Preclinical study report

1. Name of medicinal product
(registration certificate N¢, if any):

Lerkamen® ACE 20/20

1) type of medicinal product according
to which registration has been
conducted or is planned to be
conducted

FIXED DRUG COMBINATION

» changes requiring new registration
» change or add new
strength/dilution

2) studies conducted

yes

2. Pharmacology:

1) Primary pharmacodynamics

The effects of the combination of]
Lercanidipine and Enalapril on blood pressure
and heart rate were evaluated in two models off
renal hypertension.

EFFECTS OF LERCANIDIPINE AND
ENALAPRIL IN A MODEL OF ACUTE

RENAL HYPERTENSION IN
ANESTHETIZED RATS (Rec 15/235-FAR
121)

The effects of treatment of lercanidipine and
enalapril, alone and combined, on
cardiovascular parameters were evaluated in a
model of acute renal hypertension in
anesthetized animals that mimics the
renovascular  hypertension in  conscious
animals.  Anesthetized uninephrectomized
normotensive rats underwent a renal ischemial
(for two hours) and reperfusion (for one hour)
in the controlateral kidney. The effects of this
bilateral nephrectomy (surgical+functional)
was an angiotensin—mediated increase in
blood pressure during the reperfusion induced
by a massive release of PRA from the
ischemic kidney.

Two-hours of renal ischemia in the remnant
kidney in uninephrectomized rats induced

no effects on blood pressure and heart rate:
basal values recorded 1 hr after the end of
surgical intervention and values recorded after]
two hours of ischemia were very similar.

The reperfusion of remnant kidney induced a
rapid increase of blood pressure that

peaked at 5 min after the reopening of vascular
renal ileum and lasted about 1 hr. At the

latter time the blood pressure values were
about 30% higher than basal values.

Both Lercanidipine and Enalapril induced a




decrease in blood pressure that was parallel,
and statistically different on diastolic blood
pressure, to the spontaneous decrease of
hypertension in  control  group.  The]
antihypertensive effect induced by both drugs
was similar and not statistically different]
between them. When Lercanidipine and
Enalapril were administered in association (10
ug/kg + 100 pg/kg, respectively) they induced
a rapid, significant fall in blood pressure,
reversing immediately the ischemia-induced|
hypertension. The antihypertensive effect
induced by the combination appeared
synergistic, with a potency higher, and
statistically different, than each single drug.
The reperfusion of remnant kidney induced an
increase in heart rate probably due the central
and/or peripheral sympathetic stimulation
exerted by angiotensin Il generated by the
increased renin release induced by the renal
ischemia. The treatment with Enalapril did not
modify the heart rate increase, whereas
Lercanidipine potentiated such increase. The
association of the two compounds reduced the
increase in heart rate generated by
Lercanidipine.

PRA values measured at the end of
experimental protocol were: 51.9 + 8.1 ng
Al/mL (n=6) for Enalapril, 53.7 = 11.5 ng
Al/mL (n=4) for Lercanidipine, 40.5 + 9.1 ng
Al/mL for the association and 36.0 £ 6.7 ng
Al/mL (n=7) for wvehicle. There was no
statistical difference among the groups, only a
trend to reduction of the values in the
association-treated group was noticed.

EFFECTS OF LERCANIDIPINE AND
ENALAPRIL IN CONSCIOUS RENAL
HYPERTENSIVE DOG (Rec 15/235-FAR
122)

The effects of treatment of Lercanidipine and
Enalapril, alone and combined, on
cardiovascular parameters were evaluated in
renal hypertensive dogs.

Chronic sustained hypertension was induced in
4 male Beagle dogs (age 12-15 months, weight
10-11 kg) by bilateral renal artery constriction,
according to the Goldblatt method "two-|
kidney, two clip hypertension".

The dogs were used in the chronic phase of]
hypertension (3 months after renal narrowing),
when their blood pressure was about 160
mmHg as systolic value and 120 mmHg as

diastolic value, with 80 beats/min as heart rate.




Administration of vehicle did not induce any
modification in blood pressure and heart rate
through 6 hours of experimental recording.

Enalapril, orally administered at 3 mg/kg,
induced a slight decrease in blood pressure
(both systolic and diastolic), statistically
different from the vehicle group only fo
diastolic pressure between 60 and 150 min
after the administration (p<0.01 at 60, 90 and
120 min and p<0.05 at 150 min). Enalapril did
not induce significant modification in heart
rate. Lercanidipine (0.5 mg/kg) induced a long
lasting decrease in blood pressure: systolic
blood pressure were reduced of about 15% and
diastolic blood pressure of about 25% at peak
effect (1-1.5 h after administration) The
antihypertensive  effect was statistically
different from the control group from 30 min
up to 4 h after the administration (p<0.01 at all
times except than p<0.05 for SBP at 4 hours);
diastolic blood pressure was significantly
reduced also 15 minutes after the treatment
(p<0.01 vs. vehicle). The antihypertensive
profile of Lercanidipine was accompanied by
reflex tachycardia between 45 and 120 min
(p<0.01 vs. basal values at 45, 60, 90 and 120
min; p<0.01 vs. vehicle at 45, 60 and 90 min).
The combined administration of the two drugs
induced an additive antihypertensive effect,
mainly on the diastolic blood pressure: systolic
blood pressure decreased of 18% and diastolic
blood pressure of 35% at peak effect (1 h after|
administration). The antihypertensive effect
was statistically different (p<0.01) from
control group and from basal values from 30
min up to 4 h after the administration. The
diastolic blood pressure was significantly
reduced (p<0.01) also 15 minutes after the
administration. The combined administration
of both drugs induced an increase in heart rate,
similar to that induced by Lercanidipine alone.

2) Secondary pharmacodynamics N.A.
3) Safety pharmacology N.A
4) Pharmacodynamic interactions N.A.

3. Pharmacokinetics:

1) Analytical Methods and validation reports

Three LC/MS-MS analytical methods, have
been developed and validated.

Studies N° Rec 15/2375-1T-PK 0221 and Rec
15/2375-I1T-PK 0235 to measure in rat plasma
the levels of enalapril (EL) and enalaprilat
(ET) in the presence of lercanidipine (L).
Study Rec 15/2375-IT-PK 0060 forthe ~ /
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stereoselective determination of lercanidipine
enantiomers (S-L, R-L) in presence of EL and
ET, The parameters assessed were:
selectivity, linearity, precision, accuracy, limit
of quantitation, extraction efficiency and
stability. These analytical methods have been
applied to investigate the toxicokinetics in the
4-and 13-week toxicology study in rats.

2) Absorption

4 WEEK ORAL TOXICITY STUDY IN
RATS (Rec 15/2375- TX 0064)

Rec S-Lercanidipine and R-Lercanidipine, as
well as Enalapril and Enalaprilat were
observed in the plasma from all treated
animals, indicating that the test items were
absorbed and that the animals received
systemic exposure to the test items that
increased with increasing the dose. No
indication of systemic accumulation or
induction after 4 weeks of treatment was seen.
The maximum plasma concentration (Cmax) of
both S-Lercanidipine and R-Lercanidipine, as
well as Enalapril and Enalaprilat, was
generally observed at 0.5 or 1.5 hours after test
item administration (tmax). The enantiomer R-
Lercanidipine showed higher plasma levels, as
well as AUC values in all groups, when
compared to S-Lercanidipine. The Cmax and
the calculated area under the concentration
curve (AUCo-24n) values for S- plus R-
Lercanidipine were proportionally correlated
to the dose in all the dose range, showing a
wide variability at the highest dose level (24
mg/kg/day). The maximum plasma
concentration (Cmax) of Enalapril and of
Enalaprilat was generally observed from 0.5 to
1.5 hours after test item administration (tmax)
with few exceptions, indicating in general a
rapid conversion of Enalapril to Enalaprilat. In
general, the levels were higher for the
metabolite Enalaprilat, when compared to
Enalapril. The AUCo-24n for Enalapril plus
Enalaprilat were proportionally correlated to
the dose only within the dose range from 3 to
24 mg/kg/day. At the highest dose of 48
mg/kg/day the levels were higher than
expected in the female rats. The Cmax for
Enalapril and Enalaprilat increased with
increasing dose levels, but the increase was
not always proportional to the dose level,
although a significant linear correlation was
found

13 WEEK ORAL TOXICITY STUDY IN

RATS (Rec 15/2375- TX 0088)




Both enantiomers of Lercanidipine, S-
Lercanidipine and R-Lercanidipine, as well as
Enalapril and its active metabolite Enalaprilat
were found in the plasma from all treated
groups, indicating that the test items were
absorbed and the animals received systemic
exposure to the test items. The data obtained
indicate that the animals were exposed to
increasing amounts of parent
compound/metabolite with increasing the
dose. The exposure was maintained through all
the period of treatment.

