

Tak

1) Tun nikapchkoro 3aco0y, 3a IKUM
npoBoamiacs abo MIaHyeTbCA
peecTparis

Jlikapcbkuit 3aci6 3a MOBHUM A0ChE (ABTOHOMHE JOCHE)

5. IToBHa Ha3Ba KIiHIYHOTO
BUNPOOYBaHHA, KOTOBaHUI HOMED
KITiHIYHOTrO BUNPOOYBaHHA

Crepoin-36epirarouuii epext npenapaty IlynsMikopT Pec’omns
(Pulmicort® Respules®) npu sikyBanHi xponiuHoi actMu (OSCAR),
unpoOysanHa 04-9332

6. ®a3a KIiHIYHOro BUNpOOYBaHHA

IIb

7. llepion nmpoBeeHHA KIiHIYHOTO
BUIPOOYBaHHA

3 22 tpaBHa 1996 poky o 15 ciuna 1998 poky

8. Kpaiun, 1e npoBoIuiIocs KiiHiuHe
BUNPOOYBaHHA

BemukoGpurauis

9. KinbkicTs mociiHKyBaHIX

3amaHopana: 106
@akTH4HA: 76 paHIOMi30BaHUX; NaHi 73 MauieHTiB MiIraan
OLHIOBaHHIO 3a TIEPBUHHIM KPHUTEPieM e(eKTHBHOCTI.

10. MeTa Ta BTOpPHHHI LiJi KJIiHIYHOTO
BUINPOOYBaHHA

Mertoro BunpoOyBaHHA 0y/10 MOPiBHATH CepelHE 3HIDKEHHA H03H
MEPOPATBLHOTO CTEPOINY, 10 NPUHMAIOTh JOPOCHi HALliEHTH 3 THKKOIO
CTepOif-3aJIeKHOI0 aCTMOIO, TiciA 15 THXKHIB 3aCTOCYBaHHA
posmuieHoro OyaecoHiny B 103i 2 Mr ABivi Ha 06y (BID) a6o
mnauedo.

BropunamMu nitavu 6y Taki:

e  [IpoBecTH MOpPiBHAHHSA MK rPYIIaMH MIOAO YaCTKH MALI€HTIB, AKi
3MOTJIH JOCATTH 3HIDKEHHS HIOJIEHHOT 03U NepOpaJIbHOTO
cTepoiny 6e3 moripmeHHa $yHKUiT JereHb.

IIpoBecTy MOpiBHAHHA MiX PYIIaMHM ILOJO KiJIbKOCTi 3aTOCTPEHE
aCTMH, AKi BUIMararoTh CTaHAapTHOTO KOPOTKOYaCHOTO KYpCy

npuiiomy nepopaibHoro crepoiny (ITpexoprusun Popre

KOH®IJIEHIIHA IHOOPMALILSL,
1O € BJIACHICTIO KOMITAHII
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[Precortisyl Forte®] 50 Mr/meHp npoTaroM 7 JHiB) BIPOJOBXK
15-THXXHEBOro Nepioxy JiKyBaHHs.

e  TIpoBecTy NOpPiBHAHHA MK IPyHaMH LIOAO cepenHbOT
KYMYJIATHBHOI JO31 HEPOPATLHOTO CTEPOiLy NPOTATOM
15-TiKHEeBOTo Hepiony MiKyBaHHs.

e  TlpoBecTd NOpiBHAHHA B MeXax IrPyI Ta MK IpynaMy IOA0 3MiH
y HIOKa3HUKax MikoBol mBuakocTi Buauxy (IIB), 06’emy
¢opcosanoro BUAMXY 3a nepimy cekyHny (ODB1) Ta dopcopanoi
XHUTTEBOT eMHOCTI JereHs (OIKEJI), a Takoxk y CHMITOMAX aCTMH,
3apeeCcTPOBaHMX Iifl Yac KIiHIYHUX Bi3UTIB.

e  TIpoBecTd NOPIiBHAHHA B MexKaX IPYIl Ta MK rpyNaMH 3aluCiB y
HIOJAeHHMKAX namieHTis oo ITIIB, cuMITOMiB acCTMU Ta
BUKOPHCTaHHA {HrasaifHIX GpOHXONITHKIB.

e  TIpoBecTH MOPiBHAHHSA B MeKaxX IPYI Ta MiX I'PyNaMH 100
3MEHIIEHHS BUIUMUX M0GiYHAX eekTiB mepopaabHOTro CTEpoiny
npoTsaroM 15-TIDKHEBOTO Nepiomy MiKyBaHH.

e  TlopiBHATH BILTUB HpemnapatiB Ha QyHKIIIO JIeTeHb, CAMIITOMH Ta
BHAMMI M06iuHi eeKTH NEpPOpanbHOro CTepoimy mics 15 THKHIB
JOCIiKYBaHOI Tepailii, a TAKOXK BIUTHB Ha QYHKIIIO JIETCHb,
CHMITTOMH Ta BUOUMI noGiYHi epekTH NepopalbHOro CTepoiny Mo
3aBeplleHH] 4-TIXKHEBOTO Mepioay NiKyBaHHA y BiIKpHTOMY
peXKIMI.

11. JIu3aiiH KIiHiYHOTO
BUIPOGYBaHHSA

Mongiiine ciine, paHgoMizoBaHe, MOPiBHUILHE BUIPOOYBAHHA B
napalejbHUX rpynax.

12. OcHoBHi KpuTepil BKIIIOYECHHA

o  Bik nanienris (4onoBiuoi a6o KiHOYHOT CTaTi) Ma€ CTAHOBHTH Bifl
16 10 65 poKiB BKIIOYHO. =

e VYV nanieHTiB BikoM Bifi 55 10 65 pokiB MaioTh 6yTH
JOKYMEHTAJIBHO MiaTBepKeH] naHi mojo auHamika OPB; 3a
OCTaHHi 6 MicALIB IO BIIIOUYEHHA Y BUIIPOOYBaHHI.

e  Jlopocii NaIlieHTH 3 TSHKKOO CTEPOIN-3aTIEXHOIO ACTMOIO.

13. MocnimxyBaHui TikapChKu
3aci6, crnoci0 3acTocyBaHHA, CHIa Oil

ToaBiliHuii ciinuit eTam: po3nwieHn 6yAecoHin 2 Mr
Bigkpuruii etam: po3mmwieHuit 6ynecoHin 2 mr abo 1 mMr

14. TIpenapat nopiBHAHHA, 034,
¢roci0 3acTocyBaHHA, CHIa Ail

Topsikauii cninuit etan: po3nuneHuii npenapaT miane6o

15. CymyThs Teparis

Tepanis nepopajbHUM CTEPOINOM (AKY PO3IOUHMHAIOTE Y BBi/HiH 103
Ta 3HIKYIOTH 33 HeoOXinHOCTi). SHIKEHHA T03M MEPOPALHOTO
CTepoiny po3MOYHHAIM, SKIIO IPOTArOM HONEpeaHiX 3 TIKHIB CTaH
nauicHTa 6yB cTaGinbHUM NOPIBHAHO i3 cuMIITOMaMu Ta QyHKIIE
JIeTeHb Ha BUXiZHOMY piBHi (Ha po3cyn mociigHuka). o3y
HEPOPATBHOTO CTEPOiNy 3HIDKYBAIH NallieHTaM, Y AKUX 11e Oyno
JOUiIBEHO. PekoMeHayBaacs Taka MBUAKICTh 3HIKEHHA JO3H:

e  JSIximio BuMarayocs > 15 Mr/meHs nepopajipHOro CTepoiny, 103y
3HHXXYBAIM Ha 5 MI/IeHb IPOTATOM iHTepBalty MiX BisHTaMMU.

e  Sxmo BuMaraiocs < 15 Mr/neHs nepopanbHOTO CTEPOINY, A03Y
SHIDKYBAIM Ha 2,5 MI/I€Hb POTAroM iHTepBally MiX Bi3HTaMH.

SHIKEHHS 034 IEPOPATBHOTO CTEPOI Ty MOIJIO IOYaTHCA abo
HPOJOBKYBATHUCA HA BiIKPUTOMY eTarli.

TTauieHTH, Y AKHX MPOTArOM BUIPOOYBAaHHA BilOyIOCS 3aTOCTPEHHS
aCTMH, JOAATKOBO OTPHUMYBAJIH CTAHAAPTHHI KOPOTKOYACHHUIH Kypc
IpHiOMY TIEpOPATLHOTO CTEPOiRY B A03i 50 MI/IeHk NPOTAroM 7 IHIB.
Skuwio yepe3 7 AHIB CUMIITOMHU He TOKPALIyBAJIHUCA, MOTJIH -
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NPU3HAYATHCS MONANBII KYpCH JIiKyBaHHA. SIK TiTbKH KOHTPOJIB
BiJIHOBJIFOBABCA, MAlli€HTH MOBEpPTAINCA 10 1000BOT 103K
[IEpOPATILHOTO CTepoiLy, sKa 6yna eGeKTUBHOIO AN MiATPHMaHH:
cTabinpHOro crany. ITanieHTH, axi moTpeSyBaiy iHIIO! HOAATKOBOI
cTepoin-3Gepirarouoi Tepamii, Manu GyTH BUKIIOYEH] 3 BUIIpOOYBaHHA.
IMauieaTaM, y AKAX CUMIITOMH aCTMH IIOCTYIIOBO MOTipIIyBaJTHC,
MOKPOKOBO 301MBLIyBaNH TOGOBY 03y IEPOPAIBHOIO CTEPOIMY M0
norepeHbOT 103H, IpH AKil 3a6e3neuyBaBcs KOHTPOJIb ACTMH.

16. Kpurepii ouinku epekTUBHOCTI

OCHOBHUM TIOKa3HHKOM e(peKTHBHOCTI OyJI0 cepelHe 3HIDKCHHS 03U
HePOpaBHOro cTepoiny micis 15 TiwkHiB nikyBanusi. Kpim Toro,
PO3IIIANABCA BIUTMB Ha (yHKILiIO JIeTeHb, CAMIITOMH Ta BUIUMi MOGiuHi
eeKTH NepopaIbHOTO CTEPOiNy NPOTATOM 4 THXHIB JiKyBaHHA Y
BIIKPUTOMY peXHUMi.

17. Kpurepil omiHku Oe3neKku

He6axani ssuma (HA).

18. CratuctruHi MeTOAN

Jlna aHanisy nanux y BuGipLi BCi NallieHTiB, AKi OTpUMYyBaIK
nikyBaHHs, Gy/0 00’ €JHaHO AaHi BCiX NAlieHTIB, AKi 3aBepIIUIH
BUNpoGyBaHHA a00 BUNHLDIA 3 HEOTO. AHANI3Y mijIAranu Jasi .
74 nanienris. J{aHi B IIOXeHHUKY MALi€HTa 32 KOXHUM i3 HaBeICHHUX
HIDKYE 8 MOKA3HHKIB MiCYMOBYBAINCA 3a 7-IeHHUH niepion 10
KOXKHOTO KJTiHIYHOTO Bi3HTY.

1. Yu 6y MuHy”0l HOUi Bam coH nopymeHui y 38’ 13Ky 3 aCTMOIO
(Tax/ui).

Crynius TXKOCTI cuMITOMIB Y HigHu gac (0-3).

3.  Ckinbku pasie MuHYIOI HOYi BH KOpHCTYBaINCS iHraIATOPOM I
IOJIETIIEHHSA AUXaHHA?

Pankosuii iokasHuk ITIIB (xpamwuit i3 3).
5. CTyniHb TAXKKOCTi CUMIITOMIB acTMH y AeHHHI 4ac (0-3).

Ckinpku pasiB Bu cborofiHi KOpHCTYBaJIUCA IHIAATOPOM JUTA
MOJIETIIEHHSA AMXAHHA?

7. Beuipniii mokasauk ITIIB (xpamwii i3 3).
8.  SIky mosy mepopaibHOro crepoiny Bu npuitHang ceoronsi?

AmHani3 cepeHBOTO 3HIKEHHS KO3H NEPOPATILHOTO CTEPOiNy
IPyHTYBaBCs Ha 3MiHi Bifl BUXiZHOTO piBHA (OCTaHHi 7 AHIB BBiAHOTO
nepiony) no Twxkus 15 (7 nuiB no Bisuty 7). [TIopiBHAHHA CepeaHBOTO
3HIKEHHS J03H IEPOPATBLHOTO CTEPOILY MiX IPyIaMH Bill BHXiZHOIO
piBHA 10 15-T0 TIKHS MPOBOMWIH 33 JIOTIOMOI0}0 KPUTEPil0 CyMH
panris YinkokcoHa. BicoTKoBY 4acTKy Nalli€HTiB, AKi JOCATIH
3HIKEHHA [03H HEPOPATBLHOTO CTEPOIy, IO BU3HAYAIOCH 33 3MIHOKO
JI03H, PO3Pax0BaHOI UL MOTIEPeqHBOTO aHANI3Y, IOPiBHIOBAIIA MK
Ipynamu 3a JOMOMOTOI0 KPHTEPIIo Xi-KBajpaT. BilcOTKOBY 4acTKy
TMALEHTIB, AKi JOCATIIM 3HIKEHHS TO3H NIEPOPAIBHOTO CTEPOIMy 3i
36epexeHHAM QyHKIIT IereHb, NOPIBHIOBAIM MiX IPyIaMM 32
JIOTIOMOTOK KPUTEPiro Xi-kBagpar. 36epexeH s GyHKIil JereHs -
BH3HAYaJIoCA AK 3MEHIIeHHs paHkoBoi [T11IB Bix BuxigHOro pisHg 10
15-ro TikHs Ha 10 % y HaifripioMy Bunaaky. KyMynaTuBHy 103y
TepOpaTBHOro CTEPOINy MPOTATOM YChOTo 15-TIDKHEBOTO MEpioay
JiKyBaHHs OPiBHIOBAIH MiX IPYIaMH 3a JIOTIOMOTOI0 KPUTEPIiI0 CyMH
panrie Yinkokcona. Lleii ananis npoBofuBes 3 JaHUMH JIMIIE THX
NAIi€eHTIB, AKi OTPUMYBAJIH JIiKyBaHHA NPOTAroM 15 TIxHiB, Ta GyB
CTaHAAPTU30BAHMI TAKUM YHHOM, 1106 BiITBOPUTH Hepion y

15 Tiwxwis (105 muis). Y BuGipKy Ans aHami3y BIIIOYAINCS NALCHTH,
SKi IpoTAroM 15-THXKHEBOTO NEpiody NiKyBaHHA MAIU B INOASHHUKY
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3alKcH IoHalMeHIe 3a 99 AHIB. 3MiHa B MOKa3HUKaX LUIOJEHHUKA 32
myHkTaMu 1-7 Bin BuximHoro pisHsA go 9-ro TkH« (7 qHIB g0