The maximum plasma concentration (Cmax) of
both S-Lercanidipine and R-Lercanidipine was
observed at 1.5 to 3 hours after test item
administration (tmax). Higher plasma levels and
AUC values were obtained for the enantiomer
R-Lercanidipine, when compared to S-
Lercanidipine. The calculated area under the
concentration curve (AUCo-24h) values for S-
and R-Lercanidipine increased with increasing
the dose level. This increase was in general
more than proportional between the lowest and
the mid doses and proportional between the
mid and the highest doses on week 13. No
relevant difference was seen between the AUC
in males and females.

The maximum plasma concentration (Cmax) of
Enalapril was observed at 0.5 or 1.5 hours
after test item administration (tmax). The tmax of
the metabolite Enalaprilat was found from 0.5
to 1.5 hours after dosing (with the exception of]
tmax Of 3 hours for mid dose males on day 14,
and of tmax of 8 hours for mid dose males on
week 13), indicating a rapid conversion of
Enalapril to Enalaprilat. The plasma levels
were far higher for the metabolite Enalaprilat
when compared to Enalapril. Higher levels of
Enalaprilat were observed in males than in
females. The calculated area under the
concentration curve (AUCo-24n) values for
Enalapril and Enalaprilat were higher on week
13 when compared to day 14 and day 28.

3) Distribution

N.A

4) Metabolism N.A
5) Excretion N.A
6) Pharmacokinetic Interactions N.A
(preclinical)

7) Other Pharmacokinetic Studies N.A
4. Toxicology:

1) Single-Dose Toxicity N.A.

2) Repeat-Dose Toxicity

Two repeated dose toxicity studies (4 and 13

weeks), comparing the single
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components with the combinations were
carried out in rats in order to check that no
toxicological effects due to the interaction off
the two drugs were present.

LERCANIDIPINE-ENALAPRIL - 4
WEEK ORAL TOXICITY STUDY IN
RATS (Rec 15/2375- TX 0064)

Lercanidipine was administered for 4 weeks at
the dose levels of 3, 8 and 24 mg/kg/day in
association with Enalapril in two different
combinations (ratio 1:1 and 1:2). Two
additional dose groups were treated with
Lercanidipine alone at the low and high dose]
levels, 3 and 24 mg/kg/day, while another two
groups received Enalapril alone at the low and
high dose levels, 3 and 48 mg/kg/day

No signs of reaction to treatment were
observed at the observations carried out daily
after dosing during the treatment period.

IAn increased incidence of hairloss was
observed at the weekly observations in the
high dose males and females receiving the
combination in the ratio 1:1 and 1:2.

Body weights of high dose males treated with
the combination in the ratio 1:1 were reduced
compared to controls from day 15 to the end of}
the study. Decreased body weight was seen on
day 22 in high dose males receiving the
combination in ratio 1:2 and on day 8 in high
dose females treated with Lercanidipine alone.
Reduced food consumption, when compared
to controls, was observed in high dose animals
treated with the combination of Lercanidipine
and Enalapril in the ratio 1:1 and 1:2, for
males and females during week 1 and for
males also during week 2 of treatment.
Reduced food consumption was also measured
in females treated with the high dose of}
Lercanidipine alone.

No treatment-related ocular abnormalities
were recorded during week 4 of treatment.
Reduced values of some red blood cell related
parameters were measured in high dose
animals treated with the combination of
Lercanidipine and Enalapril, in the ratio 1:1
and/or 1:2.

Clinical chemistry analysis showed increased
values of aspartate aminotransferase in
individual animals, receiving the high dose of}
the combination in the ratio 1:1, ratio 1:2 and
Lercanidipine alone. Not consistent changes
were observed in plasma creatinine levels in

imale and female rats; an increase in high dose]

//
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males receiving Lercanidipine alone, and aj
decrease in mid- or high dose females treated
with both combinations. Although in general
within the range of historical data, decreased
plasma electrolytes levels, sodium, potassium,
calcium and/or chloride, were observed in high
dose males receiving the combination in ratio
1:1 or Lercanidipine alone and in almost all
treated female groups. A single high dose male
treated with the combination in the ratio 1:1
showed a high value of triglycerides, as well
as a marked increase in urea and creatinine.
Increased urine volume, as well as higher than
control values of bilirubin and urobilinogen,
were recorded in some high dose group
animals. Terminal body weights were
decreased when compared to controls in high|
dose males treated with both combinations, as
well as in high dose males receiving
Lercanidipine alone.

The following changes were observed in organ
weights: increased absolute and/or relative
kidney weights in high dose males and females|
treated with the combination in the ratio 1:1
and 1:2, as well as in high dose males and
females receiving Lercanidipine alone.
Increased absolute and relative liver weights in|
high dose females receiving Lercanidipine
alone. Decreased absolute and relative heart
weight in high dose males and females
receiving Enalapril, and in males treated with
the combination in the ratio 1:2.

Macroscopic observation showed a localised
or generalised hair loss in high dose males and
females treated with the combination in the
ratio 1:1 and 1:2. Dark areas of variable
extension were seen in the stomach of some
mid- and high dose male animals treated with
the combination in the ratio 1:1 and 1:2.
Microscopic observations showed possibly
treatment-related changes in the stomach and
kidneys of the groups treated with the high
doses of the combination in the ratio 1:1 and
1:2. The two groups showed no significant
difference in the changes observed or in the
severity levels. Mucosal ulceration and/or]
erosion were observed in the stomach of high
dose animals receiving the combination in the
ratio 1:1, 1:2 or Lercanidipine alone.
Inflammatory reaction was seen in the
submucosa of mid- and/or high-dose animals
treated with the two combinations and
Lercanidipine alone. Some animals treated
with the low dose of Lercanidipine alone were]
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also affected. The incidence of inflammatory
lesions was lower in the females. An increased
incidence of nephropathy, characterized by
tubule basophilia, protein casts, thickening of}
the basal membrane, fibrosis, tubular atrophy,
was observed in the kidneys of animals treated
with the high doses of either combinations or
the single test items, with a dose related trend.
Presence of inflammatory cell infiltration was
observed in all groups, with a higher incidence
in the animals treated with the high doses of]
both combinations. Cortical mineralization
was observed in the high dose animals treated
with the two combinations. Hair follicle
atrophy was seen in some of the skin samples|
taken from high dose animals receiving the
two combinations, where hairloss was seen at
the macroscopic examination.

Results indicated that the combination of 3
mg/kg/day of Lercanidipine and 6 mg/kg/day
of Enalapril, could be considered the No
Observed Adverse Effect Level (NOAEL).

LERCANNIDIPINE-ENALAPRIL - 13
WEEK ORAL TOXICITY STUDY IN
RATS FOLLOWED BY 6 WEEKS
RECOVERY PERIOD (Rec 15/2375- TX]
0088)

The toxicity and toxicokinetic profile of
Lercanidipine at the dose levels of 3, 8 and 24
mg/kg/day in association with Enalapril at thef
dose levels of 6, 16 and 48 mg/kg/day, after]
daily oral administration for 13 weeks in rats,
as well as recovery from any treatment-related
effect during a treatment-free period of 6
weeks, have been investigated.

Increased incidence of hairloss, reduced body
weight and food consumption were seen in
mid- and/or high dose animals. A statistically
significant increase in plasma urea was seen in
all treated groups, both males and females.
Changes in organ weights (increased ovaries
weight in high dose females, increased kidneys
weight in mid- and high dose males and
females) were observed after 13 weeks of
treatment. The relative kidneys weight was
still increased in high dose males after the
recovery period. Increased incidence and
severity of interstitial chronic inflammation
and tubular cell basophilia were seen in the|
cortical region of the kidneys of treated males,
killed at the end of the treatment period, when

compared to controls, a difference which was




considered incidental at the completion of thel
microscopic evaluation of the kidneys. There
was no relevant difference in renal pathology
in treated animals when compared to controls
after the recovery period. Increased severity of]
pigmentation, from slight to mild, was
observed in the spleen in mid- and high dose
females, killed at the end of the treatment
period when compared to controls. This
change was again increased in females, of the
same groups, Killed after 6 weeks of recovery.

On the basis of the results obtained in this
study, it can be concluded that the
combination of 8 mg/kg/day of Lercanidipine
and 16 mg/kg/day of Enalapril was in general
well tolerated, while the combination of 3
mg/kg/day of Lercanidipine and 6 mg/kg/day
of Enalapril could be considered the No
Observed Adverse Effect Level (NOAEL).

3) Genotoxicity:
in vitro

Bacterial Mutation Assay (Rec 15/2375-TX
0208)

Lercanidipine in association (ratio 1:2) with a
batch of Enalapril containing 5 % (w/w)
Enalapril diketopiperazine (DKP) was
examined for the ability to induce gene
mutations in tester strains of Salmonella
typhimurium and Escherichia coli, as
measured by reversion of auxotrophic strains
to prototrophy. The purpose of this study was
to qualify batch specific impurity. The five
tester strains TA1535, TA1537, TA98, TA100
and WP2 uvrA were used. Experiments were
performed in the absence and presence of
imetabolic activation, using liver S9 fraction.
Two main experiments were performed. In the
Main Assay I, 5000, 2500, 1250, 625,

and 313 [g/plate of Lercanidipine and
Enalapril + DKP combination was assayed.
IAn additional lower concentration of 156
pg/plate was added with TA1537 and TA100
tester strains in the absence of S9 metabolism.
INo relevant increases in revertant numbers
were observed, therefore all Main Assay 11
treatments included a preincubation step.
Dose-levels of 5000, 2500, 1250, 625, and 313
ug/plate were assayed with all tester strains
both in the absence and presence of S9
metabolic activation. An additional
concentration of 156 pg/plate was added with
TA1535, TA1537 and TA100 tester strains in
the absence of S9 metabolism and with
TA1535 in its presence. Treatments following

pre-incubation proved to be more toxic than

v
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standard treatments with all strains showing
toxicity at varying levels, and in most cases, at
a number of doses. Precipitation was noted in
both experiments at the end of the incubation
period at the highest concentration tested. The
precipitate did not interfere with the scoring.
Lercanidipine and Enalapril with DKP
combination, in a 1:2 ratio, did not induce two
fold increases in the number of revertant
colonies in the plate incorporation or
preincubation assay, at any dose-level, in any
tester strain, in the absence or presence of S9
metabolism.

It was concluded that Lercanidipine in
association (ratio 1:2) with a batch of Enalapril
containing 5 % (w/w) DKP did not induce
reverse mutation in Salmonella typhimurium
and Escherichia coli under the reported
experimental conditions.

Mutation in L5178Y TK+/- Mouse
lymphoma Cells (Rec 15/2375-TX 209)
Lercanidipine in association (ratio 1:2) with a
batch of Enalapril containing 5 % (w/w)
Enalapril diketopiperazine (DKP) was
examined for mutagenic, clastogenic and
aneugenic effects by assaying for the induction
of 5-trifluorothymidine resistant mutants in
mouse lymphoma L5178Y cells after in vitro
treatment (in the absence and presence of S9
metabolic activation) using a fluctuation
method.

A preliminary cytotoxicity assay was
performed. Both in the absence and presence
of S9 metabolic activation, the maximum
concentration of 1250 pg/ml and a wide range
of lower dose-levels of 625, 313, 156, 78.1,
39.1, 19.5, 9.77 and 4.88 pg/ml of
Lercanidipine and Enalapril + DKP mixture,
was assayed. Upon addition of the test item to
the cultures precipitate was observed at the
two highest dose-levels. At the end of the 3-
hour treatment period, precipitate was present
at three highest concentrations.

In the absence of S9 metabolism, using a short
treatment time, a dose-related toxicity was
observed reducing survival to 49% of the
concurrent negative control at the highest
concentration tested. After 24-hour treatment,
no cells survived at the two highest
concentrations. Marked toxicity was observed
at 313 pg/ml reducing survival to 11% of the

concurrent negative control. The next lower

/
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dose-level (156 pg/ml) yielded 23% relative
survival. In the presence of S9 metabolic
activation, moderate toxicity was observed at
highest dose-levels reducing survival to 39%
at 313 pg/ml. Two independent assays for
mutation at the TK locus were performed
using dose-levels ranging from 19.5 to 1250
pg/ml of Lercanidipine and Enalapril with
DKP mixture. No dose-response, no mutant
frequency above those seen in the concurrent
negative control or historical background
ranges was observed following treatment with
Lercanidipine and Enalapril combination in
the absence or presence of S9 metabolism.

It was concluded that the Lercanidipine in
association (ratio 1:2) with a batch of Enalapril
containing 5% (w/w) DKP did not induce
mutation in mouse lymphoma L5178Y cells
after in vitro treatment in the absence or
presence of S9 metabolic activation, under the
reported experimental conditions. Therefore,
by this method gene mutation, clastogenic and
aneugenic effects can be excluded.

in vivo (including supportive toxicokinetics
levaluation)

N.A

4) Carcinogenicity:

N.A.

Long-term studies

Short- or medium-term studies

Additional studies

5) Reproductive and Developmental
Toxicity:

N.A.

Fertility and early embryonic development

Embryotoxicity

Prenatal and postnatal toxicity

Studies in which the offspring (juvenile
animals) are dosed
and/or further evaluated

6) Local Tolerance

N.A.

7) Additional Toxicity Studies:

N.A.

Antigenicity (production of antibodies)

Immunotoxicity

Mechanistic studies

[Dependence

Metabolites toxicity

Impurities toxicity

4 week DKP qualification study (Rec 15/235
-TX 204)

The toxicity of Lercanidipine at the dose levels
of 3 and 24 mg/kg/day in association (ratio
1:2) with a batch of Enalapril containing 5%

(w/w) of the impurity ethyl (2s)-2- [(3S,8aS)-

/
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3-methyl-1,4-dioxo-

octahydropyrrolo[ 1,2a]pyrazin-2-yl]-4-
phenylbutanoate (enalapril diketopiperazine =
EDKP) after daily oral administration for 4
weeks in rats has been investigated. The only
relevant findings were an increased incidence
of damaged whiskers in the low and high dose
females and reduced body weight and food
consumption in high dose animals.