Bizury 5) Ta o 15-ro Tixus (7 gHiB Ao Bisuty 7), a Takox 3MiHM Bix
15-ro no 19-ro TwxHA (BinkpuTHii Nepioa) aHAII3yBATHCA K MIXK
rpynaMy, Tak i B Mexxax KoxKHOI 3 rpym JikyBanHd. ITokasauku ITIIB
BpaHIi Ta BBeUepi aHaJIi3yBaJIHCs K 100 aGCOMOTHOT, TaK i MO0
BiZICOTKOBOI 3MiHH Bix BUXinHOTO piBHA. 3MiHH Y NOpYIIEHH] CHY,
TSDKKOCTi CHMIITOMIB 2CTMH Ta 3aCTOCYBaHHi 2-aroHicTiB
aHaJI{3yBaJIMCS MiX IPYIIaMH 33 JOIIOMOTOI0 KPUTEPito CyMu paHris
VinkokcoHa, a B Mexax OJHi€l PYIH — 3a JOIOMOTOI0 3HAKOBOTO
paHroBoro kputepito Vinkokcora. Crio4aTky 3MiHM paHKOBHX i
BevipHiX nokasHukis I1111B aHamizyBanuca Ha HOpMaTBHICTb. SKIIO
IaHi 6ynu HOpMaJIbHO PO3NOALIEH], MeToIaMu aHani3y 6yau
2-ubipkoBuit t-kpurepiii (Mixk rpynamMu) Ta napHuit t-xputepiii (y
MeXax rpymH). B iHmmoMy BUnaaky AaHi aHaJIi3yBajkcA 3a JOIIOMOTOI0
KpUTepiro CyMHU paHTiB YiJIkokcoHa (MK rpynamu) Ta 3HAKOBOT'O
paHroBoro kputepito Yinkokcosa (y mexax rpymu). Kinekictb
3aroCTpeHb, AKi BHHUKAJN B KOXKHOTO Malli€HTa, 3 TONPaBKO0 Ha
TPHUBAITiCTb Y4acTi B JOCHTI/KEeHHI, II0 pemnpe3eHTye nepion y 105 auis
(15 TiKkHiB), MOPiBHIOBAIM MiX rpyNaMH 3a JOIIOMOTOIO KPUTEpPilo
CyMH paHriB VinmkokcoHa. 3MiHHM B 4acCTOTi Ta THKKOCTI CUMIITOMIB
acTMH Bif BuXigHoro piBHA (Bisut 2) no Bisuty 5 (TwxaeHs 9) Ta
Bisury 7 (Twxnens 15), a Takox Bix Bisury 7 no Bisury 8 (Bimkpuruit
nepios) MOpiBHIOBAIM MiXK IpynaMH 3a I0TIOMOTOI0 KpUTepio CyMH
paHriB YinKOKCOHa, a B MexXax OHi€l rpyny — 3a IOMOMOTO10
3HaKOBOT'O PAHTOBOTO KpUTepito YinkokcoHa. Ko namieHT
Hepea9acHO IIPUMNKHAB YYacTh Y BUNpoOyBaHHi, BUKOPHCTOBYBAJIHCS
JaHi, OTpMMaHi M Yyac HOro OCTaHHBOIO Bi3UTY. PYHKIIO JIereHb, AKa
BU3HaYaJacs Mif Yac KOXKHOTo KiiHiynoro Bisuty (I1LIB, O®B,
OXKEJT), aHaisyBaiu 3 TOUKH 30pYy 3MiH y GYHKIIiT lereHs Bix
BuxigHoro pisaa (Bizur 2) mo Twkua 9 (Bisur 5) ta Twkas 15

(Bisut 7), a Takox 3MiH Bix Bisury 7 no Bizuty 8 (4-TmxHEBMI
Bigkpuruit nepion). Illo crocyeThes mikoBoi MBUAKOCTI BUAMXY,
JOJaTKOBO 10 a0COMIOTHOT 3MiHM 3HAUEHHs aHAli3yBaJld TAaKOWK
BiZICOTKOBE 3HauU€HHS 3MiHH Bill BUXiZHOTO piBHA. J{aHi ciepiry
aHAI{3yBaNHcs Ha HOPMAJIbHICTh. SIKIIO faHi Oyl HOpMAabHO
po3no/ineHi, aHati3| MPOBOJIINCS 32 JOIOMOrOI0 2-BHOipKOBOTO
t-KpuTepito (MiXk rpynaMu) Ta MapHOro t-KpUTepito (y Mexax rpymnu).
V pasi cyTTEBOT HEHOPMAaJILHOCTI 3aCTOCOBYBAJIUCS KPUTEPill CyMH
paHriB YiikokcoHa (Mik rpynaMu) Ta 3HAKOBUI paHroBHit KpuTepiii
VinkokcoHa (y Mexax rpynu). SIKio nauieHT nepeadacHo NpUITHHAB
y4acTh y BUNpoOyBaHHi, BAKOPHUCTOBYBAINCS JaHi, OTpuMaHi mix uac
ifioro ocraHHbOro BisuTy. ITOpiBHAHHA 3MiH y BUIUMHX HOOIYHHX
edekTax nepopasILHOro CTEPOIAY MiX rpyIaMH Bifl BUXigHOTO piBHA 10
15 TIwKHIB MPOBOIWIN 3a HOTIOMOIOI0 KPUTEPil0 CyMH paHTiB
VinkokcoHa. ¥ nporokoini 6ys0 3a3HaueHO, IO Ma€ 6yTH NpoBeAeHu
aHaIi3 IepBHHHOIO MOKa3HUKa eeKTUBHOCTI y BHOIpILi mauieHTiB 6e3
MOPYIIEHb MPOTOKOTY. OCKINMBKY TAKOMY aHaITi3y IiUIAraNny AaHi
e 8 i3 76 paHEOMi30BaHHX Mali€HTIB, Oro npoBeneHH 0y0
HEeIOLibHUM.

19. HemorpadiuHi HOKa3HUKH
JOCIiIKyBaHO! MOMYJALT (cTaTh, BiK,
paca Tomo)

JeMorpadiuni moka3HUKY NALi€HTiB 000X IPyI HA MOMEHT BKJIIOYEHHS
y BunpoOyeaHHa 6ymu 3icraBunMu (Tabmuus 1).
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Tabauus 1. Jemorpadiuni nokasHHKH

Posnunennii Gyneconin II. 6
KinbkicTs naieHTin 38 36
Bixk (pokis) Cepenne 3naueHHA
+ CTaHAApTHE 48,1+9.9 47,0103
BiaxuneHns (SD)
38 36
Min. — Make. 26-66 29-65
Crats, n (%) onosiva 14 (37) 13 (36)
Kinoua 24 (63) 23 (64)
3picr (cm)
CepenHe 3Ha4eHHs
£SD 164,0 £ 11,6 168,8 +12,0
N 38 36
Min. - Make. 134-190 145-193
Maca Tina (kr)
Cepenne 3Ha4YeHHA
+SD 77,3 +£19,6 81,5+19,2
N 38 36
Min. -Make. 50-137 43-126,9
Cratyc xypus: n (%)
Hikomn 17 (45) 21 (58)
Y MuHynomy 15 (39) 11 (31)
Ha ueif wac 6(16) 4(11)
Y pa3i cratycy «Ha ueit yacn» —
rpamis Ha THXAEHb
CepenHe 3HaUSHHS
+SD 28,6152 72,3 + 66,5
N 5 3
Min. — Make. 10-50 7-140
CTaTyc BXKHBAHHA AJIKOTOJII0:
(%)
Hikomn 23 (61) 14 (40)
V Munynomy 0 0
Ha ueff yac 15 (39) 21 (60)
Y pasi cratycy «Ha neii vacr —
OJAHHHUb Ha THKIEHbL
CepenHe 3HaueHHA
+SD 123+133 73-17,6
N 15 21
Min. — Make, 1-45 1-26

20. Pe3ynpTaT €eKTUBHOCTI

Yepes 15 TIDKHIB miciisa nmovaTKy JIiKyBaHHA He OyJIO BUSBJICHO pi3HULI
MiX IpyHaMH JIiKyBaHHA Y 3MiHi JO3H NEpOpalbHOIr0 CTEpOiny Bilk
BHXiZHOTO piBHA 10 15-r0 THXHA, X04a O6yJI0 BCTAaHOBIIEHO, IO ¥ 36 %
(27/74) nanieHTiB KOCTiITHUKOM He 6YJ10 3HIKEHO 03y, HE3Ba)XKAI0O9H
Ha ctabifi3awiio acTMH.

He 6yno BUsBI€HO CYTTEBOI Pi3HULI MiX IpynaMH y BiICOTKOBIH
YacTIl MAi€HTIB, SKi 3MOTTIM 3HU3UTHU N03Y NEpOpaTLHOTO CTEpPOiny
HpOTArOM 15 TIDKHIB JTiIKyBaHHA, a TAKOX Y BiACOTKOBIl 9acTIli
HalieHTiB, fAKi 3MOTJIN 3HU3UTH [03y NIEPOPANBHOTO cTepoiny Oe3 3MiH
y (yHKLI nerexs.

He 6yno cyTTeBOi pisHUL MK rpynamMu y KyMyJIATUBHIN 103i
HEPOPANBHOTO CTEPOiNy, NpUHHATIH poTiAroM 15-THKHEBOrO nepioxy
JIiKyBaHHAL.

KinpKicTs 3arocTpeHs, 110 BHHUKIN IPOTAroM 15-TIKHEBOTO NEpioxy
JiKyBaHHS, OyJia 3HAYHO HIDKYOIO B IPYTIi 3aCTOCYBaHH PO3IIMIIEHOTO
6ynecoHiny, Hix y rpymi mnane6o (0,35 3aroctpenns nporu 1,10; p< 0,05).
ITicna 15-THKHEBOTO JiKyBaHHA 3MEHIIEHHA TSDKKOCTI Kalulo Ta
3a[MILIKH, OIIiIHIOBaHO1 i Yac KIiHIYHKUX Bi3UTIB, OyJI0 3HAYHO
CYTTEBILINM Y IpyIIi 3aCTOCYBaHHA PO3MIICHOr0 OYAECOHiMy, HDX Y
rpymi mwane6o (cepenHs 3MiHA MOKa3HUKIB THKKOCTI: kamens —0,16 Ta
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0,23; sagumxa —0,34 ta 0,06; B 060X Bunaakax p < 0,05). Bussnene
3MEHILECHHA 33JUIIKH B TPYIi 32CTOCYBaHHA PO3MWIEHOro 6yaecoHi Ly
Oyno cTaTucTH4HO 3HavymM (p < 0,05).

¥V rpymi miane6o crnocrepiranocs cyrrese 3Meninenns [111B yepes

15 THXHIB, 5K B aOCOMIOTHOMY, TaK i Y BiICOTKOBOMY BUpaXeHHi

(B ob6ox Bunagkax p < 0,05). Ilpu nopisrsiHHi Mix rpymnamu Gyio
BCTAaHOBJIEHO, IO Yepe3 9 TIKHIB 3MiHa KiNBKOCTI HOUelH i3
MOpPYLIEHUM CHOM, IO OIiHIOBaXacs i 9ac KJIiHIYHMX Bi3uTiB, 6yia
CTaTHCTHYHO 3HAYYINOKO HA KOpUCTh Iwiane6o (0,55 npotu 0,37 °
Houeif; p < 0,05). ITpote 6yn0 3a3Ha4YeHO, MO MAI[iEHTH 3 IPYIH
w1anedo Majuy CTaTHCTUYHO 3HAYYIIO Tiplli MOKa3HUKK Ha BUXiTHOMY
piBHi, 0 3a0e3MeYIIo iM MMpPOKe MoJe LI HOKpaleHHA (2,66 npoTu
4,06 Houeir; p < 0,05).

IIlo cTocyeThes 3MiH MOKA3HUKIB Y UOACHHUKAX MALi€HTIB Bil
BBiZIHOTO Hepiofy N0 15-ro THXKHA, CIIOCTEPIrakucs CTATUCTUYHO
3HAYYIIi pe3yNbTaTH Ha KOPUCTh PO3MUIEHOTO OYAECOHILY Moa0
nopyeHs cHy (—0,05 npotu 0,93 Houeii/TimxaeHs; p < 0,01) Ta
TKKOCTI HiyHMX cumirroMiB (—0,08 mporu 0,15; p < 0,05). ~
ITinpuimeHuii Moka3HUK NOPYIIEHDb CHY, KK Bin3HaYaBcs y rpymi
mwiane6o, 6yB craTucTuyHO 3HaUYIWM (p < 0,01). He Gyno BusABIEHO
CYTTEBHX BiIMiHHOCTEH MiX IpynaMH Yy 3MiHi OL{iHOK Yy IIOJ€HHHKAX
HalieHTiB Bif BBITHOrO mepiony A0 9 THXKHIB.

V rpyni mnaue6o Ak paHKOBi, Tak i BeuipHi mokasuuku II1IB gepes

9 TIXKHIB 3HAYHO 3HIBIUIACA B aGCOMIOTHOMY Ta BiICOTKOBOMY
BHpaXKeHHi (paHOK: B 000X Bumazgkax p < 0,01; Bedip: B 060X BUmagkax
p <0,05).

He 6yno BusBIeHO pisHULI MiX rpynamu y 3MiHax mo6iuHuX ederrin
NepopaNIbHOTO CTEPOIAY MiciA 15 TIWKHIB NiKYBaHHS.

Pe3ynsTaTOM BBeIeHHS 4-THXXKHEBOTO TIEPioly 3aCTOCYBAHH
posnuieHoro 6ynecoHify y BiIKpUTOMY peXXHMi CTana 3HauHO Ginbina
BHpa)XXeHICTb BiNMOBii Ha JIiKyBaHHA B Iy, sKa paHille OTPUMYBaIa
w1ane60, NOpiBHAHO 3 NallieHTaMH, SKi OTPUMYBAJIM pO3NHICHUI
OynecoHin mporiarom ycsoro BUnpoOyBaHHA. Lle crocyBanocs 3MiH y
cyMapHi#t KIiHi4Hi# oniHi cuMnToMis (p < 0,05), B OuiHIl MOpyUIEHHS
cHy (p = 0,0001), xamwmo (p < 0,01), 3agumku (p < 0,05) ta ITIIB
(abcomoTHe 3HaueHHA: p < 0,01; BincoTkose: p < 0,05), a Takox 3miH y
moAeHHUKOBUX olliHkax ITIIB (aGcoroTHE Ta BiACOTKOBE 3HAYEHHS:
p < 0,05), mopyieHs cHy (p < 0,001) Ta 3actocyBanns B2-arouicra B
HiyHui vac (p < 0,05). V rpymi, ska paHile oTpuMyBaa mwiaue6o,
TOKpallleHHs Y KIiHIYHUX OLiHKaX MOpyIIeHs cHy (p < 0,001), xauumo
(p <0,05) Ta ITIB (abcomoTHe 3Ha4eHHA: p < 0,01; BigcoTKOBE:

p <0,001), a TakoX y INOJEHHUKOBHUX OLIIHKAaX PAHKOBOI Ta BEYipHBOT
ITHIB (abcomoTHe Ta BincoTKOBE 3Ha4eHHA: p < 0,05), mopyIUeHs CHY
Ta TOKKOCTI HIYHUX cuMnToMiB (B 060X BUMaxkax p < 0,01) Gynu
CTATHCTHYIHO 3HATYILIUMH. _
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21. PesynbTaTu Ge3neku

TIpotsarom 15-TimxHeBOro nepioxy JMiKyBaHHA B CIINOMY pexumMi 6yio
3apeecTpoBaHo 311 HSI, a nmpoTarom nikyBaHHA Y BiIKpUTOMY
pexuMi — 40 H. Y 63 nauieHTiB BUHUKIIO IIOHAMMeEHIIE 110

oxnomy HL. IlpoTaromM BunpoOyBaHHA Ha eTamax JiKyBaHHA
3apeecTpoBaHo 13 cepitosanx HS (CHA). XKonue i3 CHA we 6yno
BH3HAHO TaKHM, [0 Ma€ NPUYHUHHO-HACTIIKOBHI 3B’ A30K i3
JOCHi)KyBaHHM NpenapaToM. TpHHAAIATE NalieHTIB TP UIHHIIA
nikyBaHHA y 3B’a3Ky 3 HA1. He 6ymo BusABIIeHO pisHHLI MK rpynaMy y
xapakTepi Ta iHnunenTHocTi H.

22. BHCHOBOK (3aKIFOYCHHS)

Bunpo6yBaHHA IPOAEMOHCTPYBAJIO, IO PE3YNLTATOM HOJABAHHS
posmnuneHoro 6yaeconiny B no3i 2 Mr BID mo perymnsapHoro npuiioMmy
MEPOPANILHOIO CTEPOIAY MOXKE CTATH MOKpAIIEHHI CHMITOMIB aCTMH Ta
3MEHIIEHHA KilTbKOCT] 3arOCTPEHb aCTMH, @ TAKOK 3HIDKEHHS JO3H
NEepOpaNbHOro CTEPOImy.