A slight anaemia was observed in high dose
males and treated females. A minor increase in
glucose and slight decreases in sodium and
chloride were seen in high dose males and/or
females. Increased incidence of nephropathy,

frepresented by cortical interstitial chronic

inflammation, tubular cell basophilia and
tubular dilatation, was seen in the kidneys of
treated males receiving 24 mg/kg/day of
Lercanidipine in association with Enalapril
(ratio 1:2), when compared with controls. This
renal change could be considered possibly
related to the treatment. S-Lercanidipine and
R-Lercanidipine, as well as Enalapril and
Enalaprilat were observed in the plasma from
all treated animals, indicating that the test
items were absorbed and that the animals
received increasing systemic exposure to the
test items that increased with increasing dose.
The exposure was maintained through the
period of treatment.

The findings observed in this study are
coherent with the already observed ones in the
previous 4 week toxicity study in rats with the
combination of Lercanidipine and Enalapril at
the same dose levels (REC 15/2375-IT-TX
0064). Therefore the impurity enalapril
diketopiperazine = EDKP is to be considered
qualified.

Other

5. Preclinical study conclusions

The effects of treatment of Lercanidipine and
Enalapril, alone and combined, on
cardiovascular parameters were evaluated in a
model of acute renal hypertension in
anesthetized rats that mimics the renovascular
hypertension in conscious animals, and in
renal hypertensive dogs. The combination of
the two drugs induced an additive
antihypertensive effect, being the decrease in
diastolic blood pressure higher than that
induced by Lercanidipine and Enalapril alone.
On the basis of the results obtained in two
repeated dose toxicological study, it can be
concluded that the test items were absorbed

and that the animals received systemic

/
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exposure to the test items. The combination of
8 mg/kg/day of Lercanidipine and 16

mg/kg/day of Enalapril was in general well 13
tolerated, while the combination of 3
mg/kg/day of Lercanidipine and 6 mg/kg/day
of Enalapril, could be considered the No
Observed Adverse Effect Level (NOAEL).
In addition, it has been confirmed that the
possible presence of the degradation product
DKP up to 5% of the initial fixed Enalapril
lamount does not change the safety profile of
the combination, with regard to reported
toxicology and genotoxicity studies.

A 1
(signature) % W
(full name) /-

Applicant (registration
certificate holder)

{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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1. Hasga nikapcekoro 3aco0y (3a HasBHOCTI - Hepxameuﬁ ATI® 20/20
[HOMep peecTpaLiifHOro NoCBiA4YeHHs ):
1) Tun aikapcbKoro 3acoby, 3a AKAM » JIIKAPCbKHUHU 3ACIB 3 ®IKCOBAHOIO
npoBoannacs a6o nUIAHYETHCS peecTpauis KOMBIHALIEKO
» 3MIHU, 11O IMOTPEBYIOTH HOBOI
PEECTPALII
» 3MIHA ABO JIOJJABAHHS HOBOI CUJIH
JUIT/PO3BEJIEHHSI
2) pOBeIeH1 0CITiIPKEHHs X rak [] Hi KO Hi, OOTPYHTYBAaTH
2. ®apmakosoris:
1) nepeuHHa (apmakoauHamika B koMGiHauii JNepkaHiguniHy Ta eHananpwily Ha
prepiajibHMii THCK Ta 4YacTOTy CepLeBUX CKOpOYeHb
OLIHIOBAJIM Ha JIBOX MOJIEJIAX HUPKOBOT rinepreH3ii.

[JINB JIEPKAHIIUIIIHY TA EHAJIAIIPHUJIY HA
OJIEJI T'OCTPOI HHUPKOBOI APTEPIAJIBHOI
MIEPTEH3II ¥V LIYPIB IMJ{ AHECTE3IEIO (Rec
15/235-FAR 121)
BiuivB JIIKyBaHHS JIEPKaHIMMIHOM Ta eHananpuioM, sK B
sKOCTI MoOHOTeparii, Tak i B komOiHauii, Ha napamerpu
CepLIeBO-CYAMHHOT CHCTEMM OLUHIOBAJIM Ha MOJENI rocTpol
HUPKOBOI apTepiajibHOT rinepren3ii y TBapuH MiJ HApKO30M,
Lu{a iMiTye€ PEHOBacKyJAPHY TiNepTeHsilo Yy TBapUH Y
ceinomocTi. Lllypam nig anecresicio 3 HOPMAJIBHHM THCKOM
Ta OJHOCTOPOHHLOK HE(PPEKTOMIEID TPOBOAMIM illIEMilO
HUPOK (MPOTAroM ABOX rojiuH) Ta penepdysito (nporsirom
OHIET TOAMHK) Y KOHTPOJbHIH yacTHHI HHpKH. Hacninkom
Puie'f JBOCTOPOHHBOI  HedpekTomii  (Xipypriuna  +
(byHkiioHanpHa) Oy/0 MiJBMINEHHS apTepialbHOro THCKY,
OMoCepekOBaHe aHTIOTeH3WHOM, MiA 4ac penepdysii,
BUKJINKAHE MaCHBHHM BHMBUTbHEHHAM PRA 3 imemoBanol
anm.
JlgorogMHHa  ileMis  HMpKM, MO  3ajdIoWiacs, y
OIHOCTOPOHHBO He(PEeKTOMOBAHHMX UIYpPiB HE BHKJIMKaa
[BNIMBY Ha aprepianbHWH THCK 1 4acTOTY CEpLEBHX
CKOpO4YeHb: BHXiIHI 3HAYeHHs, 3apeecTpoBaHi dvepes |
frogMHy micias 3aKkiHYeHHs XipypriuHoro BTpy4YaHHs, |
BHAYEHHSA, 3apeecTPOBaHi MicAs ABOX TNOAMH imeMmii, Oynu
1yKe MoAiOHUMH.
Peniepdy3is HUPKH, 1O 3aJIMIIKWIACSH, CIIPUYMHWIA LIBHIAKE
iIBUILEHHA apTepiabHOTO THCKY, SIKe JA0CATIIO MiKy vepes
S XBHJIMH MIC/Is MOBTOPHOTO BIJAKPUTTS HUPKOBOI apTepii Ta
rpuBano nipubnu3Ho | romumy. [Ili3nime 3HaueHHs
prepiaibHOro THCKY Oynn npubausno Ha 30% Buiumu 3a
BHXI1/IHI 3HAYEHHS.
Sk NepKaHiaMITiH, TaK i eHananpui BUKIMKANH 3HIKEHHS
laprepianbHOro  THCKy, sfke Oyno mnapaienbHHM Ta
CTATHCTHYHO BiZIMIHHUM BiJl JiacTONIYHOTO apTepiaibHOro
THCKY, Ta CTIOHTAHHE 3HWKEHHs apTepiajbHOl rirnepTeHsii B
OHTPOJIbHIH  rpyri. AnTdrinepreHsuBHui  edekT,
uisMkanui - oboma npenapatamu, Oy noaibuum i
TATUCTHYHO He BiapisHaBcs oiuH Big oasoro. Konu
epKaHiIuMiH Ta eHaJanpuj 3acTocoByBaaH pasom (10
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MKr/kr + 100 MKIO/Kr BiZTIOBIHO), BOHM CHIPHYHHSIIH
IIBH/IKE, 3HAYHE 3HIDKEHHS apTepiaJibHOro THCKY, HeraiHo
PUINIMHAKOYM  TINEepTeHsilo,  CIpHYMHEHY  ilIeMiel.
HTHINEePTeH3UBHUE e(eKT, BUKIMKaHHH KOMGiHauiei,S
WSBMBCS CHMHEPriYHMM, 3 BHILIOIO TA CTATHCTHYHO PI3HOIO

(DeKTHBHICTIO, HI?K ¥ KOXKHOTO OKPEMOTO Mpernapary.
enepdys3is  HUPKM, 110  3aJMIIMAAcCH,  CIIPUYMHWIA
GiNbIIEHHS YaCTOTH CEPLEBUX CKOPOYeHb, HMOBIPHO, Yepes
eHTpanbHy Ta/abo nepudepuyHy CUMNaTHYHY CTUMYJISLLIO
HrioreH3uny Il, cnpuuMHEHY MiJBHMIIEHUM BHBLIbHEHHSM
eHiHy BHACHIAOK imemii Hupku. JIiKyBaHHS eHananpuiom
He 301IbLIYBAIO YacTOTY CEPLUEBHX CKOPOYEeHb, TOMAI SK
epKaHiguMiH CrIpUYMHAB Take niaBHieHH:A. [ToeaHanus
JIBOX CIOJYK 3MEHIIYBaJo 30UIbIIEHHS YAaCTOTH CepLieBHX
CKOpOYeHb, BUKJIMKAHE JIEPKaHiUMTIHOM.

BuaveHHs PRA, BuMipsiHI  HAnpuKiHUI  NPOTOKONY
eKcriepuMeHTy, craHoBuan: 51,9 £ 8,1 ur Al/ma (n=6) ans
eHananpuny, 53,7 + 11,5 wr Al/mMa (n=4) nas
nepkaniguniny, 40,5 += 9,1 ®r Al/ma s xomOinauil
[peuoBun Ta 36,0 £ 6,7 ur Al/ma (n=7) nns nnauebo. He
Oy0 CTAaTHCTHYHOT Pi3HHMLI MK rpynamu, Oyia nomiveHa
MLie TEeHAEHLUIs [0 3HHKEHHS 3HaueHb Y TIpyni, Lo
OoTpHMYyBaia KOMOIHaIIiI0 peHOBHH.

(BINTMB JIEPKAHIJITUIIIHY TA EHAJIAIIPWIIY VY
OBAK 3 HHWPKOBOIO TIIEPTEH3IEIO B
BIJOMOCTI (Rec 15/235-FAR 122)

IBrumie JlikyBaHHS JIEPKaHIAMITIHOM Ta €HAJanpuiioMm, K B
likocTi MoHoTepanii, Tak i B komGiHauii, Ha napamerpw
€pLEeBO-CYMHHOI cHCTeMM oOliHIOBaiM y cobak 3
[HUPKOBOIO rinepTeHsiero.

poHiuHa cTiiika rineprensisa Oysia BHKIMKaHa y 4 camuis

[LLIXOM  IBOCTOPOHHBOTO 3BYJKEHH HHMPKOBOI aprepii
lBignoeimHo mo wmeromy [lonbabnara «rimepreHsis IBOX
MPOK 3 IBOMA 3aTUCKAYAMM».

yepe3 3 MicAlli micas 3BY)KeHHS HMPKH), KOIMM IXHiM
laprepiabHUIi CUCTONIYHME TUCK CTAaHOBUB GiiM3bKO 160 MM
IpT.CT., a miactoniynuii 120 MM PT.CT., 3 4ACTOTOK CEPLEBUX
lckopouens 80 yapie/xs.

IBeemenHs mnanebo He  CIPHUMHHIO  JKOAHMX — 3MiH
ApTepialbHOrO0 THCKY Ta YacTOTH CEPLUEBHX CKOpOYeHb
luepes 6 TOIMH eKCIePUMEHTAILHOTO 3amucy.

|[EHananpun npu nepopajibHOMY BBEIeHHI B 1031 3 mr/kr
BUK/IMKAB HE3HAYHE 3HMIKEHHS apTepialbHOro0 THCKY (K
UCTOIYHOrO, Tak 1 JiacTOJIIYHOIO), sKe CTATUCTHYHO
BiIPI3HATIOCS BiJl rpyny mianebo nuile JUis AiacToNIiuHOrO
Tucky yepes 60 - 150 xBunus nicns seenenus (p<0,01 uepes
60, 90 Tta 120 xB i p<0,05 yepe3 150 xB). Enananpun ne
BUKJIMKAB ICTOTHO! 3MiHM YacTOTH CEPLEBHX CKOpPOYEHb.
Ulepkaniaunin (0,5 Mr/kr) cnpu4MHsB TpUBae 3HWKEHHS
apTepialbHOr0 THCKY: CHCTONIYHHH aprepiaibHuMi THCK
BHIWKYBaBcs npubnuzno Ha 15%, a giactomiyHmi  —
pubmmzno Ha 25% Ha niky edexry (uepez 1-1,5 roa micns
npuidoMy). AHTHrinepreH3suBHUH edekT CTaTHCTHYHO
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tinpimﬂncn BiZl KOHTpoNIbHOI rpynu vepe3 30 xB - 4 roa
icns BBeaenHs (p<0,01 ans BCIX MOKa3HMKIB yacy, 3a
punsaTkoM p<0,05 nns CAT uepes 4 ronunn); giactonivHigi
laprepianbHUi THCK TaKOXK 3HAUHO 3HWIKYBaBCHA 4epes Tﬁ
XBHIHH micis 3actocyBanHs (p<0,01 nopisusaHo 3 miauebo).
AHTUTINepTeH3UBHHIN npodinb JlepKaHiIuminy
CYMPOBOKYBABCA pedIEeKTOPHOIO Taxikapielo uepes 45 -
120 xBunun (p<0,01 nopiBHAHO 3 BHXIJIHUMH 3HAYCHHAMM
uepes 45, 60, 90 ta 120 xunun; p<0,01 nopiBHAHO 3
nnaue6o uepes 45, 60 ta 90 xeunun). KomGiHoane
[BBEOEHHS [BOX TMpenapatiB  BHKJIMKAIO  AJWTHBHHI
AHTHUTiNepTeH3UBHUH  edekT, TOJOBHMUM  YMHOM  Ha
UtiacToiYHHH aprepianbHUAN THCK: CUCTONIYHHN
apTepiabHHi THCK 3HM3MBes Ha 18%, a niactoniunmii
laprepiasibhuii THCK Ha 35% Ha niky edexry (vepes 1 roa
rmicas npuioMy). AHTUTINEPTEHZUBHUM e(eKT CTaTUCTHYHO
Bigpizusases (p<0,01) Bix KOHTPONBHOI Ipynu Ta Bix
BUXiTHUX 3HaueHb 4depe3 30 XBWUIMH - 4 TOOWHH TIiCIs
BeaeHHs. JliacTomiyamii aprepiaibHMM THCK 3HAYHO
sHwkyBascs  (p<0,01) Takoxk wepe3 15 XBWiIMH micis
peeaeHHs. KomOiHoBaHe 3actocyBaHHs 000X mpenaparis
CIIPHYHHATO 301/IBIIEHHA YacTOTH CEpLEBHX CKOPOYEHb,
[moaibHe /10 TOro, sike BUKJIMKAJIO JISPKAHIAMITiH OKPEMO.

2) Bropunna dapmakoauHamika

He 3aznaueHo

3) ®apmakonoris Ge3nexu

He 3a3naueHo

4) dapmakoaMHaMIYHI B3aeMOLT

He 3aznaueno

3. ®apMakoKiHeTHKa:

1) aHaniTHYHI METO/IMKH Ta 3BITH IO/I0 1X
[Bastinawii

byno po3pobneHo Ta miATBEPKEHO TPH aHAIITHYHI METO/H
PX/MC-MC.