3asBHUK (BIaCHHUK peecTpaLilfHoro
TIOCBiTYCHHS)

Iigmicado y mporpami DocuSign:

/migmuc/ ;
97094F653B284Ds5...

H-p Lxkaskymap T'vpynaran (Dr. Jayakumar Gurunathan)
(I1IB)

/migmnuc/

[Teuarka: Ykpaina, M. KuiB, ToBapucTso 3 o6Mexenor0 BianosinaneHicTio K ACTPASEHEKA

VKPATHA», Inentudikamniitamit ko 37037434.

Lleit mepexian 3 aHDIINCBKOI MOBH Ha YKpaiHCBKY MOBY 3po0JI€HO MHOIO, II€peKiaiayeM

Koctrounk IOmniero CepriiBHoro
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
AstraZeneca S.p.A

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca S.p.A

Current manufacturer details:

registration was
conducted or
planned to be
conducted

AstraZeneca AB
SE-151 85 Sdertélje
Sweden
4., Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which

5. Full title of

the clinical trial,
code number of
the clinical trial

Nebulised budesonide for the treatment of croup (acute laryngotracheobronchitis) in
childhood. Efficacy and safety study of therapy and prophylaxis of recurrence with
nebulised budesonide for children with croup, Study CI-BUN-0001.

6. Clinical trial
phase

111

7. Clinical trial
time frame

From 10 November 1999 through 04 August 2000.

8. Countries
where the
clinical trial was
conducted

Italy
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9. Number of
subjects

Planned:

Acute treatment phase — Group 1: 100; Group 2: 104 (52 budesonide and 52 placebo)
Prophylaxis — Group 3: 120 (60 budesonide and 60 placebo)

Actual:

Acute treatment phase: 22 (11 budesonide and 11 placebo)

Prophylaxis: 65 (30 budesonide and 35 placebo)

10. Primary and
secondary
objectives of the
clinical trial

e To investigate whether nebulised budesonide (2 mg) leads to a clinically significant
improvement in respiratory symptoms in children with mild croup (Westley croup
score 1 to 3).

e  To determine the clinical benefit of nebulised budesonide (2 mg) in addition to oral
or parenteral dexamethasone (0.3 mg/kg) in children with moderate to severe croup
(Westley croup score > 3)

e  To assess the efficacy of a prophylaxis with nebulised budesonide (0.5 mg once daily
[QD]) in the prevention of disease recurrences for children at high risk of recurrent
croup.

11. Clinical trial
design

Multicentre, national, double-blind, randomised, placebo-controlled, parallel-group study.

product, method
of
administration,
strength

12. Key Acute treatment phase
inclusion Either sex aged 3 to 144 months with a diagnosis of croup.
criteria Prophylaxis
Either sex aged 3 to 144 months, inpatients recovered from croup attack or outpatients
with an episode of croup diagnosed in the previous 2 weeks, with a high risk of recurrence.
13. Group 1: Budesonide nebulising suspension 0.5 mg/mL, 2 mg (4 mL) single dose, inhaled
Investigational continuously from a standardised nebuliser/compressor system.
medicinal Group 2: Single dose of oral or parenteral dexamethasone (0.3 mg/kg), then immediately

after, budesonide nebulising suspension 0.5 mg/mL, 2 mg (4 mL) single dose, inhaled
continuously from a standardised nebuliser/compressor system.

Group 3: Budesonide nebulising suspension 0.125 mg/mL, 0.5 mg (4 mL) QD in the
evening, inhaled continuously from a standardised nebuliser/compressor system, for

3 months up to first recurrence.

14. Compearator,
dose, method of
administration,
strength

Group 1: Placebo nebulising suspension, 4 mL single dose, inhaled continuously from a
standardised nebuliser/compressor system.

Group 2: Single dose of oral or parenteral dexamethasone (0.3 mg/kg), then immediately
after, placebo nebulising suspension 4 mL single dose, inhaled continuously from a
standardised nebuliser/compressor system.

Group 3: Placebo nebulising suspension, 4 mL QD administered in the evening, inhaled
continuously from a standardised nebuliser/compressor system, for 3 months up to first
recurrence.

15. Concomitant
therapy

Other medications that were considered necessary for the patient’s health status could be
given at the discretion of the Investigator.

16. Efficacy
endpoints

Primary efficacy variables:

Groups 1 and 2: Change in croup score after treatment as compared to baseline values;
time to return to a croup score of 0 (Group 1) or = 1 (Group 2); time for a 2-point
improvement in the croup score (Group 2 only).
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Group 3: Incidence of first recurrence during follow-up; time to first recurrence during
follow-up.

Secondary efficacy variables:

Groups 1 and 2: Duration of hospitalisation; proportion of patients remaining in hospital at
24 hours from admission; use, timing and duration of other specific treatments/procedures
(ie, nebulised adrenaline, additional steroids, intubation or transfer to intensive care unit).
Group 3: Severity and duration of recurrences during follow-up; proportion of children
requiring further medical care during follow-up.

17. Safety
endpoints

Primary safety variable: adverse events (AEs).

Secondary safety variables: assessment of cortisol level in 24-hour urine samples and
blood cell count in a subset of patients.

18. Statistical

The sample size requested for the study protocol was not reached by the end of the

population (sex,
age, race, etc.)

methods enrolment period. Thus, no formal statistical analyses were performed, but a descriptive
approach was used to test the homogeneity of demo-anamnestic parameters. Efficacy of
the study treatments was evaluated as time to reduce the croup score in the acute phase,
and time and incidence of croup recurrence in the prophylaxis phase.

19. Demographic data are presented in Table 1a (acute phase) and Table 1b (prophylaxis

Demographic phase).

data of the study Table 1a. Demographic characteristics of the patients’ population

BUDESONIDE (N = 1) PLACEBO (N=11)
SEX: Males (n, %) 5 (45.5%) 9(81.8%)
| Femalesm,%) . __ | 6 (54.5%) 2(182%) B
AGE, years (mean + SD) 4.1%2.7 3.74:36
HEIGHT, cm (mean < SD) 104.0 +19.0 97.3+25.6
WEIGHT, kg {mean + SD) 18.1 £6.5 175+103
CROUP SCORE:
Group 1 (n, %), 7 (63.6%) 6(54.5%)
Group 2 (n, %) 4 (36.4%) 5 (45.5%)
Table 1b, Demographic characteristics of the patients’ population
BUDESONIDE (N = 30) PLACEBO (N = 35)
SEX: Males{n, %) 23 (76.7%) 25771.4%)
Females (n, %) 7(23.3%) 10 (28.6%)
AGE, vears (mean = SD) 4.1+2.1 4.7+£23
HEIGHT, ¢m (mean = SD) -102.2 £16.6 106.5 £ 16.5
WEIGHT, kg (mean = SD) 19.2+ 8.6 20075

All patients were Caucasian. The 2 treatment groups in both study phases were
homogenous in terms of age, sex, height and weight. In the acute phase, 7 patients in the
budesonide group and 6 in the placebo group had mild croup at study entry (croup

score = 1 to 3), whereas 4 patients in the budesonide group and 5 in the placebo group had
moderate to severe croup at study entry (croup score > 3).

20. Efficacy
outcomes

Acute treatment phase

A marked and progressive decrease in total Westley croup score was reported in both
groups. In Group 1, a complete disappearance of symptoms was reported from 2 hours
post-dose in the budesonide group and from 8 hours post-dose in the placebo group. In
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Group 2, a complete disappearance of symptoms was reported from 8 hours post-dose both
in the budesonide and placebo groups.

The return to a croup score of 0 for Group 1 or = 1 for Group 2 was reached by all patients
in both groups. The mean (standard error [SE]) regain time was 1.5 (0.4) hours in the
budesonide group and 2.5 (1.0) hours in the placebo group. The median regain time was
0.75 hours in both groups and was significantly faster in females (1.0 hours) than in males
(2.9 hours).

The 2-point improvement (for Group 2 only) was achieved in all patients in both groups
(5 in the budesonide and 4 in the placebo group). Mean improvement time was 0.63 hours
in the budesonide group and 0.70 hours in the placebo group, with a median improvement
time of 0.5 hours in both groups.

All patients treated with budesonide were discharged from hospital. Nine patients (81.8%)
treated with placebo were discharged from hospital, but the remaining 2 patients had
prolonged hospitalisation due to asthmatic crisis and intercurrent disease.

Four patients in the budesonide group and 5 in the placebo group required a specific
treatment for croup, mainly due to a lack of improvement.

The recurrence of croup occurred in 5 patients (17.9%) in the budesonide group and in

10 patients (31.3%) in the placebo group.

The time to first recurrence was 89.7 (SE: 6.2) days in the budesonide group and 112.8
(SE: 10.7) days in the placebo group.

Discontinuation of the study treatment due to croup recurrence occurred in 5 patients
(20.0%) in the budesonide group and in 12 patients (34.3%) in the placebo group.

Eight patients (26.7%) in the budesonide group and 13 patients (37.1%) in the placebo
group took specific medications for croup recurrence and/or upper respiratory tract
inflammations/infections.

21. Safety
outcomes

Acute treatment phase

A total of 22 AEs were reported, 7 in the budesonide group (5 patients) and 15 in the
placebo group (9 patients).

Most of the AEs consisted of respiratory symptoms related to croup or of a seasonal
inflammatory nature, or affected the gastrointestinal apparatus. All the AEs were of mild
or moderate severity and spontaneously recovered, without sequelae. All the reported AEs
were considered as unlikely to be related to the study drug.

All events except 2 (one in each group) required a specific treatment.
Serious AEs (SAEs) were reported in 2 patients treated with placebo.

Prophylaxis

A total of 64 AEs were reported, 21 in the budesonide group and 43 in the placebo group.
Adverse events were reported in 14 patients (46.7%) in the budesonide group and in

20 (57.1%) in the placebo group. Most of the AEs consisted of respiratory symptoms
related to croup recurrence or to upper respiratory tract inflammation. All reported events
were considered as unlikely to be related to the study drug except for 2 cases: a probable
correlation with study drug was defined in one patient treated with budesonide
(maculopapular rash) and a possible correlation was defined in one patient treated with
placebo (croup). SAEs were reported in 2 patients treated with budesonide and 1 patient
treated with placebo.
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All SAEs were considered to be unlikely related to study drug.

Six patients in the budesonide group discontinued treatment due to AEs. In 5 cases the
discontinuation was due to croup recurrence and in one case due to onset of spurious
smallpox. In the placebo group, 15 patients discontinued the study drug due to AEs. In
11 cases, the discontinuation was due to croup recurrence and in 4 cases due to other
reasons (hyperaemic throat [n = 2], asthma and bronchitis [n = 1 each]).

22. Conclusion

The premature discontinuation of the study does not allow to fully satisfy the objective of

(findings) the study and to draw definitive conclusions, especially for the acute treatment phase. The
results of rate of recurrence and of time to first recurrence in the prophylaxis study showed
a clear trend towards a beneficial effect of treatment with nebulised budesonide in the
prevention of croup recurrence. This outcome was consistent with a reduced amount of
withdrawals due to croup recurrence and of required additional croup therapies in the
budesonide group. Treatment with nebulised budesonide was well tolerated and raised no
safety concerns.
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[epexnan 3 aHrIifickKOi MOBH Ha YKpailHCHKY MOBY

3BiT Ipo KIIiHiYHE BUNPOOYBaHHS

1. Ha3Ba Byneconix Acrpa3eneka (MibKHapO/JHa HeIIaTeHTOBaHA Ha3Ba — OYHECOHIM)
JiKapchKOro
3acoby (3a
HasiBHOCTi —
HOMeEp
peecTpaliiiHoro
TIOCBiAYEHH)
2. 3asBHUK Jani Bnacuuka peecrpauiiinoro noceiguenus (BPIT), 3aznaveni vy 3BiTi npo
Kainiune punpodysauus (3KB):
Actpa3eneka C.i.A. (AstraZeneca S.p.A.)
Jani BPIl Ha noTouHWii MOMEHT:
Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Conepran’e, Llsemis (SE-151 85 Sodertilje,
Sweden)
3. Bupo6HuK Jdauni Bupobuura, 3asuaveni y 3KB: -
Acrpa3eneka C.ILA.
Mani BHPOOHHKA HA NOTOYHHIE MOMEHT!
Actpa3eneka Ab
SE-151 85 ComepTan’e,
Isenis
4. TTpoBeneHi Tak
JOCIiIKeHHS:
1) Tim JlikapcekHif 3aci6 3a MOBHUM IOChE (ABTOHOMHE I0CHE) .
JiKapCHKOTO

3aco0y, 3a AKUM
nposoiaca abo
IIaHYEThCA
peecTpaltis

5. IloBHa Ha3Ba
KITiHI9HOTO
BUNpOOYBaHHS,
KOJIOBaHHI1
HOMeEp
KJIiHIYHOTO
BUNpOOYBaHHA

Po3nunennit 6yxecoHia ans JiKyBaHHA Kpymy (TOCTpOTro JapUHroTpaxeoOpoHXiTy) B
auTsdomy Bii. JocnimxeHHs edexTHBHOCTI Ta Ge3neyHocTi po3nwieHoro 6yneconiny ams
JiKyBaHHA Ta MpodiNaKkTHKN pelMAUBIB Kpymy B Aitelt; Bunpobysanns CI-BUN-0001.

6. ®aza
KJIiHI9HOrO
BUNpPOOYBaHHA

IIT

7. Ilepion
MpOBEAEHHA
KJIiHiYHOTO
BUIIPOOYBaHHA

3 10 nucronana 1999 poky mo 04 cepmus 2000 poky.

8. Kpainnu, ne
HPOBOAMIIOCH
KIiHiYHe
BUIpOOYBaHHA

Itasis
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9. KinpkicTh

3amiaHoBaHa:

nocmimxypanux | JlikyBaHHA B roctpiif ¢asi — I'pyma 1: 100; I'pyma 2: 104 (52 — 6yneconin, 52 — mnane6o)
Ipodinaxtuka — I'pyna 3: 120 (60 — 6yxnecounin, 60 — muane6o)
daxTnyHa:
JlixyBaHH: B roctpiit ¢asi 22 (11 — Gyzmeconin, 11 — miaue6o)
INpodinaxruka: 65 (30 — 6yneconin, 35 — miane6o)

10. Meta Ta e JlocniaMTH, UM BiIOYBaeThCA IIPH 3aCTOCYBaHHI PO3NUIEHOTO OyaecoHimy (2 Mr)

BTOPUHHI LI KIiHIYHO 3HaYyIIe NOKPAIIEeHHA pecipaTOPHIX CUMIITOMIB Yy HiTeif i3 KpyIoM JIETKOTo

KJIiHiIHOrO cryneHs (1-3 6anu 3a wkanorw YecTi).

BUNPOOYBAHHA |4 Byspauuru KIHIYHY KOPUCTE PO3NMUNIeHOro Gyaecoriay (2 Mr) I0AaTKOBO [0
nepopansHoro abo NapeHTepanbHOro AekcamerasoHy (0,3 MI/kr) y aiTeit i3 kpymom
cepeHbOro abo TAXKKOTo cTymers (> 3 GainiB 3a wkanow Yecti).

e OuiHHTH ehEKTUBHICTS NPODINTaKTHIHOTO 3aCTOCYBAaHHA PO3MHJIEHOr0 Gy aecominy
(0,5 Mr pas na o0y [QD]) s 3anobiraHna penuuBam XBOpoGH Y HiTeil i3 BACOKHM
PH3UKOM PELUANBYIOUOTO KPYITY.

11. JTuzait BaraToueHTpOBe, HalliOHANbHE, MOARiliHE ciine, paHIOMi30BaHe, TWIaLEe60-KOHTPOIBOBAHE

KIIHITHOTO BUIpOOYBaHHA B NapajieNIbHAX rpynax. =

BUNPOOYBaHHA

12. OcHoBHi JlikyBaHH# B roctpiit hasi

KpuTepii Jitu 6ynp-sxof craTi BikoM Bix 3 no 144 MicsawuiB 3 KiarHO30M KpyITy.

BKJIFOYEHHS ;

[Mpoginakrika

Jlitn 6yab-sikoi crati BikoM Bix 3 no 144 Micsuis, ski B JlikapHAHUX YMOBaX BHIYKYIOTb
nicis Hanagy Kpymy, a6o aMOynaTOpHi Nali€HTH, Y AKUX 6yI0 1iarHOCTOBAHO eli30 KpYILy
B ToNepeiHi 2 TWXHi Ta sKi MalOTh BUCOKUI{ pH3HUK PELUIMBY.

13. I'pyna 1: BynecoHin, cycnensis g posmwieHns, 0,5 Mr/Mim, oqHopasosa o3a 2 mr (4 M),

HocnimkyBaHuil | ska IUITaBHO BBOAUTHCA 3i CTaHAapTHOrO HeOynaiizepa/KOMIPECOPHOT CHCTEMH.

HIK?PCBKm"{ I'pyna 2: OpHopa3oBa A03a NEpOpaIbHOTO ab0 NApeHTEPaIbHOI0 JEKCaMeTa30Hy

3aci6, croci6 (0,3 mr/kr), micna kol ofpa3y 3acTOCOBYETHCA 0JHOPa30Ba 103a OyaecoHiay, cycnensii 1is

3aCTOCYBAHHA, posmuieHHs, 0,5 Mr/mi, 2 Mr (4 M), sika BBOOUTBCA Ge3NepepBHO 31 CTaHOAPTHOrO

cmwia i

HeOynaiizepa/KOMIPECOPHOL CHCTEMU.

I'pyna 3: ByaecoHin, cycnensia ans posmwienHs, 0,125 mr/mi, 0,5 Mr (4 mir) QD yBeuepi,
1110 BBOAUTECS Ge3nepepBHO 3i CTaHAapTHOTO HeOynmaii3epa/KOMIPECOPHOT CHCTEMH,
TIPOTSArOM 3 MICSALIB @X [0 TEPILOro pelUIUBY. -

14. TIpenapat

I'pyna 1: Cycnessis wiane6o Wi po3mWIeHHA, OAHOPa30Ba 103a 4 MII, SKa BBOAUTHCS

MOPiBHAHHSA, GesnepepBHO 3i cTaHAapTHOTO HEOYnaii3epa/KOMIPECOPHOT CUCTEMH.
n03a, crioci6 I'pymna 2: OpHopa3oBa [03a HEPOPAIBHOrO a0 NapeHTePaTbHOrO AEKCaMETa30Hy
3aCTOCYBAHHA, | ((,3 Mr/kr), mic/s AKOi Of(pa3y 3aCTOCOBYETHCA OJJHOPA30Ba 103a CycneHsii miaue6o s
Cua po3nuaeHHs (4 MIT), ika BBOAUTECA Ge3nepepBHO 31 CTAHAAPTHOLO
HebyJaiizepa/kOMIIpecOpHOI CHCTEMHU.
I'pyna 3: Cycnensis miane6o 111 posmwieHHs, 4 Mia QD yBeuepi, 110 BBOXUTHCA
6e3nepepBHO 3i cTaHAAPTHOTO HeOYyIaii3epa/KOMIIPECOPHOT CUCTEMH, TIPOTATOM 3 MicsLiB
X JI0 NEPIIOro peLUAUBY.
15. CymytHa Jomyckajiocs 3acToCyBaHHA iHIIKX JIiKapchKUX 3aco0iB, fAKi, Ha AYMKy JoCHigHUKa, Oynn
Tepamis HeoOXiIHi 111 miATpUMaHHA CTaHy 3J0pOB’S Nalli€HTa.
16. Kpurepii IMepBuHHI NOKa3HUKU ePEKTUBHOCTI:
OLIHKA ) I'pymu 1 Ta 2: 3MiHa MOKa3HKUKA OLIHKH TSHKKOCTI KPYITy MICJIA JNiKyBaHHS NOPIBHAHO 3
e(peKTHBHOCTI BHXiTHHMH 3HaYeHHAMHY; Yac IO TOCATHeHHs MOKa3HKKa OLiHKH Kpyny O Ganis (I'pyma 1)

abo 1 6an (I'pymna 2); yac mo MOKpalleHHs MOKa3HUKa OLIHKH Kpyny Ha 2 Gaiu (Juure
I'pyna 2).

KOH®IJIEHIIIMHA IHOOPMALIIS,
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I'pyna 3: IHIMAEHTHICTS NEPIIOro PEMUAUBY NPOTATOM MEPioAy HOLANBLIOTO
CIIOCTEPEXKEHHS; Yac 0 NEPLIOro PEelUANBY IPOTATOM Nepioiy MOOAIBIIOro
CIIOCTEPEXKEHHS.

BTopuHHI NOKa3HUKH e()eKTHBHOCTI:

I'pynu 1 1a 2: TpuBanicTh rocuiTaizanil; 4acTka Hali€HTIB, IKi 3WINMIAIOTLCA B JiKapHi
4epe3 24 roAMHH MicIA rociTali3alii; 3acTocyBaHHS (4acoBi MeXi Ta TPHBANCTE) iHIIMX
CrieLialbHUX TpenapaTis/mpouenyp (To6To po3mwIeHNi aapeHaliH, JOOaTKOBI CTepoiny,
inTy6auia abo nepeBeneHHs 10 BilineHHs iHTeHCUBHOT Tepanii). I'pyna 3: TaxkicTs i -
TPHBAIICTh PELMANBIB POTATOM MEPiOAY MOATBIIOTO CIHOCTEPEXEHHS, YACTKA iTel, ki
HOTPeOYIOTh JONATKOBOI MEAUYHOI JOTIOMOTH HPOTATOM MEPiOAY MOAANBIIOTO
CIIOCTEPEXKEHHS.

17. Kpurepii
OIIiHKH O€e3IeKH

IlepBunHI noxaszHuku Oe3neku: Hebaxani seuma (H).
BropuHHi noka3sHHKH Oe3NeKH: olliHKa PiBHA KOPTU30JIy B 3pa3kax A0GoBOI cedi Ta aHami3
KPOBi Y MiArpymi nauieHTiB.

18. CraTuctuuHi
MeTOIH

Jo kiHIg nepiofy Habopy nanieHTiB He 6yB XOCATHYTHI po3Mmip BUOIpku, 0GyMOBIEHHI
HpOTOKOJIOM BUNpo6yBaHHA. OTxke, odilliliHi CTATHCTHYHI aHAII3K HE IPOBOIUINCS, Alle
6yJ10 3aCTOCOBAHO OMMCOBUII METOA UL NIepeBipKU OXHOPiXHOCTI
IeMorpagivyHo-aHaMHECTHYHHX apameTpiB. EdexTuBHICTh HochimKyBaHuX nipenaparis
OLiHIOBAJIU 32 YaCOM JI0 3HIDKEHHA Oally OLliHKH TSKKOCTI KpyIy B rocTpiii ¢asi, a Takox 3a
4acoM Ta iHIMAEHTHICTIO peLMAUBIB KpyIy Ha eTami npodinakThKH.

19.
Hemorpadiyni
HOKa3HUKH
JOOCIIIXyYBaHOT
mormyJianii (cTats,
BiK, paca ToIIo)

HemorpadiuHi nokasHuku HaseaeHo B Tabmuui 1a (roctpa dasa) Ta TaGnuui 1b (eTan
npodiakTHKY).
Tabanusa 1a. Jemorpadiuni XxapakTepHcTHKH NonyJiauii nayieHria

BYIECOHII (N = 11) TUIAILEEO (N = 11)
CTATb: Yonosijua (n, %) 5(45,5 %) 9(81,8%) N
XKinoua (n, %) 6 (54,5 %) 2(18.2 %)
BIK y poxax (cepente 3Ha4eHHA
CTaHaapTHe BiaxwieHHa [SDI) 4127 3,7+36
3PICT y cm (cepenHe 3nauenHs = SD) 1040 £19.0 973+£256
MACA TUIA & k2 (cepeaHe 3HAUEHH:
SD) 181£6.5 17.5+10.3
BAJT OLIHKH TsDKKOCTI KPYITY
I'pyna 1 (n, %) 7 (63,6 %) 6 (54,5 %)
T'pyna 2 (n, %) 4 (36.4 %) 5(45.5 %)
Ta6auus 1b. lemorpadiuni xapakrepucrukn nomynauii nauicnTis -
BYJAECOHIO (N = 30) ITIATEBO (N = 35)
CTATb: Yonosiua (n, %) 23 (76,7 %) 25 (71,4 %)
XKidoua (n. %) 7 (23.3 %) 10 (28.6 %)
BIK v poxax (cepenne 3nauenns +SD) 4121 47+23
3PICT v cM (cepenne 3HaueHHs + SD) 1022 +16.6 106.5 + 16.5
MACA TUIA ¢ x2 (cepeaHe 3Ha4eHHs +
SD) 192+86 200+75

Vi nauienTn Hanexanu 10 €BponeoinHoi pacu. O6uABI rpynu JiKyBaHHA Ha 000X eTamax
BUrpoOyBaHHA Oyl OMHOPIAHHMH 3 TOUKH 30pY BiKy, CTaTi, pOCTY Ta Bard Malli€HTiB.

V roctpiit ¢asi 7 nauieHTiB y rpyni 6yaeconiny Ta 6 y rpyni mwiaue6o Ha MOMEHT
BKJIFOUEHHA Y BUNIPOOYBaHHA MaJIH KPYIl JIETKOTO CTYHeHs (6aJt OLiHKH TSXKOCTI Kpymy = 1—
3), Toni sik 4 mauienTu B rpyni 6yAecoHixy Ta 5 y rpymi mwiane60 Maiau Kpyn cepeJHs0ro abo
TSHKKOTO CTyneHs (> 3 6aiis).

20. PezynsTarn
e(eKTUBHOCTI

JlikyBanus B rocrpiii daszi

B o6ox rpynax BifzHayanocs BUpaXKeHe Ta NPOrpecylode 3aXBOPIOBAHHSA 3T JHO 3 3araIbHUM
MOKa3HUKOM OL[iHKH TSDKKOCTI KpyIny 3a mkanol Yectni. V I'pyni 1 noBHe 3HMKHEHHA
CHMIITOMIB NpH 3aCTOCYBaHHi OyAECOHIMY crocTepiraocs, MOYUHaOYK 3 2 TOOUH MicTs
BBEJICHHS IO3U Mpenapary, a py 3acTOCYBaHHi IUiane6o — NoYHHaIOUH 3 8 TOAMH IMiC/IT

KOHOIIEHLIIMHA IHOOPMALILS,
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BBEIEHHA 1034. Y I'pymi 2 NoBHE 3HHKHEHHA CHMIITOMIB CIIOCTEPIranocs, NOYHHAKYH 3
8 ronuH micins BBeOeHHS 103U AK GynecoHiny, Tak i miaue6o.

Ioxa3snauk ouinku Kpyny 0 6anis o I'pynu 1 abo 1 6an s 'pynu 2 Gys JOCATHYTHIA B yCix
HalieHTiB B 000X rpynax. CepenHiif yac 0o BiHOBIEHHs OKA3HYKA (CTAHAAPTHA OMIIIKA
[SE]) cranoBus 1,5 (0,4) ronunu B rpyni 6yaecoHiny ta 2,5 (1,0) roausu B rpymi mwiane6o.
Meniana 9acy 70 BiIHOBJIEHHA OKa3HHKa cTaHOBMIA 0,75 roquHU B 060X Ipymnax i
nocaranacsa 3Ha4HO mByMame y gigatok (1,0 roguna), Hixk y XJIOMUuKiB (2,9 roaunu).

IokpaitienHs nokasHyka Ha 2 6anu (iuie ans Ipynu 2) 6yno AOCATHYTE B YCiX NALIEHTIB B
o0ox rpynax (§ y rpyni 6yaecoHiny Ta 4 y rpyni mwiane6o). Cepeziniii 9ac 10 moKkpalieHHs
cranoBuB 0,63 ronuHu B rpymi 6yaeconiny ta 0,70 rogunu B rpyni miane6o, Meaiana yacy
10 NOKpaIleHHs cTaHoBMWIA 0,5 roguHu B 060X rpymax.

Vci nauienTy, sxi orpuMyBany OyAecoHia, 6yiu BUMKCaHi 3 JiikapHi. Jles’aTh NAlicHTIB
(81,8 %), sxi oTpuMyBanu rwiane6o, Oyu BUNMuCaHi 3 JiKapHi, aje y penrTu 2 HallicHTiB
rOCIITai3alis TpUBaIa NOBLIE Y 3B’A3KY 3 ACTMATHYHUM KPU30M Ta IHTEpKYPEHTHUM
3aXBOPIOBAHHAM.

YoTupu nanicHTH B rpyni 6yaecoHiny ta 5 y rpyni iaueGo notpeGysanu cnemamsoBaHoro
JliKyBaHHs KpyITy, TOJIOBHUM YHHOM 4Yepe3 BiICYTHICTh MOKPAIUEHHS.

INpodinakruka

Penunus kpyny craBca y 5 nauientis (17,9 %) B rpyni 6yzneconiay ta y 10 nauientis
(31,3 %) y rpymi mwiaue6o.

Yac 1o nepuoro penuausy craHoBuB 89,7 (SE: 6,2) nHiB y rpyni 6yaeconiny Ta 112,8
(SE: 10,7) mHiB y rpyni nnane6o.

IIpunuHWIA DOCTiMKyBaHy Tepalilo Yepes penuaus Kpymy 5 nanienris (20,0 %) y rpymi
6yneconiny ta 12 nmauientis (34,3 %) y rpyni mnane6o.

Bicim mauienTis (26,7 %) y rpyni 6yneconiny Ta 13 nauienris (37,1 %) y rpyni mwiaue6o
OTpUMYBAJIH CHelialbHi npenaparti y 3B’ 13Ky 3 pelUAKBOM Kpyiry Ta/ao
3analeHHIM/iHpeKIiero BepXHiX IUXANbHUX IUBIXIB.

21. PesyneTatn
Oe3mnexu

JlikyBaHu#a B rocrpiii da3zi

3arasiom 6yno 3apeectpoBaHo 22 HA: 7 y rpyni Gyzneconiny (5 mauientis) ta 15 y rpymi
riane6o (9 marieHTis).

Binsuricte HA sBisn coGoko pecnipaTopHi CUMIITOMHY, TIOB’ A3aHi 3 KPYIIOM YM CE30HHHM
3analbHUM 3aXBOPIOBAaHHAM, ab0 ypa)kaiy IUTYHKOBO-KHIIKOBY cucTeMy. Yci HSI 6ynu
JIeTKAMH 260 ITOMipHUMH 3a CTyIIEHeM TSKKOCTI Ta CIIOHTaHHO 3HUKaIK §e3 Hacmiakis. Byio
BH3HAHO, 10 3B’A30K yciX 3apeecTpoBaHuxX HJI 3 qocnimkyBaHuM npenaparoM €
MaJoiMOBipHUM.

Vci sBuina, okpiM 2 (I10 0JHOMY B KOXKHili IpyTIi) BUMaraiy CHelializ0BaHOTO JiKyBaHHA.
Cepiiosni HS (CHI) 6yno 3apeecTpoBaHo y 2 HanieHTiB, AKi OTpUMYBaIH mraue6o.