Jlocnipkenns Ne Rec 15/2375-1T-PK 0221 i Rec 15/2375-1T-
PK 0235 nns BumiptoBaHHa piBHiB eHananpuiy (EL) T
eHananpunatry (ET) y nna3smi wmypie y ledcyTHOCTaiﬂ
nepkaniauniny (L).
JlocnimxeHHs Rec 15/2375-1T-PK 0060 JTs|

CTEpPEeOCeIeKTHBHOIO BU3HAYEHHS eHaHTioMepiB
nepkaniauminy (S-L, R-L) y npucyrHocri EL Tta ET.
OuiHoBaHMMM ~ 1apameTpamu  Oynu:  CENeKTHUBHICTb,

UTiHIHHICTb, NPeLM3iiHICTb, NMPABHIIBHICTD, MEXKA KiJIBKICHOrO
[BH3HAUeHHA, e(eKTHBHICThL eKcTpakuii Ta cTabiIbHICTB.
aHaliTHUHI MeToauM Oynu 3acTocoBaHi s nocnm;xeﬂmm
TOKCUKOKIHETHKH B 4- Ta |13-TH)XKHEBOMY TOKCHKOJIOTIYHOMY]
JTOCITIZZKEHHI Ha Lypax.

2) BcMOKTYBaHHS

4-THOKHEBE JOCJIKEHHSI ITEPOPAJILHOI
TOKCHYHOCTI HA IIYPAX (Rec 15/2375-TX 0064)

S-Jlepkaninunin i R-Jlepkaninunin, a takox Exananpun i
[Enananpunar crnoctepirajivcs B TUiasMmi BCIX TBapHH, AKi
OTPHMAITH JTIKYBaHHS, 10 BKa3zye Ha Te, IO AOC/IKYBaHi
PEYOBHHH TOIJIMHATMCA 1 11O TBAPHHH OTPHMYBAIIH
CUCTEMHHMI BIUIMB AOCTIDKYBAaHMX PEYOBMH, SKHH 3pOCTaB
31 30inblieHHAM  103M.  JKOAHMX O3HAK CHCTEMHOTO
akonu4eHHs abo IHAYKLIT micas 4 THXKHIB JIIKyBaHHS He
nocrepiranocs. MakcuMalibHa KOHIEHTpaLisi B TUiasMmi
Cmax) gk S-nepkaHiauiidy, Tak i R-nepkaniguniny, a
aKOXK  CHalanpWily Ta  €Hajanpuiatry  3a3BHYai
nocrepiranacs uepes 0,5 a6o 1,5 rogunu mic/is BBeCHHS
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nocaiukyBatoro  npenapary (tmax). Ewxantiomep R-
UTepkaHiquITiH MaB BHILI PiBHI B MJa3Mi, a TAKOXK 3HAYECHHHA
AUC y Bcix rpynax mnopiBHSHO 3 S-JlepkaHigumiHo
Bravenns Cmax Ta po3paxoBaHOi IO Mij Kpnacj:gl
onuentpanii (AUCO0-24h) nnsa S- ta R-nepkaninuniny
POTIOPLIHHO KOpeJIOBaIM 10 03M B YCIX Jliana3oHax /103,
OKa3yKOuH IHMPOKY BapiabeNbHICTh MPH HaHBUILIOMY PiBHI
no3u (24 wmr/kr/ pgeHs). MakcumanbHa  KOHUEHTpaLlis
eHananpuwly Ta eHananpuiaary B ruiasmi (Cmax) 3azsuuaid
cnoctepiranacs uepes 0,5-1,5 roauHu micns BBeNEHHS
OCJTIUKYBAHOT 0 TipenapaTty (tmax) 3a 1esIKMMH BHHATKAMH,
o BKa3ye Ha ILUBHIKE [EPETBOPEHHS EHANANpUiy B
eHananpunar. 3arajoMm pisHi merabosliTy eHananpuiaTy
Oy/iM BHIIMMM TopiBHAHO 3 eHananpuioM. AUCO0-24h nns
eHaanpuiIy Mioc eHallanpuiaTr nporopuiiHO KopemoBain
3 03010 JHIIe B AianasoHi 103 Bia 3 no 24 mr/kr/mens. Y
CaMOK LIypiB MpH 3acTocyBaHHi HadBuimoi mosu 48
MI/KI/1eHb KOHUEHTpaLlii Oy/id BUILMMH, HDK OUiKyBasocs.
Cmax Jis eHajanpwily Ta eHajanpuiarty s3pocraia 3i
30IBIIEHHAM PIBHIB 103, ane 36U1blIeHHS He 3aBKau Oyno
ponopuiiiHuM 103i, Xxo4a Oyja BUsB/IEHA 3HA4YHA JiHIHHA
Eopemtuiﬂ.

13-TUWKHEBE JOCJUDKEHHSI IEPOPAJIBHOI
TOKCHYHOCTI HA IIIYPAX (Rec 15/2375-TX 0088)
O6u1Ba €HAHTIOMEPH JIePKaHiIMIIIHY, S-IepKaHiauniny ta
R-IepKaHiIumiHy, a TaKOXK eHalanpuil Ta Horo akTHBHHMM
metaGomiT eHananpunar Oy/1d BHABJIEHI B TU1asMi BCIiX rpyn
DIKYyBaHHSA, IO BKa3ye Ha Te, IO JOCHIIKYBaHi PeYOBHHH
(MOTJIMHANIMCSA, | TBApWHW OTPUMYBAIM CHCTEMHMI BIUIMB
nocnimKkyBanux pedouH. OTpumaHi JaHi BKasyloTh Ha Te,
{0 TRapMHM 31 30IMBLIEHHAM 03 MiAJABANHCS BILIHBY
3poCTaloyol  KUIBKOCTI  BHUXiIHOT  criojilyku/merabodirty.
Brume 36epiraBcsi POTATOM YChOro nepioay JiKyBaHH4.
MaxkcumanbHa KoHueHTpauis B r1asmi (Cmax) sk S-
nepkaHiauniHy, Tak i R-nepkaniauniny cnocrepiranacs
uwepe3 1,5-3 roauHM micns  BBeJ@HHA  OCHTIIKYBaHOIO
penapary (tmax). [lis enaunriomepy R-nepkanigumniny
Y70 OTpHMaHO BMuI piBHi Ta 3HaveHHs AUC y mmaswmi
opiBHAHO 3 S-nepkanizuninom. Po3paxoBaHi 3HaueHHS
nouti nig kpusoto koHueHTpauii (AUCO0-24 ron) ans S- ta
-lepkadiauniny Ha 13-My TwkHi 30inbyBanucs  3i
30iNbIIEHHAM piBHA 03W. 3aranioM ue 30uablneHHA Oyno
Gi/1b1I HDK MPONOPUIHHUM MDK HAHHHAKYOIO Ta CepeHbO0
03aMU Ta TIPOTIOPIIHHUM MiXK Cepe/IHBOI0 Ta HAMBHILOK
nozamu. letorHol piznuui mick AUC y camuiB Ta caMoOK He
criocTepiraiocs.
(MakcuManbHa KOHLEHTpalis eHajanpury B ruiasmi (Cmax)
crioctepiranacs yepes 0,5 abo 1,5 roauHu nicis BBeAEHHS
MOCHiDKYBaHOrO npenapary (tmax). 3HadenHs tmax
erabonity enananpuiaty Oyno sussieHo dvepes 0,5-1.5
OJIMHH TIICAs NpuiioMy (3a BUHATKOM tmax 3 roguHu [yis
CaMILiB, IKHM BBO/IHJIM CEpPEHIO 103y Ha 14-i JeHb Ta tmax
yepe3 8 roaMH /1S CaMILiB, SKUM BBOJMIIM CEPe/IHIO 103y Ha
13-My TWXKHI), IO BKa3dye Ha IUBHIKE [EPETBOPEHHS
eHamanpwiy B eHananpunar.  Pieai  meraGonity
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HaIANPUIATY B 1U1a3Mi OyJIM 3HAYHO BHIIMMM TOPIBHAHO 3
HananpuiaoM. Y camuUiB CHOCTepiralucs BHLII  piBHI
Hananpuiary, Hix y camok. Ha 13-my TwxkHi po3zpaxosagi
Ha4YeHHA TUIOINL i KPUBOK KOHLIEHTpALii (AUCO-24r:EB

A eHANanpHIy Ta eHananpunary Oy/iM BUIMMH NOPiBHAHO
i 3HaueHHaMH yepes 14 Ta 28 nHis.