IMpodinakrika

3aranom 6yno 3apeectpoBaHo 64 H: 21 y rpyni 6ynecoriny ta 43 y rpymi maue6o.
He6axani sBuua BUHAKIN y 14 nanienTis (46,7 %) y rpymni 6yneconiny ta'y 20 (57,1 %)
y Tpyni mnane6o. Binbwicts HA aBisutu co6oro pecmipaTopHi CHMITOMH, NOB’S3aHi 3
KpynoM a0o 3alaJieHHAM BEPXHIX IUXaJbHUX NULAXiB. Byso BU3HaHO, 110 3B 530K yCiX
3apeeCcTPOBAHMUX ABUI i3 JOCTIKYBaHHM NpENapaToM € MAIOUMOBIPHUM, 38 BUHATKOM
2 BunajkiB: iMOBipHY KOpEALi0 3 TOCTIHKYBaHHM TIpenapaToM GYII0 BCTAHOBJIEHO B
OJHOTr0 NaLi€HTa, KUl OTpUMYBaB OydecoHil (MaKyIonamyib0o3He BUCHITAHH!), Ta
MOMUIHBY KOpeJALilo 0yJIo BCTAHOBJIEHO B OTHOTO NAlli€HTa, AKAA OTpUMYBaB Iuiane6o
(xpyn). CHA 6y10 3apeecTpoBaHO y 2 MALi€HTIB, AKi OTPUMYBaIH OyIeCcOHix, Ta B

1 manieHTa, KMt OTpEMYBaB IUIaNeGo.

By1no BCTaHOBJIEHO, 10 3B’130K ycix CHSI 3 10CaiIKyBaHHM MpEapaToM € MaJIOHMOBIpHUM.
b

V rpyni 6yaeconiny 6 nauieHTiB MPUNHHIIIM JIiKyBaHHA y 38’ 13Ky 3 HS. V 5 Bunagkax_
NPHUNKHEHHS BiglbyJocs yepe3 peluaAuB KpYmy, a B 1 BUNagky — Y 3B’A3KY 3 iI03pOIO Ha

KOHOQIIEHLIMHA IHOOPMALILS,
110 € BJIACHICTIO KOMIIAHII 435
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Bieny. ¥V rpyni mwiane6o 15.maujeHTiB IPUIMHUIY 3aCTOCYBaHHA JOCIiIDKYBAHOTO
npenapaTy B 38’a3Ky 3 HA. B 11 Bunagkax npunuHeHHs 6yJ10 MOB’s3aHe 3 PELUIHBOM
Kpymy, a B 4 BUNajkax — 3 iHIIMMU NpWYMHAMU (TinepeMiune ropyo [n = 2], actma Ta
GpoHxiT [n = no oxHOMY]). o

22. BUCHOBOK

:I'Iepem{acue NPHNHHEHHA BUIPOOYBaHHA HE Jaji0 MOMKIJIMBOCTI MOBHICTIO JOCATTH METH Ta

(3aKroYeHHAN) 3poOMTH OIHO3HAYHI BHCHOBKY, 30KpeMa TI0/I0 JiKyBaHHA B akTUBHIN (asi. [TokasHUKA
YacTOTH PELIUAUBIB Ta Yacy IO IEPIIOTO PEUAMBY Ha eTalli Mpo(iIaKTUKK TOKA3AIM YiTKY
TeHAEHLIIO 10 COPUATIUBOrO eeKTy 3aCTOCYBaHHA POMIIIEHOTO OYIEeCOHIAY I
sano6iraHHs penuausaM Kpyiy. Lielt pesynbrat OyB ctabinsHuyM, y rpymni Gyaecoriny 6ysna
MEHIIA KiNbKiCTh BUNAKIB BUXOAY 3 BUIPOBYBaHHA Yepe3 peLUAUB KPYITy Ta HeoOXinHOCTi
JOAATKOBOTO JIiKyBaHHs KpyIry. JIikyBaHHA po3nuieHuM OyIecoHioM Ho6pe mepeHOCHIocs
Ta He CIIPUYHHAJIO MpobieM Ge3neku.

3asBHHK [Mignmucano y mporpami DocuSign:
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Clinical Trial Report

1. Name of
medicinal
product
(Marketing
Authorisation
number, if any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
AstraZeneca R&D Lund

Scheelevagen 2 S-221 87 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sédertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Pulmicort Respules: AstraZeneca Pty Ltd (Australia)
Pulmicort Turbuhaler: AstraZeneca (Sweden)

Current manufacturer details:

registration was
conducted or
planned to be
conducted

AstraZeneca AB
SE-151 85 Sédertdlje
Sweden
4., Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which

5. Full title of

the clinical trial,
code number of
the clinical trial

An evaluation of efficacy and safety of corresponding doses of Pulmicort Turbuhaler® and
Pulmicort Respules® in Japanese asthmatic adult patients (open, multicentre, Phase 11
study), Study D5259C00001

6. Clinical trial
phase

111

7. Clinical trial
time frame

From 19 February 2009 through 22 August 2009

8. Countries
where the
clinical trial
was conducted

Japan
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9. Number of
subjects

Planned: 100
Actual: 113 enrolled; 108 treated with Pulmicort Turbuhaler and 105 treated with
Pulmicort Respules

10. Primary and
secondary
objectives of
the clinical trial

The primary objective was to show similarity of efficacy of Pulmicort Respules 1.0 or
2.0 mg/day for 6 weeks in the treatment period and the corresponding doses of Pulmicort
Turbuhaler 400 or 800 pg/day for 4 weeks in the observation period.

Secondary objectives were:
e  To confirm the tolerability and safety of Pulmicort Respules 1.0 or 2.0 mg/day for

6 weeks in the treatment period and the corresponding doses of Pulmicort Turbuhaler
400 or 800 pg/day for 4 weeks in the observation period.

e To evaluate the appropriateness of 1 mg/day of Pulmicort Respules in a once or twice
daily regimen for 6 weeks after Pulmicort Turbuhaler 400 pg /day for 4 weeks in the
observation period.

11. Clinical trial
design

This was an open, multicentre, Phase III study in Japanese patients with asthma aged
16 years and older. The study consisted of'a 1 to 4-week period from informed consent
until the start of treatment, a 4-week observation period and a 6-week treatment period.

product, method
of
administration,
strength

12. Key Male and female patients > 16 years of age with asthma who were under prescribed

inclusion treatment with inhaled corticosteroids (ICS) at least 3 months before Visit 1, with stable

criteria asthma symptoms during the 4 weeks prior to starting observation and a forced expiratory
volume in one second (FEV1) > 60% of predicted normal value pre-bronchodilator.

13. Pulmicort Respules 0.5 mg, Inhalation suspension, budesonide 0.5 mg/ampoule (2 mL)

Investigational | Pylmicort Turbuhaler 200 pg, dry powder inhaler, budesonide 200 pg/dose,

medicinal 112 doses/Turbuhaler

14. Comparator,
dose, method of

Not applicable

administration,

strength

15. Constant doses of oral antihistamines could be used during the study.

Concomitant Patients on allergic specific immunotherapy had to have been on maintenance treatment for
therapy at least 3 months prior to Visit 1 and remain on maintenance regimen during the study.

16. Efficacy The primary outcome variable was the change in morning peak expiratory flow (mPEF)
endpoints from Baseline (mean of the last 14 days of the observation period) to Week 6 (mean of the

last 14 days of the treatment period)
Secondary variables were:

e Changes in the following variables from Baseline (mean of the last 14 days of the
observation period) to Week 6 (mean of the last 14 days of the treatment period):

—  Evening peak expiratory flow (¢PEF).
_  Asthma symptom score - daytime, night-time and total.
—  Use of rescue medication - daytime, night-time and total.

—  Night-time awakenings due to asthma symptoms.

CONFIDENTIAL AND PROPRIETARY
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e  The change in FEV, and forced vital capacity (FVC) at Week 6 (Visit 5) from
Baseline (Visit 3).

17. Safety
endpoints

e  Adverse events (AEs).
e  Laboratory variables (clinical chemistry, haematology and urinalysis).

e  Blood pressure and pulse rate.

18. Statistical
methods

For mPEF, the primary variable, the mean and 2-sided 95% confidence interval (CI) of
changes from Baseline (mean during the last 2 weeks of the observation period) to end of
treatment (mean during the last 2 weeks of the treatment period) were estimated based on
combined data of dose groups, and the overall similarity of mPEF between patients in the
Pulmicort Turbuhaler and Pulmicort Respules groups was investigated visually.

To investigate the similarity of Pulmicort Turbuhaler and Pulmicort Respules at
corresponding doses, the mean and 2-sided 95% CI of changes from Baseline to the last
2 weeks of treatment were estimated for each dose group. Other efficacy variables were
analysed similarly.

19,
Demographic
data of the
study
population (sex,
age, race, etc.)

In total, 113 patients were enrolled at 7 centres in Japan. Of those, 108 patients were
treated with Pulmicort Turbuhaler in the observation period and 105 patients were treated
with Pulmicort Respules in the treatment period. A total of 3 and 6 patients discontinued
study treatment in the observation and the treatment periods, respectively. The number of
analysed patients was 108 in the safety analysis set and 106 in the full analysis set (FAS).
The patient population enrolled into this study was well controlled and considered to be
consistent with those defined by the study protocol.
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Table 1 Patient Population and Disposition (FAS)
Low dose High dose Total
n=153 n=153 n =106
Population
Number of treated (Number of | 54 (50) 54 50) 108 (100)
planned)
Demographic characteristics
Age (year) Mean (SD) 438 | (13.5) | 439 | (13.4) | 439 | (134
Range (20 to 70) (24 to 78) (20 to 78)
Sex Male 19 | (35.8%) | 14 | (26.4%) | 33 | (31.1%)
Female 34 | (642%) | 39 | (73.6%) | 73 | (68.9%)
Ethnic group Japanese 53 | (100.0%) | 53 | (100.0%) | 106 | (100.0%)
Weight (kg) Mean (SD) 60.0 | (11.5) | 60.5 | (12.4) | 60.3 | (11.9)
Range (40 to 92) (39 to 88) (39 t0 92)
Height (cm) Mean (SD) | 162.5 l 8.7 160.5 ‘ (8.6) 161.5 ‘ 8.7
Range (148 to 183) (139 to 184) (139 to 184)
Duration of Mean (SD) | 13.94 ‘ (14.77) | 11.63 \ (12.26) | 12.78 ‘ (13.56)
asthma (year) | Rapge (0.5 to 44.7) (0.7 to 51.8) (0.5 to 51.8)
Nicotine use Never 40 | (75.5%) | 44 | (83.0%) | 84 | (79.2%)
Current (7.5%) (11.3%) | 10 (9.4%)
Former 9 (17.0%) (5.7%) 12 | (11.3%)
Baseline characteristics
Daily dose of Mean (SD) | 400.0 | 0.0) | 7925 ‘ (54.9) |596.2 | (200.9)
ICS before Range (400 to 400) (400 to 800) (400 to 800)
enrolment (pg)*
FEV: (L) Mean (SD) | 2.692 ‘ (0.686) | 2.663 ‘ (0.763) | 2.678 ‘ (0.723)
Range (1.48 t0 4.58) (1.37 t0 4.99) (1.37 t0 4.99)
FEV, (% of Mean (SD) | 92.54 ‘ (15.79) | 95.08 I (15.54) | 93.81 ‘ (15.64)
predicted Range (64.1101233) | (61.7t0144.0) | (61.7to 144.0)
normal)
Disposition
Number of patients who completed
Observation period 53 52 105
Treatment period 53P 46 99
Number of patients who discontinued
Observation period 1 2 3
Treatment period 0 6 6
Number of analysed patients 54 54 108
for safety
Number of analysed patients 53 53 106

for FAS

a Budesonide equivalent.

Once daily: n = 28, Twice daily: n = 25,
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20. Efficacy
outcomes

The mean changes in mPEF at Week 6 (last observation carried forward [LOCF]) from
Baseline as primary variable are presented in Table 2. The mean change in mPEF from
Baseline to Week 6 (LOCF) was estimated to be 3.3 L/minute (95% CI: -0.9 to 7.4 L/min)
in total patients. Similar patterns of mean change in mPEF from Baseline to Week 6
(LOCF) were observed in low and high dose groups.

Table 2 Mean Change in mPEF (L/min) at Week 6 (LOCF) from
Baseline (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Dose n | Mean | (SD) | Mean | (SD)} | Mean | (SD) 95% CI)
group

Lowdose | 53 | 403.7 | (108.0) | 407.7 | (106.6) | 4.0 | (22.2) | (-2.1t010.2)

Highdose | 52 | 3714 | (1142) | 373.9 | (111.4) | 2.5 |[(20.8) (-3.3t08.3)

Botal 105 | 387.7 | (111.7) | 391.0 | (109.8) 33 21.4) | (-0.9t07.4)
a Mean of the last 14 days of the observation period.
b Mean of the last 14 days of the treatment period.

The mean changes in mPEF at Week 6 (LOCF) from Baseline in once daily and twice daily
regimen in the low dose group are shown in Table 3. Similar patterns of mean change in
mPEF from Baseline to Week 6 (LOCF) were observed in once daily and twice daily
regimens in the low dose group.

Table 3 Mean Change in mPEF (L/min) at Week 6 (LOCF) from
Baseline in Once Daily and Twice Daily Regimen in Low Dose
Group (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Dose n | Mean | (SD) | Mean | (SD) | Mean | (SD) 95% CI)
regimen

Once daily | 28 | 408.8 | (104.9) | 412.0 | (102.2) | 3.2 (24.1) | (-6.11to 12.6)

Twice daily | 25 | 397.9 | (113.3) | 402.9 | (113.3) | 5.0 (20.4) | (-3.4t013.4)

2 Mean of the last 14 days of the observation period.
B Mean of the last 14 days of the treatment period.

The mean changes in secondary variables at Week 6 (LOCF) from Baseline are shown in
Table 4. The results from secondary variables supported the findings for the primary
variable. Overall, no clinically relevant differences between treatment groups were
observed in the secondary variables.
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Table 4 Mean Change in Secondary Variables at Week 6 (LOCF) from

Baseline (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Variables | n | Mean| (SD) |Mecan| (SD) | Mean | (SD) |  (95% CI)

e¢PEF (L/min)

Low dose | 53 | 411.1{(110.1) | 413.8 [(108.4)| 2.7 (17.4) (-2.1t07.5)

High dose | 52 | 375.7 |(111.5) | 380.5 [(111.3)| 4.8 (19.0) (-0.4 to 10.1)

Total 1051 393.6 | (111.7) | 397.3 |(110.6) | 3.8 (18.1) (0.2t07.3)

Asthma symptom score (Day time)

Low dose | 53 | 0.096 |(0.213) | 0.106 |(0.266) | 0.011 |(0.201)| (-0.045 to 0.066)
High dose | 52 | 0.152 | (0.307) | 0.177 {(0.346) | 0.025 |(0.197) (-0.030 to 0.080)
Total 105 | 0.124 | (0.264) | 0.141 |(0.309) | 0.018 |(0.198) | (-0.021 to 0.056)

Asthma symptom score (Night-time)

Low dose | 53 | 0.056 |(0.162) | 0.063 |(0.191) | 0.007 |(0.147)| (-0.034 to 0.048)

High dose | 52 | 0.088 | (0.237) | 0.126 [(0.384) | 0.038 (0.218) | (-0.023 to 0.098)

Total 105‘0.072 (0.202) | 0.094 | (0.303) | 0.022 |(0.185)| (-0.014 to 0.058)

Asthma symptom score (Total)

Low dose | 53 ‘ 0.152 | (0.339) | 0.170 [ (0.434) | 0.018 |(0.334)| (-0.0751t00.110)
High dose | 52 | 0.242 | (0.515)| 0.303 | (0.688) 0.062 |(0.360) | (-0.039 to 0.162)
Total 105 | 0.196 | (0.436) | 0.236 [(0.575) | 0.039 [(0.346)| (-0.028 to 0.106)

Use of rescue medication (Daytime)

Low dose | 53 | 0.013 | (0.080) ] 0.031 [(0.161) | 0.018 [(0.164) | (-0.028 to 0.063)

High dose | 52 | 0.056 | (0.162) | 0.073 | (0.200) | 0.017 (0.158) | (-0.027 to 0.060)

Total 105 | 0.035 | (0.128) | 0.052 {(0.182) | 0.017 [(0.160) (-0.014 to 0.048)

Use of rescue medication (Night-time)

Low dose | 53 !0.005 (0.027) | 0.016 | (0.098) | 0.011 {(0.079)| (-0.011 t0 0.033)

High dose | 52 | 0.012 | (0.047) | 0.090 | (0.338) 0.078 |(0.300) | (-0.006 to 0.161)

Total 105 | 0.009 | (0.038) | 0.053 [(0.249) | 0.044 |(0.220)| (0.001 to 0.086)
Use of rescue medication (Total)
Low dose | 53 | 0.019 [(0.100) | 0.047 | (0.259) | 0.028 [(0.244)| (-0.039to 0.096)
High dose | 52 | 0.068 [(0.177)| 0.163 | (0.457) 0.094 |(0.376) | (-0.010t0 0.199)

Total 105 | 0.043 | (0.145) | 0.104 |(0.373) | 0.061 |(0.317)| (-0.000 to 0.122)

Night-time awakenings due to asthma symptoms

Low dose | 53 | 0.062 |(0.222) | 0.027 | (0.142) | -0.035 |(0.192) | (-0.088 to 0.018)

High dose | 52 | 0.023 [(0.079) | 0.051 | (0.170) | 0.027 (0.127) | (-0.008 to 0.063)

Total 105 | 0.043 | (0.168) | 0.039 | (0.157) | -0.004 (0.165) | (-0.036 to 0.028)
N Mean of the last 14 days of the observation period.
B Mean of the last 14 days of the treatment period.
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The mean changes in FEV| and FVC from Baseline to Week 6 (or withdrawal), as shown
in Table 5, were estimated to be 0.079 L (95% CI: 0.031 t0 0.127 L) and 0.105 L (95% CI:
0.049 to 0.160 L) in total patients, respectively. Similar patterns of mean change in FEV,
and FVC from Baseline to Week 6 (or withdrawal) were observed in low and high dose

groups.

Table 5 Mean Change in FEV1 and FVC at Week 6 or Withdrawal from
Baseline (FAS)
Baseline® Week Change from Baseline
6/withdrawal

Variables | n Meanl (SD) Mean| (SD) Mean\ (SD) ‘ (95% CI)

FEVi(L)

Low dose | 53 |2.701 |(0.697) | 2.797 | (0.807) | 0.096 |(0.292) (0.016 to
0.177)

High dose | 49 | 2.692 | (0.756) | 2.752 | (0.832) | 0.060 (0.179) (0.008 to
0.111)

Total 102 | 2.697 | (0.722) | 2.776 | (0.815) | 0.079 |(0.244) (0.031 to
0.127)

FVC (L)

Low dose 53 | 3.335 | (0.900) | 3.453 | (1.023) | 0.119 |(0.324) (0.029 to
0.208)

Highdose | 49 | 3.407 | (0.987)| 3.497 | (1.078) | 0.090 |(0.232) (0.023 to
0.157)

Total 102 | 3.370 | (0.939) | 3.475 | (1.045) | 0.105 | (0.283) (0.049 to
0.160)

a Visit 3

21. Safety
outcomes

A summary of AEs in each category is presented in Table 6. Twenty-four AEs were
reported for 20 of the 108 patients (18.5%) in the observation period and 50 AEs were
reported for 40 of the 105 patients (38.1%) in the treatment period. The majority of AEs
were of mild intensity, and no severe AEs were reported. No deaths, serious AEs (SAEs)
other than death and other significant AEs were reported in this study. Two discontinuations
of study treatment due to AEs (nausea/asthma and asthma) were reported in the treatment
period.
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Table 6 Number (%) of Patients who had at Least 1 AE and Total
Number of Events in Any Category (Safety Analysis Set)
Observation period Treatment period
Low dose | High Total |Lowdose| High Total
dose dose
AE category n=>54 n=>54 n =108 n=53 n=>52 n=105
Number of patients who had an AE in each category®
Any AEs 10](18.5) 10| (18.5) |20 | (18.5) |20 |(37.7) | 20| (38.5) | 40 (38.1)
AEs with mild 7 |(13.0)| 9 |(16.7) |16 |(14.8) | 18|(34.0) | 17 |(32.7) | 35 |(33.3)
intensity
AEs withmoderate | 3 | (5.6) [ 1 | (1.9) |4 |37 |2 @8 |3](58) |5 (4.8)
intensity
AEs with severe 0 0 0 0 0 0
intensity
AEs with outcome | 0 0 0 0 0 0
death
SAEs not leading to | 0 0 0 0 0 0
death
AEs leading to 0 0 0 0 2138|219
discontinuation of
treatment
Other significant 0 0 0 0 0 0
AEs
Drug-related AEs® | 0 203D 1209 |6|(113)|9((173)]|15 (14.3)
Total number of AEs®
Any AEs 12 12 24 24 26 50
AEs with mild 9 11 20 22 22 44
intensity
AEs with moderate | 3 1 4 2 4 6
intensity
AEs with severe 0 0 0 0 0 0
intensity
AEs with outcome | 0 0 0 0 0 0
death
SAEs not leading to | 0 0 0 0 0 0
death
AE:s leading to 0 0 0 0 3 3
discontinuation of
treatment
Other significant 0 0 0 0 0 0
AEs
Drug-related AEs® | 0 2 2 7 11 18
a Patients with multiple events in the same category are counted only once in that category.
Patients with events in more than one category are counted once in each of those
categories.
b Assessed by the investigator.
8 Multiple events in the same category are counted multiple times in that category. Multiple
events belonging to more than one category are counted multiple times in each of those
categories.
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The most commonly reported AEs (those with an incidence more than 1.0% at the
preferred term [PT] level in total at the observation period or the treatment period) in the
study are shown in Table 7. The most commonly reported AE was nasopharyngitis (5.6%
of patients in the observation period and 6.7% in the treatment period). Oropharyngeal
discomfort was not reported in the observation period but was reported in 4.8% of patients
in the treatment period. All events reported as oropharyngeal discomfort were of mild
intensity and were reported on the first day in the treatment period.

Table 7 Number (%) of Patients with the Most Commeonly Reported
AEs by PT (Safety Analysis Set)

Observation period Treatment period
Low High Total Low High Total
dose dose dose dose
PT*bed n=54 | n=54 | n=108 | n=53 | n=52 | n=105
Nasopharyngitis 213N 14| (74)[6](5.6)[4[(75)3|(58)|7 6.7
Oropharyngeal 0 0 0 21(3.8)3((58) (5|48
discomfort
Asthma 0 0 0 0 2138|219
Eczema 0 1119109238 |0 2 1(1.9)
Upper respiratory tract 0 0 0 1119119 |2]|(19
infection
Upper respiratory tract 213710 21191213810 2 (1.9
inflammation
Oropharyngeal pain 11(19|0 11091213810 21 (1.9)
Dysphonia 1A 1|12 @9 1[N 0 1](1.0)
. A patient experiencing more than one AE within a PT was counted once within that PT.
J This table used a cut-off of 1.0% of patients in total at the observation period or the
treatment period.
B Table is sorted by frequency of total at the treatment period.
. MedDRA 12.0.

There were no clinically significant changes in clinical laboratory values and vital signs.
The safety profile of Pulmicort Respules was similar between doses at 1.0 mg/day and

2.0 mg/day, and between once and twice daily regimens regarding incidence and nature of
AEs, clinical laboratory values and vital signs.

22. Conclusion
(findings)

The efficacy of Pulmicort Respules 1.0 mg/day and 2.0 mg/day after 6 weeks of treatment
was similar to the corresponding doses of Pulmicort Turbuhaler 400 pg/day and

800 pg/day after 4 weeks treatment in Japanese adult patients with asthma.

Once and twice daily dosing regimens of Pulmicort Respules 1.0 mg/day were similarly
effective in Japanese adult asthmatic patients.

Pulmicort Respules 1.0 mg/day and 2.0 mg/day were safe and well tolerated in Japanese
adult patients with asthma.
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IMepexnan 3 aHrmilfickkoi MOBH Ha YKpaiHCBKY MOBY

3BiT mpo KIIiHiYHE BUNPOOYBaHHS

1. Hazpa Byneconin Actpa3eHeka (MibkHapoJHa HEMIaTCHTOBaHA Ha3Ba — OYAECOHIN)
TiKapchKOro
3acoly (3a
HasiBHOCTI —
HOMep
peecTpaniiiHoro
MOCBiMYEHH)
2. 3assBHHK Ha3zea Ta agpeca BAacHHKA PeECTPALIHOID NOCBITYEHHS HA MOMENT NPOBEAeHHS
KJIHIYHOro BHNDOOVBAHHA:
Ientp nocmimkeHs Ta po3pobok kommnaHii Actpa3eHeka (AstraZeneca R&D Lund)
CxeiinesereH 2, M. JIyun, llsenis, S-221 87
(Scheelevagen 2, S-221 87 Lund, Sweden)
Hassa Ta ajpeca NOTOYHOI0 BJAACHHKA DEECTPAUINHOIO MOCBITYEHH:
AcTtpa3eneka Ab (AstraZeneca AB)
SE-151 85 Coneptan’e, IlBeris
(SE-151 85 Sodertilje, Sweden)
3. BupoGHuk Haspa Ta ajpeca 3aBoay-BupOOHHKA, 110 BHPOOASB JikapebKuii 3aci Ha MoMeHT

npoBeleHHs KAIHIYHOro BUNPoGYBaHHS:

IyaeMmikopT Peciynn (Pulmicort Respules): Actpa3eneka Ilty JItn (AstraZeneca Pty Ltd),
ABcTpatis

IMynemikopt Typ6yxanep (Pulmicort Turbuhaler): Actpa3eneka (AstraZeneca), IlIBernis
Hasea 3asoay-supobHuKa, uto Hapasi supodase nikapeskuii 3acio:

Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Coxneprain’e, IlIpenis

(SE-151 85 Sodertiilje, Sweden)

4. TIposeneHi Tak

JOCJIUKEHHA:

1) Tun Jlikapcbkuii 3aci6 3a NOBHUM JIO0Ch€ (ABTOHOMHE JIOChHE)
JiKapCBKOTO

3aco0y, 3a KM
nposoamiacs abo
IUIAHYETHCA
peecTpais

5. IToBHa Ha3Ba
KIiHIYHOTO
BUIIPOOYBaHHS,
KOOOBaHHUM
HOMEp
KITiHi9HOTO
BUIIPOOYBAHHA

Ouinka eexTHBHOCTI Ta 6e3nexy BianoBiguux no3 ITynmemikopry TypGyxanepy ta
IMyneMikopTy Pecmynu B 1opociux nauieHTiB i3 OpoHXianbHOIO acTMOI0 3 AnoHil (Bixkpure,
6araroueHTpoBe AociimkenHa ¢asu IIT). Hocnimkenns D5259C00001

6. ®aza
KIIHIYHOTO
BUNpoOyBaHHA

I

7. Iepion
NPOBEICHHA
KJIiHIYHOTO
BUIPOOYBaHHs

I3 19 mororo 2009 poky mo 22 cepnui 2009 poky

8. Kpainu, ge
MpOBOJMIIOCS
KITiHiYHe
BHIIPOOYBaHHA

SInoHis

KOH®IJIEHIIMHA IHOOPMAILA,
IO € BJIACHICTIO KOMITAHII
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9. Kinpkicts samnaHoBaHa: 100
nocmimpxysanux | aktuuHa: y BUnpoOyBaHHi O6pano ydacTs 113 marieHTiB: 108 yyacHUKIB oTpuMyBain
nikysanHs npenapaTtoM [Tynemikopt Typ6yxanep, Ta 105 yyacHukiB — ITyneMikopT
Pecmynu.
10. Merta Ta MeTa ILOTO AOCHI/PKEHHS [OJATANA B TOMY, 100 POAEMOHCTPYBATH aHATOTIUHICTh
BTOPHHHI 1imi edpexTuBHOCTI mpenapary IlynsmikopT Pecriynmu y mosi 1,0 abo 2,0 Mr/po6y npotiarom
KIIiHIYHOTO 6-TIDKHEBOTO Nepiofy NikyBaHHS i BixnmoBigHux 03 npenapaty [Tynemikopt TypGyxanep 400
Bunpo6yBanHs | ab6o 800 Mkr/mofy mpotaroM 4-THXXKHEBOTO Mepioay obceppaLii.
BropunHi wini:
*  MiOTBEpIUTH NepeHocuMicTh Ta Gesneky npemnaparty Hynemikopt Pecynn y mosi 1,0 abo
2,0 Mr/no0y NMpoTAroM 6-TIKHEBOTO IIEpioAy JiKyBaHHA 1 BIAMOBIAHUX 103 Npenapary
ITynemikopT Typ6yxanep 400 abo 800 MkI/no0y NpoTAroM 4-THXXHEBOTO Mepiomy
obcepBallif;
*  OUIHUTH JOUIBHICTH 3aCTOCYBaHHs Npemnapaty [lyneMikopt Pecrynu y no3i 1 mr/noGy
oJ¥H pa3 abo ABiYi Ha 700y NPOTATOM 6 TYKHIB ITiCIISA 32CTOCYBaHHA IIpenapary
ITynemikopt Typ6yxainep y 1031 400 MKI/n00y NPOTAroM 4-TIDKHEBOro nepiony
oGcepaaltii.
11. Muzaiin Binkpute, 6aratoueHTpoBe HociimxeHHs ¢azu 111 3a ygacTio nanieHTis i3 actMoro 3 Amowil
KJIIHIYHOrO BikoM 16 pokiB i crapiue. JocmimkeHHs cKIagatocd 3 Nepiony Bia HagaHHa indopMoBaHol
BUNPOOYBaHHA | 3rOAHM IO NMOYATKY JiKyBaHHS TPHUBANICTIO Bif 1 10 4 THXHIB, 4-TIKHEBOTO Iepioxy
ofcepaallii Ta 6-TIXKHEBOIO IepioAy JIiKyBaHH!.
12. OcHoBHi IManienTn o6uaBoOX cTareil BikoM > 16 pokiB i3 acTMOIO, AKi IPUIAHUIM TiKyBaHHSA
Kpurepil inrananiiianMu xoptukocrepoizamu (IKC) He MeHLe, Hix 3a 3 MicaIli o Bisuty 1, 3i
BKJIFOUEHHS cTabinizoBaHUMH CUMITTOMaMU aCTMH IPOTAToM 4 TIDKHIB 10 ToYaTky obceprauii Ta 06’eMoM
¢dopcoBaHOro BUANXY 3a ofHY ceKyHIy (OPB1) > 60% BiJ nporao30BaHOi HOPMH 0
3aCTOCYBaHHA OpOHXOAMIATATOPA.
13. IMynemikopt Pecmrynn 0,5 mr, cycneHsis ans inransauiii, 0,5 Mr 6ymecoHiqy/oaHoa030BHH
Hocnipkysanuii | koHTeiHEp (2 M)

JiKapChKUii
3acib, crocit
3aCTOCYBaHH,
cwia Iii

IMynemikopT TypOyxanep 200 MKr, mopomok s iHranauiif, 200 Mxr 6yneconiny/nosy,
112 po3/Typbyxanep

14. Ilpenapat
MOPiBHAHHA,
J103a, crioci6
3aCTOCYBaHHS,
cwia git

He 3aCTOCOBYETECA

15. Cymytnsa
Tepartis

Ilix yac JocnimKeHHs q03BOJIIIOCS 3aCTOCOBYBATH IIEPOPATbHI aHTUTiCTaMiHHI IpenapaT B
HiATpAMYBaJbHUX J03aX.

TMaumieHTH, fKi OTpUMYBaIX ajlepreH-crnenudidny iMmyHoTepanito, HOBUHHI OyJid OTpUMYBATH
MiATPUMYBAJIbHY TEpAIilo POTAroM IOHalMeHue 3 MicALiB o Bi3uTy 1 i 3anMIuaTucs Ha
MiATPUMYBAJIBHIH cxeMi iKyBaHH MiJ 4ac AOCIiHKEHHA.

16. Kpurepii
OLUHKH
e(eKTUBHOCTI

KOH®IJIEHLIITHA IHOOPMALLA,
1O € BJIACHICTIO KOMITAHII

IMepBUHHOIO 3MiHHOIO pe3ybTaTy Oyia 3MiHa paHKOBOI IikoBoi mBHAKOCTI BUAUXY (pIILIIB)
BiJl BUXiTHOTO PiBHA (CepelHe 3HaUSHH: 3a OCTaHHi 14 nHiB nepiony o6ceppalil) A0 TIXKHA 6
(cepenHe 3Ha4YEHHA 3a ocTaHHi 14 IHIB nepioxy JiKyBaHH).