3) Posnozin [He 3a3naueno

4) MetaGonizm [He 3asnaueno

5) Busenenus [He 3a3naueno

6) dapmakokineTHuni B3aemoii (1okiniuni) [He 3a3naueno

7) IHmi hapMaKOKiHETHYHI IOCITIDKEHHS [He 3a3naueno

4. Tokcukosoris:

1) TokcH4HICTE ¥y pa3i OAHOPA30BOro EHe 3a3Ha4€HO

IBBEIeHHS

2) TokcH4HICTB y pa3i MOBTOPHHUX BBE/IEHb Ba JIOCTI/DKEHHA TOKCHYHOCTI MOBTOPHMX 103 (4 Ta 13

WKHIB), B SKHMX MOpPIBHIOBAIM OKPEMi KOMIIOHEHTH 3
omOiHALAMH, NIPOBOJAKMIN HA LIYPAX 3 METOK MEPEBIPUTH
IICYTHICTb ~ TOKCHKOJIOTIYHUX  e(eKTiB, CrpHYHHEHHX
3aEMOJIIEI0 IBOX Mperaparis.

VIEPKAHIZIUIIIH - EHAJIATIPWI - 4-TH/KHEBE
NOCHDKEHHS TMEPOPAJIBHOI TOKCHYHOCTI
HA IYPAX (Rec 15/2375-TX 0064)
JlepkaHigumiH 3aCTOCOBYBAIM MPOTIAroM 4 THKHIB ¥ 103aX
3, 8 Ta 24 mr/kr/no6y pazoM 3 eHaNanpuiIoOM Y JBOX Pi3HHX
ombinauiax (cniseinnowenus 1:1 ta 1:2). JIsi monarkosi
rpynu OTPUMYBAJIA JICPKAHITAIIH Y HHU3bKHX Ta BMCOKHX
nozax B AKOCTI MOHOTeparii, 3 Ta 24 Mr/kr/meHs, TOAi SK
iHIIi JIBI TpyNM OTPUMYBAIM €HANANpPUSI Y HHU3BKHX Ta
WCOKHX J103aX B SKOCTI MOHOTepanii, 3 Ta 48 Mr/kr/neHs.
pOTArOM Mepiofy MiKyBaHHS MiJl 4Yac CMOCTEpPeXKeHb, AKi
POBOAMITMCS ILOJHS TIC/s BBEAEHHS J03H, HKOAHHX O3HAK
eaKIilil Ha JTIKYBaHHSA He CrocTepiranocs.
30inbIICHHA YAaCTOTH BUMAAIHHA XyTpa CIOCTepiranocs mimx
4Yac IMOTHXKHEBHUX CIIOCTEpPEIKEHb Y CaMIliB Ta CaMOK, fKi
OTpUMYBalIM KOMOIHALIO TpenapariB y BHCOKIH 1031 y
criipsigHomenni 1:1 ta 1:2.
IMaca TiTa caMmiliB, fAKi OTPHUMYBalH BHCOKY 103y
KoMmOiHOBaHOTO mpenapaTy y cnhiBBigHomenHi 1:1, OGyna
BHUKEHA MOPIBHAHO 3 KOHTPOJBHOIO Ipynoto 3 15 aus 1o
HIL J0CTI/DKeHHS. 3HWKEHHS MacH Tila CrnocTepiranocs
a 22 nmeHb y caMuUiB, fAKi OTPUMYBAJIW BHMCOKY 103y
oMbGiHOBaHOrO mpernapary y cniBBigHomenHi 1:2, i Ha 8
NeHb Y CaMOK, SIKi OTPUMYBAIM BUCOKY J103Y JIEPKAHIAUITIHY
SIKOCTI  MOHOTepamil. 3MeHLIeHHsS CIOKUBAHHA DKI
EOpiBHHHO 3 KOHTPOJBHOKI TPYMNOK crocTepiraiocs y
TBapMH, AKi OTPUMYB&IM BHCOKI 103M  KomOinauii
NlepKaHiAMIIIHY Ta eHaJarnpuity y ciiBBigHomenHi 1:1 ta 1:2,
I caMUiB i caMOK NPOTAroM 1-ro THKHS Ta Ui CaMiliB
TAKOXK MPOTATOM 2-TO THHKHS JTIKYBaHHS.
3MEHILEHHS CHNOMXKHMBAaHHA DKI TakoK cnocrepiranocs y
CaMOK, fKi OTPUMYBaJM MOHOTEpPAIlil0 JIEPKAHIAMIIIHOM Y
HCOKMX 71038X.
poTarom 4-ro THXKHS JiKyBaHHs He OyJ0 3apeecTpoBaHO
opy1ieHb 3 GOKY OpraHiB 30py, OB’ I3aHUX 3 JIIKYBaHHSIM.
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TBAPMH, SKI OTPUMYBQJIM BHUCOKI J103M KoMmOiHauii
epKaHiIUMiHy Ta eHananpwiy, y chiBBiaHomenHi 1:1
a/abo 1:2, cnocTepiraJii 3HWKEHI 3HAYCHHS JEdK
apaMeTpiB, TMOB’A3aHUX 3 UYEPBOHUMH Kpos’anum
iTHHAMMU.
iOXiMiYHHH aHali3 KpOBi TMOKa3aB IiABHILEHI 3HAYEHHS
acraprataMiHoTpaHcdepasd y OKpPeMHX TBapuH, SKi

OTPUMYBaH BHCOKY 403y KOMOIHALT y CITiBRIJHOLIEHHI
1:1, cnipigHoweHHi 1:2 i MOHOTEparilo JepkaHiauniHom. Y

CaMLliB Ta CAMOK LLypiB CHOCTepirajaucs HenocTiiHi 3MiHU
iBHIB KpEaTHHIHY B IU1a3Mi; IIIBULLEHHA PiBHIB Y CaMLIiB,

E}:i OTPUMYBAJIH MOHOTEpANIIO JIEPKAHIAUITIHOM Y BHCOKHX

no3ax, i 3HWKEHHS PIBHIB y CaMOK, SIKi OTpUMYBaiu 0OM/IBI
ombinauii y cepenniii abo Bucokii no3i. Xoua 3aranom y

T[(zianaaorii XPOHOJIOTIMHUX ~ JaHUX, 3HWKEHHA  piBHA

eNeKTPONITIB Y IUIa3Mi KpOBi, HATPilO, Kajilo, KajbUilo

ra/abo XJIOpHIY, CMOCTEPIranocs y caMmilis, SKi OTPUMYBAITH

[Bucoki  no3u  komOinmauii  1:1 abo  moHoTepaniio

NiepKaHiAMIHOM y BHCOKMX 03aX, 1 Maibke B YCIX rpynax

caMOK. Y OJHOro camus, KW OTpuMMyBaB KoMOiHaLilO y
MCOKIH 103i y cniBBigHOWeHHi 1:1, criocTepiraBes BUCOKHIH

Eine}lb TPUTTLEPHAIB, a TaKoK TMOMiTHe 30iIblLeHHS

CEYOBHHH Ta KPeaTHHIHY.