BropuHHi 3MiHHi:

e 3MiHa TaKMX 3MiHHHX BiJl BUXiZHOTO PiBHA (CepeHE 3HAYEHHA 3a OCTaHHi 14 auiB
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nepioay o6cepsallil) 1o TxHA 6 (CepeJHe 3HaUEHHA 3a oCTaHHi 14 nHiB mepioxy
JiKyBaHHA):

—  BedipHA nikoBa mBUAKICTh Buauxy (sI1I1IB);

—  OmiHKa CUMIITOMIB acCTMM BHOYI, BAEHb Ta 3arajbHa OLiHKA CHMIITOMIB aCTMH;

—  YacTOTa BUKOPUCTAHHA iHranaTopiB AT HEBiNKIaZHOI JOMIOMOTH BHOYI, BAeHb Ta
3arajom;
— T[POKHOAHHS BHOYi Yepe3 CUMITOMH aCTMHU.
*  3mina O®B; Ta dpopcoranoi xuTTeBOI €MHOCTI JiereHb (PXKEIT) Ha TrxkHi 6 (Bi3uT 5) Bin
BUXiHOTO piBHA (Bi3UT 3).

17. Kputepii
OLIHKH Oe3MeKH

*  Heb6axani seumra (HA).
»  JIabopartopHi napaMmeTpu (GioxiMiuHMIA i 3araJbHUIT aHATI3W KPOBi Ta aHalli3 ceui).

*  AprepiansHuil THCK Ta 9aCTOTa IYJECY.

18. Ctatuctiuni
METOIM

Jns pIIIB, nepsuHHOT 3MiHHOI, cepeiHe 3HaYeHHA Ta qBOGIUHMIL 95% noBipunit iHTepBaN
(A1) 3miH Big BUXifHOrO piBHA (CepeiHe 3HaUeHHS 3a OCTaHHi 2 TIKHI nepioay o6cepaanii) 1o
3aKiH4eHH4 JIiKyBaHH (CepeHe 3HAUeHHA 3a OCTaHH{ 2 TIxHI mepioxy obceppauii) 6ymu
OlliHeHi Ha OCHOBI CYKYIIHUX JaHUX IpyI yYaCHHUKIB, SKi OTPUMYBAIIH Pi3Hi A03H, a 3arajibHy
aHatoriuHicTh 3Ha4eHb pIIIIB Mix nauieHTamu B rpynax Ilynsmikopty TypGyxanepy Ta
ITynsMmikopTy Pecynu 1ociikyBaiu BisyalbHO.

o6 BuBuMTH aHaNoTi4HICTh edexTuBHOCTI [lynemikopty TypOyxanepy ta ITynpMmikopTy
Pecnynu y BiAnoBigHUX f03aX, U KOXKHOI IPYIH JI03YBAHHS OLIHIOBAIHA CepeIHil i
aBo6iunilt 95% JI1 3MiH Bix BuXimHOTO PiBHA 10 OCTAHHIX 2 THXHIB NikyBaHH:. [Hui 3MiHH]
edeKTUBHOCTI OyNH MpoaHalli3oBaHi aHAIOrTYHUM YHHOM.

19.
Hemorpadiuni
MOKa3HUKU
JOCIiKYBaHOT
MOy AT
(ctaTs, BiK, paca,
TOIIIO)

3aranoM y BunpoGyBaHHA Oyio 3aydeHo 113 manienTis y 7 nentpax y SAnoHii. I3 Hux

108 maujentiB orpumysanu [Tynemikopt Typ6yxanep npoTtsaroM mepioxy obcepsauii, i

105 naunieHTiB oTpuMyBanu I[TyasMikopT Peciynu npoTarom nepiony jikyeanus. 3araiom 3 i
6 malieHTiB IPUNKUHWIN 3aCTOCYBaHHA JOCIiIKyBaHOTO Npemnapary B nepioa o6ceppauii i
nepiony nikyBaHHA BianoBigHo. KinbkicTs nNpoaHasi3oBaHUX MaLlieHTIB cTaHOBHIA 108 y
nomy il [t aHanizy 6esznexd i 106 y momyisauii mOBHOro Ha00Opy JaHHX I aHANI3Y.
KOHTpONs acTMH B NALIEHTIB, 3ATy4eHUX Y Lie ZOCTiIIKeHHA, OYB Ha Hale)KHOMY piBHI;
BBa)KaJlocs, IO MOIyJIALA BifilIOBiajla BUMOTaM, BU3HAYEHUM Y IPOTOKOJI JOCIiIKEHHS.

KOHOIIEHLIMHA [HOOPMALILS,
110 € BJIACHICTIO KOMIIAHII
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Tabanua 1. IMonyasinist Ta po3noain nauieHTiB
MOMYyJIsIisi MOBHOro HAGOPY AAHUX AJISl AaHAJII3Y)
IMau-Tu Ha Ilanu-Tn Ha
. . . . Ycboro
HHU3bKIil g03i BHCOKIi 103i =106
n=>53 n=53
IMonyasauis
KinskicTh MpoikoBaHUX 54 50) 54 (50) 108 (100)
MaIieHTiB (3alUTaHOBaHa
KiJIBKICTB)
Jdemorpadiuni nokasHuku
Bik (pokiB) Cepenne
3HAYEHHA 43,8 (13,5) 43,9 (13,4) | 43,9 | (13,4
(CB)
Hiamazon (8ix 20 mo 70) (8in 24 mo 78) (Biz 20 no 78)
Cratb Yonosiua 19 (35,8%) 14 (26,4%) 33 (31,1%)
XKinoua 34 | (642%) | 39 | (73,6%) | 73 | (68,9%)
ETfiias Snouui 53 |(100,0%) | 53 |(100,0%)| 106 |(100,0%)
NpHUHANEXKHICTD
Maca rina (kr) | Cepense
3HAYEeHHS 60,0 (11,5) 60,5 (12,4) 60,3 (11,9)
(CB)
Hiamazon (8im 40 mo 92) (Bix 39 mo 88) (8ix 39 mo 92)
Pict (cm) Cepenne
3HAYEHHS 162,5 8,7 160,5 (8,6) 161,5 8,7)
(CB)
Iianazon (eix 148 mo 183) | (Bim 139 mo 184) | (eim 139 mo 184)
Tpusaricts Cepenne
6poHXianbHOT 3HAYEHHS 13,94 | (14,77) | 11,63 | (12,26) | 12,78 | (13,56)
actmi (pokis) | (CB)
Jiamazon (8im 0,5 no 44,7) | (B8ix 0,7 mo 51,8) | (8im 0,5 mo 51,8)
Cratyc Hixa/miie 40 | (75,5%) | 44 | (83,0%) | 84 | (79.2%)
TIOTIOHOTIAJIIHH, | TAJIWITH
IManate 3apa3z | 4 (7,5%) 6 (11,3%) 10 (9,4%)
TlafTemiE o | 17,0%) | 3 | G | 12 | a13%)
MHUHYJIOMY
XapakTepHCTHKH BUXIAHOTO pPiBHA
Jlo60Ba 1032 Cepenne
IKC pmo 3HAYEHHA 400,0 | (0,0) 792,5 | (54,9) |596,2| (200,9)
BaTydCHHI B (CB)
MOCTiKEHHS HiamazoH (Bin 400 mo 400) | (Bim 400 o 800) | (Bim 400 mo 800)
(MKr)?
ODB; (1) Cepenne
3HAYEHHA 2,692 | (0,686) | 2,663 (0,763) |2,678 | (0,723)
(CB)
JliamazoH (sin 1,48 no 4,58) | (8in 1,37 no 4,99) | (8ix 1,37 no 4,99)
ODB; (% Cepenne
HpOI‘H03OBaHO'1' 3Ha4YCHHA 92,54 (1 5,79) 95,08 (15,54) 93,81 (1 5,64)
HOPMH) (CB)
JHiama3son (Bim 64,1 mo 123,3)|(Bin 61,7 no 144,0)|(8in 61,7 mo 144,0)

KOH®IAEHIIMHA IHOOPMALILS,
110 € BJIACHICTIO KOMITAHII
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Po3nogin nauienrie

Kinbkicts nauieHTiB, AKi 3aBeplumin

Ilepion o6ceprauii 53 52 105
Tepion niKyBaHHA 53b 46 99
KinbkicTs mauieHTiB, 9Ki MPUIHHWIA Y4acTh i Yac

Ilepion oGcepramii 1 2 3
Ilepion nikyBaHHA 0 6 6
TMomymnsuis s aHanizy 6e3meku 54 54 108
IMomysnis nosHOTO HabOpY 53 53 106
JaHUX JJIS aHaJTi3y

o V nepepaxyBaHHi Ha OYIeCOHi.

b OpnuH pa3 Ha no0y: n = 28; gBivi Ha A00y: n = 25,

20. PesyneraTth
e eKTHBHOCTI

Cepenuns 3mina pIIIIB Ha THXHI 6 (MepeHeceHHA BIiepe] JaHUX OCTAHHBOTO CIIOCTEPEIKEHHS
[TIBJOC]) Bin Buxiguoro piBHsA K OCHOBHA 3MiHHA npeAcTaBneHi B Tabnuui 2. Cepes 3MiHa
pIILIB Bix BuxigHoro piBxs g0 TwxHA 6 (IIBJOC) cranosuna 3,3 1/x8 (95% [I: 8ig -0,9 mo
7,4 1/XB) y BCiX MaLieHTIB. | Ul rpyn NmamieHTiB, ki OTpUMYBaNXd HU3BKI TO3H, 1 A4 FpyI
TNalieHTiB, AKi OTPUMYBATH BUCOKI JO3H, Bil3HAUAIMCS aHANOTIUHI 3HAUYEHHS CEepEeAHBOI 3MiHN
pIIlIB Bix BuxixHoro pisHg go TwxHa 6 (TIBJOC).

Tabauns 2. Cepeans 3mina pIIIIB (n/xB) Ha THaxHi 6 (IIBAOC) Bin BuxigHoro piBHs
(nomynsinist IOBHOro HAGOPY AAHHX AJISI AaHAI3Y)

Buxinuwmii pisenn”| TwuxoeHn 6 3mina Bia BuxinHoro piBHs
{IBIOC)®

I'pyna 3a n |Cepenne| (CB) |Cepeane| (CB) |Cepenne| (CB) | (95% AI)
Agosoro 3HAYEHHS 3HAYEHHS BHAUEHHS
npenapary
Mawtinsia | o3\ 4037 1080y 4077 |106,6)| 40 |22y | @RI
HM3BKIH 1031 i ! ’ ’ ’ ’ 10,2)
Hawtana | o) | 370 4 lq142)| 3739 [a1na)| 25 | o) | ®A33 50
BHCOKili 1031 ’ s ’ ’ ’ ’ 8,3)
Veworo 105 387,7 [(111,7)] 391,0 [(109,8)| 3,3 |[(21,4) (31”7' 3)9 .
& CepenHe 3Ha4eHHA 3a ocTaHHi 14 qHiB nepioay ob6ceprallii.
b CepenHe 3Ha4eHHs 3a ocTanHi 14 qHiB nepiony miKyBaHHs.

Cepenni 3minu pITIIB Ha TiwkHi 6 (ITBJIOC) Bix BuxinHOTO piBHS NpH CXeMax HO3YBaHHS OIHH
pas Ta Biui Ha 100y B IpymNi NaUieHTIB, SKi OTPUMYBAIH HU3BKI 403Y, NIOKa3aHi B Tabnuwi 3. V
rpymi NAli€HTiB, AKi OTPUMMYBAJIH HU3bKI J03H, TIPH CXeMaXx [I03yBaHHA ONUH pas i Asiui Ha no6y
Bi/[3HAYAINCA aHAJIOTiYHi 3HAUEHH: cepeaHpoi 3MiHu pIIIIIB Bix BUXiAHOrO PIBHA 10 THXKHS 6
{1BIOC).

KOH®IJEHIINHA IHOOPMALILA,
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Taoanus 3. Cepenns 3mina pIIHIIB (n/x8) na THxkHi 6 (IBAOC) Big BHXiAHOTO
piBHA y rpyni naumieHTiB, AKi OTPUMYBaJIM HU3BKI 103U, NpH
cxeMax J03yBaHHsI OAMH pa3 i ABi4ui Ha 700y (Homy/sLisi HOBHOIO

Habopy JaHux AJisl aHAdi3y)
Buxignuii piens®|  TuxkaeHb 6 3mina Bia BHXigHOro piBHA
(IIBIOC)®

Cxema n | Cepenne| (CB) |Cepeane| (CB) |Cepeane| (CB) (95% AI)
A03yBaHHH 3HAYeHHA 3HAYeHHS 3HAYEHHsI
OnuH pa3 Ha (Bim -6,1 mo

28 | 408,8 104,9)| 412,0 102,2 3,2 24,1

e (104,9) (102,2) (24,1 12,6)
Teiui na moby | 25 | 397,9 |(1133)| 402,9 [(113,3)| 50 |(204) (B"; ;3 :; .
2 Cepenne 3HaueHHA 3a ocTaHHi 14 nHiB nepioxy obGceppatii.
b CepenHe 3Ha4€HHA 3a OCTaHHI 14 aHiB nepioay mikyBaHHs.

CepenHsa 3MiHa BTOpHHHHX 3MiHHKX Ha TIkHI 6 (IIBJIOC) Bin BuxigHoro piBHA HokasaHi B

Tabnuui 4. Pe3ynbTaTy BTOPMHHUX 3MiHHHX MiATBEPANIIHN Pe3yIBTaTH JUIA IEPBUHHOI 3MiHHOT.

3arajioM y BTOpHHHUX 3MiHHUX He BiZI3HAYaNocs KIiHIYHO 3HAYYIIHX BiAMiHHOCTEH MiXK
rpynamHu JIiKyBaHH.

Tabauus 4. Cepeanst 3MiHa BTOPMHHHUX 3MIHHUX Ha THokHi 6 (TIBJIOC) Bin BUXigHOTO
piBHsi (MONyJIsALLiA MOBHOIo HaGopy AaAHUX AJiA aHATI3Y)

Buxignuii TwxkaeHb 6 3mina Bix BUXigHOrO piBHS
piBenb? {[IBAOC)®
3winni | n |CCPORHE| (cp) |Cepemnel g, | Cepemne| g (95% JII)
3HAYEHHS] 3HAYEeHHS 3HAYEHHS
BIIIIB (1/xB)
Ilau-ti Ha
HU3BKIH 53| 411,1 |(110,1)| 413,8 ((108,4) 2,7 (17,4) | (8im-2,1 no 7,5)
031
ITan-tu Ha
BHCOKiit 52| 375,77 |(111,5)| 380,5 |[(111,3) 4,8 (19,0) | (im -0,4 mo 10,1)
piek1

Veporo  |105| 393,6 |[(111,7)| 3973 |(110,6)| 3,8 |(18,1)| (8im0,2 m07,3)

Ouinka cuMnTOMIB acTMH (BI€HD)

HaI.I-T-I/E Ha (Bim -0,045 no
HU3BKil 53| 0,096 |(0,213)| 0,106 [(0,266)| 0,011 |(0,201) 0,066)
031 ’
ITan-tn Ha i
ucokii |52 0,152 [(0,307)| 0,177 [(0,346)| 0,025 ((0,197) (Bmd %33)0 *
031 ’

(8ix -0,021 mo
Vevoro (105 0,124 [(0,264)| 0,141 {(0,309)| 0,018 |[(0,198) 0.056)

Ouinka cnmMnToMiB acTMu (BHOYI)

HaI.I-T.I/E Ha (8in -0,034 o
Hm3pKkii | 53| 0,056 [(0,162)| 0,063 [(0,191)| 0,007 |(0,147) 0,048)
no3i :
Tlan-Ti Ha .

Bucokii | 52| 0,088 |(0,237) 0,126 [(0,384)| 0,038 [(0,218) ‘B‘”(;%’Sif *
no3i ,

Veporo  |105| 0,072 {(0,202)[ 0,094 [(0,303)| 0,022 [(0,185)| (8ix-0,014 no

KOH®INEHIIIHA IHOOPMAIILS,
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| 0,058)

Ouinka cumnroMmiB actmu (Y cboro)

Ian-tu Ha (8ix -0,075 10
mmspkift | 53| 0,152 [(0,339)| 0,170 [(0,434)| 0,018 [(0,334)| BAT/OA
e 0,110)
SAEER (Bi 0,039 10
BHCOKiH | 52| 0,242 [(0,515)| 0,303 [(0,688)| 0,062 |(0,360)| ‘BA-,>7A
o3 0,162)
Vesoro  |105| 0,196 |(0,436)] 0236 [(0,575)| 0,039 |(0,346) (B“IO' olgg)s 7o
YacroTa 3acTocyBaHHs iHraJasitopa Ajis HepiakmaaHol fonomoru (BaeHsb)

Ilan-ti Ha :

mmexiii | 53| 0,013 |(0,080) 0,031 [(0,161)| 0,018 |(0,164)| (iA-0.02810
s 0,063)
ITau-tn Ha .

sucoxiii | 52| 0,056 |(0,162)] 0,073 [(0,200)| 0,017 |(0,158)| (81002710
n03i 03060)
Vesoro  |105| 0,035 [(0,128)| 0,052 [(0,182)| 0,017 |(0,160) (B‘I‘O' %2;;‘ zo
YacroTa 3acTocyBaHHs iHrajsiTopa AJist HeBiaKkJaaHOI JonoMoru (BHOYi)

TTau-Tu Ha .

mmekid | 53| 0,005 [(0,027)| 0,016 [(0,098)| 0,011 [(0,079)| ®iR-0:011m0
no3i 2030)
Ilan-tn Ha ]

sucoxiit | 52| 0,012 |(0,047) 0,090 [(0,338)| 0,078 |(0,300)| (i%-0,006 10
J03i 0;161)
Vesoro  |105| 0,009 |(0,038) 0,053 |(0,249)| 0,044 |(0,220) (31”00632)1 7o
YacroTa 3acToCyBaHHA IHraasTopa A5 HEBiAKIaaHOT JONOMOrH (3arajibHa)

ITau-tu Ha .

mmekiit | 53| 0,019 [(0,100)| 0,047 |(0.259)| 0,028 |(0,244)| (12-0:039x0
n03i 0,096)
TTan-tu Ha .

sucoxiii | 52| 0,068 [(0,177)| 0,163 |(0,457)| 0,004 |(0376)| (BiA-0,01010
s 0,199)
Vevoro  [105] 0,043 [(0,145)| 0,104 [(0,373)| 0,061 [(0,317) (Bm(; 01’33)0 "
ITpoxugaHHs BHOYI Yyepe3 CUMIITOMH acTMH

IMan-tu Ha .

moekii | 53| 0,062 [(0222)] 0,027 [(0,142)| -0,035 |(0,192)] (Bin-0,088 no
o 0,018)
[Tan-T Ha .

macokiit | 52| 0,023 [(0,079)| 0051 |©,170)| 0,027 |(0,127)| (®A-0.008 0
no3i 0,063)
Vesoro 105 0,043 [(0,168)| 0,039 [(0,157)| -0,004 |(0,165) (Bmo' %3;’)6 28
g CepenHe 3HaueHH 3a ocTaHHi 14 nHiB nepiony o6ceppauil. T
k4 CepenHe 3Ha4CHHA 3a OCTaHHi 14 AHiB nepioay Aikysanus,
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Cepenns 3mina O®B; i @XKCJI Big BuxiaHoro piBas 10 THxHA 6 (ab0 BigMiHM JiKyBaHHA), K
rmoka3zaHo B Tabimni 5, cranoeuna 0,079 1 (95% I Bix 0,031 n0 0,127 1) Ta 0,105 11(95 % AI:
Bin 0,049 no 0,160 x) y Bcix mauieHTiB BignoBigHo. I 1is rpyn namieHTiB, AKi OTpAMYBaJId
HU3bKi JO3M, i AJIs FPYI NALIEHTIB, AKi OTPUMYBAJIH BUCOKI JI03H, Bij3HAYaIKCA aHANOTTYHi
3HageHHs 3MiHd O®B; 1 ®XKEJI Bix BuxigHoro pisHsa Ao TwxkHA 6 (a60 BigMiHM JiKyBaHHS).
Tab6auus 5. Cepeans 3amina O®B; Ta ©@IKEJI na TiikHi 6 260 Ha MOMEHT BiaMiHU

JIiKYyBaHHS BiJl BUXiAHOr0 piBHA (Honynasllist NOBHOro Ha6opy
AAaHUX A0 aHATi3y)

Buxignuii Tuxaene 6/Binvina|  3mina Big BuxigHoro piBHs
piBeHB? JiKyBaHHS
e Cepenne Cepeane Cepenne
Swilmml I 3Hal‘)!eHHﬁ (CB) mazemm (EB) 3uazennﬂ (CB) @ual)
O®B; (1)
IMan-tmHa| 53 | 2,701 |(0,697)| 2,797 (0,807) 0,096 [(0,292)| (Bim 0,016 mo
HU3bKii 0,177)
7031
ITan-tn Ha| 49 | 2,692 |(0,756)| 2,752 (0,832) 0,060 |(0,179)| (Bim 0,008 mo
BUCOKi 0,111)
ao3i
VYcroro 102 2,697 |((0,722)| 2,776 (0,815) 0,079 |(0,244)| (Bim 0,031 no
0,127)
JKEJI (1)
Man-tm Ha| 53 | 3,335 |(0,900)| 3,453 (1,023) 0,119 [(0,324)| (Bim 0,029 mo
HU3BKIf 0,208)
031
IMan-tu Ha| 49 | 3,407 |((0,987)| 3,497 (1,078) 0,090 |(0,232)| (Bim 0,023 no
BHICOKi i 0,157)
o3i
Ycworo 102| 3,370 ((0,939)| 3,475 (1,045) 0,105 |(0,283)| (Bim 0,049 no
0,160)
e Biszur 3

21. Pezyneratu
Oe3mexn

Pestome HAI 3a ctyneHeM BHpakeHOCTI NpeJcTaBiieHe B Tabnuui 6. 24 HA 6ynu 3apeecTpoBaHi
B 20 3i 108 nauienTis (18,5%) npotsarom nepionay o6ceprauii, i 50 HA 6ynu 3apeectpoBani y 40
3i 105 nanienTis (38,1%) npotarom nepiony nikyeanHsa. Binsiicts HS 6ynu nerkoro cTymeHs;
He Oyio 3apeecTpoBaHo HSI Baxkkoro ctyneHs. Y upoMy JAochifxeHHi He 6yno 3apeecTpoBaHO
BUIAJKIB cMepTi, cepitozHux HA (CHSI), BimMiHHEX BiJ cMepTi, 1 iHmnx 3HauHux HA.
Iogigomistocs, Mo ABOE Y4aCHUKIB IPUIMKUHIIIN 3aCTOCYBaHHS AOCIiIKYBAHOTO MpenapaTy B
nepion JikyBanHs 4epe3 HS (Hyaota/Hanagy Ta cumMntoMy GpoHXialIsHOT acTMH, i Harma ¥ Ta
cuMIToMu OpoHXiajbHOT acTMH).

KOH®IJIEHIIAHA IHOOPMAILILA,
11O € BJIACHICTIO KOMITAHII
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Ta6auus 6. KinekicTb (%) mauieHTiB, y axux 6ysao npuuaiivui 1 HS Ta
3arajibHa KiJbKICTh IBHLI BeiX CTYNEHIB BUPAXKEHOCTI (MonyJisiuis
AnA aHAm3Y DesmexH)
Ilepion oGeepBanil Iepion nikyBanus
IMau-Tu Ha(llan-Ti Ha | Yeboro |[lau-tn na|Ilan-Tn Ha | Ycboro
HM3bKIiil [BMCOKIii n03i HU3bKIi |BHCOKIi 1031
nosi n03i

Kareropist HSI n=>54 n=>54 n=108 | n=53 n=>52 n=105

KinbkicTh nauieHTis, y axux 6y0 H5 3a KoskHUM cTyneHeM BHPaMXKeHOCTI?

Bci HA 10](18,5) (10| (18,5) |20|(18,5)(20|(37,7)| 20 | (38,5) | 40 |(38,1)
HA nerkoro 7 1(13,0)] 9 | (16,7) |16((14,8)| 18 |(34,0)| 17 | (32,7) | 35 |(33,3)
CTYyneHs
HSI nomipHoro 3166)1]1 A9 14/1GD]12]BG8 | 3|68 5|48
CTYneHs
HA mxxoro 0 0 0 0 0 0
CTYTICHA

HA, wo npussenu no| 0 0 0 0 0 0

cMepTi

CHSI, mo ue 0 0 0 0 0 0

TIPH3BEIH O CMEPTI

HJI, wo npussenu go| 0 0 0 0 2 | 38 | 2 (1,9

NIPUITHHEHHS

JKYBaHHA

Inmi 3Hayni HA 0 0 0 0 0 0

HJ1, nos’sa3aui 3

3aCTOCYBaHHAM 0 21 G 121096 (1,3 9 | (17,3)|15((14,3)

ripenapary®

3aranabHa kinbkicte HAC

Bcei HA 12 12 24 24 26 50
HA nerxoro 9 11 20 22 22 44
CTYIEHS
HSI momipHoro 3 1 4 2 4 6
CTYIEHS
H Taxkoro 0 0 0 0 0 0
CTYMCHS

HA, uro npussenu no| 0 0 0 0 0

cMepTi

CHSI, mo He 0 0 0 0 0 0

MIPU3BEIIH JI0 CMepTi

HJ1, uto mpussenn go| 0 0 0 0 3 3

TPUITMHEHHA

TKYBaHHA

Inwi snayni HA 0 0 0 0 0 0

H51, noe’s3aui 3

3aCTOCYBAHHSIM 0 2 2 7 11 18

npenapary®

’ MManienTn 3 AekinbkoMa SBUILAMH OJHOTO CTYICHS BUPOKEHOCTI BpaxoBaHi TIILKY OJHH pas y
UbOMy cTyneHi. [TalieHTy 3 JekinbkoMa ABHINAMH Pi3HUX CTYNEHIB BUPAXEHOCTI Bpax0BaHi 1o
OJTHOMY pa3y B KOXHOMY 3 LIUX CTYIIEHIB.

E OUIHEHO JOCITiHUKOM.

¢ Jexinbka sBUII OJHOTO CTYICHS BUPXSHOCT] BpaxoBaHi B LILOMY CTYIIeHI KinpKa pasis.
Jekinbka sBHIL Pi3HHUX CTYNEHIB BUPAXXEHOCT] BpaxoBaHi 110 OJJHOMY pa3y B KOXKHOMY 3 [UX
CTYTEHIB,

KOH®IIEHLIIHA ITHOOPMALILS,
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Haiinmommpeninti HA (i3 yactoToro 6inbiue 1,0% Ha piBHI TepMiHy epeBa)KHOrO BUKOPHUCTaHH
[TIIB] 3aranom 3a nepiox obceppauii abo nepiox jikyBaHH:) B JOCIHIIKeHH]i I0Ka3aHi B
tabumi 7. Haimommpenimum HA 6yB HazodapuHriT (y 5,6% nauienris y nepion obceppauii i
6,7% nailieuTiB y nepiox gikyeaHHsa). ¥V mepion o6ceppalii opodapuHreaibHuii auckoMdopt
He Bifj3sHa4YaBcd, anie B Tiepio] NiKyBaHHA BiH Bix3HayaBcs B 4,8% nauienTis. Bei apuina, ski
Oynu wracudikoBaHi, K opodapHHreaNbHU TUCKOMQOPT, OyJIU TOMipHOTO CTYNEHs
BUpaXeHOCTi, i 6yNK 3apeecTpoBaHi Ha MepIIuii IeHb Nepioay JNiKyBaHH.

Ta6muus 7. Kinbkictb (%) nauienris i3 Haiinommpeniunmu HS 3a TIIB (monyasiuis
AJ1s aHamisy 6e3nexn)

Ilepioa ob6cepBamii Ilepioa nikyBaHHsA
Iau-tu | IIau-ti | Yeworo | IMan-tu | Ilau-tH | Ycboro
Ha Ha Ha Ha
HU3bKIll | BHCOKIH HM3bKIl | BHCOKIH
Aa03i ao3i no3i no3i
TIIB»P4 n =754 n=54 | n=108 | n=53 n=52 | n=105
Hazodapunrit 2163714174 16]65,6)41(7,513|6,8|7]|6,7)
OpodapurreansHui 0 0 0 21(3.8)3|16,8|5]|4,38
nuckoMopT
BponxianeHa acTMa 0 0 0 0 213,8(2)01,9
Exsema 0 1{(19 (109 (2|/@3B,8|0 21(1,9)
Indexuii BepxHix 0 0 0 119 1](,9(2](1,9)
JHAXAIBHUX UIAXIB
3ananeHHsA BEepXHiX 213710 21(1,91213,8|0 2 (1,9
JAXANBHUX [UIAXIB
Opodapunreansauii 6ins | 1] (1,9) | 0 110912380 2 |(1,9)
Hucdonis 1149 (1192109111090 1{(1,0)
B Tauienr, y sikoro 0yio 6insie onHoro HS B mexax TIIB, BpaxoByBaBcs OAMH pa3 y Mexax
nsoro TIIB.
b V uiit Tabnuni BukopucToByBasiocs rpaHH4He 3HaYeHH 1,0% Bin 3aransHol KiJlbkoCTi
nauieHTis y nepiof obceprauil abo mepiox NikyBaHHs.

B Tabnuus BigcoproBana 3a 3araibHow00 yactororo HS y nepion nikyBaHHs.
g MedDRA 12.0.

Kniniuno 3Ha9ymyx 3Mid KIiHIYHAX 1a60paTOPHUX NMOKa3HHUKIB i OCHOBHUX (i3ionoriyHux
MOKa3HUKIB He OyI0.

IMpodins 6e3mexu [TynpmikopTy Pecynu 6ys anamoriunuM s 103 1,0 i 2,0 mr/no6y, a Takox
Ut cXeM JH03yBaHHA OAMH pa3 i ABiui Ha noOy, i3 oriany Ha yacroTy i xapakrep H,

KJiHIYHi 1aGopaTopHi MOKa3HUKH i OCHOBHI ¢i3ionoriuHi moka3HUKH.

22. BuchoBok |V mopociux mauieHTiB i3 actMoro 3 Anonii edextusHicTs [TynsMikopTy Pecynu y qosax
(zakmouennsa) | 1,0 mr/po6y Ta 2,0 Mr/mo6y miciist 6 THXKHIB JIikKyBaHHs OyJia aHATIOTIYHOIO BiNOBiIHMM J03aM
IMynemixopty TypGyxanepy 400 mxr/no0y i 800 Mxr/no6y miciis 4 THXHIB JIiKyBaHHS.

V mopocnux nauieHTiB i3 actmoro 3 AnoHii cxemu no3ysanHs Ilynemikopty Pecmynu

1,0 Mr/mo0y onviH pa3 i aBiui Ha 106y 6yJIH 0OHAKOBO e(EKTHBHHUMM.

Jlikapewkuii 3aci6 [Tynemikopt Pecirynu B mo3ax 1,0 Mr/n06y i 2,0 Mr/mo6y 6y Ge3nmeynum i
nobpe nepeHOCUBCA JOPOCIUMH NALieHTaMHU 3 acTMOIO 3 SroHii.

KOHO®IIEHIIMHA IHOOPMALYLS,
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Kocriounk FOmniero CepriiBHOIO
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