36i1benHs 06’eMy cedi, a TAKOX BHIL 32 KOHTPOJbHI

iBHi OinipyOiHy Ta ypobiniHoreHy Oynu 3apeecTpoBaHi y

e KMX TBapWH B TPYMi 3aCTOCYBAHHS BHCOKOI JIO3H.
iHLeBa Maca Tisia Oysia 3MEeHIIEeHa MOPIBHAHO 3 KOHTPOJIEM

y CaMIIiB, IO OTPHMYBAJIH BHCOKI 103 000X koMmOiHalliii, a

TaKO)K Yy  camiliB, IO OTPUMYBAIM BHCOKI  JI03H

llepKaHiAuIiHY B AKOCTI MOHOTEpArTii.

V maci opraHiB criocrepiranucs Taki 3MiHH: 30UIbLIEHHS

OcomoTHoi Ta/abo BiAHOCHOI MacH HHPOK Yy caMiliB Ta

CAMOK, SIKI OTPUMYBaJId KOMOIHALiIO npenapatiB y BUCOKIM

no3i y cnissigHowenni 1:1 i 1:2, a takoxk y camifis Ta

CaMOK, fIKI OTPUMYBAJIM JIGPKaHIAMIIIH Y BHCOKMX J03aXx.

36inbiieHHs abCcoMOTHOT Ta BiAHOCHOI MAacH TNEYiHKH Y

CaMOK, SIKi OTPUMYBAJM BHMCOKI JIO3M JIepKaHiIMIIHY B
KOCTI MOHOTepanii. 3MeHIIeHHs abCOMFOTHOT Ta BIHOCHOT

Klacu cepls Y CaMLIiB Ta CaMOK, SIKi OTPHMYBAJIH eHaJanpHIl

Y BHUCOKHMX /103aX, @ TaKOK Yy CaMIiB, fIKi OTPUMYBaH

komOinauio y criBBigHoleHni 1:2.
aKpockoniuHe OOCTe)KeHHs TMOoKa3alo JoKalizoBaHy abo

eHepasi3oBaHy BTpPaTy XyTpa Yy CamiliB Ta CaMmoK, fKi

oTpuMyBaiH  KkoMOiHalilo y  BHCOKMX  Jo3ax Yy
cniieigHomenni 1:1 Ta 1:2. Temui 30HM pi3HOT NOBMKHHK

CIIOCTEPIraiucs B LUUTYHKY JIESIKHX CaMIliB, IO OTPUMYBAJIN

KoMOiHALIXO B cepe/iHii Ta BUCOKIH 103aX y CMiBBiHOIIEHH]

I:1 12 1.2,

MiKpOCKOMIYMHI  CTIOCTEPEeXKEHHA  MOKa3ald, MOXKIHBO
OB’S3aHi 3 JIIKyBaHHAM 3MIiHM B IUTYHKY Ta HHpKax y
pynax, sKi OTpHMYBalu BHCOKI /[03uW KomOiHauii y
nipigHomwenni  1:1 Ta 1:2. Y g1Box rpymax He
nocrepiranocss ICTOTHOI PIi3HHLI B  CIIOCTEPEKYBAHHUX
MiHax abo B piBHAX TskkocTi. Bupazku rta/aGo eposii
JH30BOT O0OJIOHKH CHIOCTEPIraiucs y UUTYHKY TBapuH, AKi
TPUMYBAIH BHCOKI JIO3H Mpenapary y criBBifiHomeHHi 1:1,
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1:2 a0 TiNBKHU NepKaHiqUITIH.
BananbHy peakiilo CriocTepiraav B MiACIAH30BIH 060M0HLI
TBAPHH, SIKI OTpUMYBaiM [Bi komOiHallii Ta MOHOTeparij
epKaHiJUMIHOM B Cepe/Hid Ta BUCOKIH no3i. ﬂem
TBAPHHH, AKI OTPUMYBAJIM MOHOTEPAIIIO JIEPKAHIAUITIHOM B
HU3BKIH 1031, TAKOYK MAJIM TaKl 3MIHH.

acTOTa 3amalibHHX YP&KeHb Yy CaMOK Oyla HIKYOIO.

iBMlIEHa 4YacToTa Hedponarii, IO XapaKTepPU3YEThCH
Gaso(inielo KaHaNbLIB, CKyMUeHHSIM Oijika, MOTOBILEHHAM
OazanbHoi memOpanu, ¢ibpo3om, atpodicio KaHabLiB,
criocTepiranacs B HHPKax TBapHH, SKi OTPHMMYBAJH BHMCOKI
o3 koMOiHauiit abo OKpeMMX [JOCHIPKYBAHHX PEYOBHH,
BanekHo BiA 7034,  HasBHiCTE 3amanbHOi  KJIITHMHHOT
findinpTpanii crnocrepiranacs B ycix rpynax, 3 Outbio
YACTOTOK Y TBAPHH, SKi OTPUMYBAJIM BHCOKi 103U 000X
komOiHauii. KopTukaneHa MiHepaiisailis crioctepiranacs y
TBapHH, SIKI OTPUMYB&JIM BHUCOKI M03M JABOX KOMOiHALLH.
Atpodis BonocsHoro ¢onikyna Gyna nomiueHa B JeSKHX
npa3kax IUKIPH, B3ATHX Y TBAapHH, AKI OTPUMYBAIH JBi
(komBinawlii, 1 y SKMX NPH MAaKPOCKOMIYHOMY JOCIHiIMKEeHHI
CrocTepiranocs BUMajaHHdg XyTpa.
Pesynbrati nokasanu, o KoMmOiHaLi0 JIepKaHiHMiHY B
031 3 Mr/kr/aeHs Ta eHananpuily B 1031 6 Mr/Kr/neHb
IMOKHa BRaykaTH KOMOIHALIEO, 110 HE BUKIHKAE HeOaKaHUX
saeuil (NOAEL).

JIEPKAHIZUIIIH - EHAJIATIIPHJI - 13-TUKHEBE
JNIOCJIJUKEHHS TMEPOPAJIBHOI TOKCHYHOCTI
HA mMYPAX 3 TIOJAJBIHIHM 6-THWAKHEBHM
{MEPIOJIOM BITHOBJIEHHS (Rec 15/2375-TX 0088)
JlocniukKyBami  TOKCHYHICTH Ta  TOKCHKOKiHETHYHMI
npodine nepkaniguniny B posax 3, 8 ta 24 wmr/kr/moby
a30M 3 eHalanpuioM y ao3ax 6, 16 ta 48 mr/kr/noby nicas
1110/IEHHOrO NEePOPaIbHOro NpUHOMy NpOTAroM 13 TIKHIB Y
ypiB, a TaKkoX BIAHOBIEHHsA Bix Oyab-AKOro edekry,
MOB’A3aHOTO 3 JIIKYBaHHSAM, [pOTAroM mnepiogy Ge3
IKYBaHHs, SKHi TPUBaB 6 THIKHIB.
[TiaBHIeHa YacTOTA BUMANIHHA XyTpa, 3HHKEHHS MacH Tija
Ta CIOMKUBAHHA 1XKi CrocrepiraiMcs y TBapHH, fKi
OTpUMYBalIH cepeaHio Ta/abo BucoKy n03u. CTaTHCTHYHO
BHAUylLle MiJBMILEHHS PiBHA CEYOBMHH B  TUIa3Mi
criocTepiranocs B yCix rpynax jikyBaHHs, SK Y CAMLIB, TaK i
y CaMOK.
3MiHM Macu opraiB (30i1blIE€HHS MacH SEYHHMKIB Y CaAMOK,
Ki OTPHMYBAJIH' BHCOKi J103H, 30iJBIIEHHA MAcH HHPOK Y
CaMLiB Ta CaMOK, fKi OTPUMYBAJIM Cepe/iHi Ta BHCOKI JI03H)
criocTepiranucs vepes 13 THXKHIB HiKyBaHHA. Y camiiB, 110
OTPUMYBAJIM BMCOKI JIO3M, Micis MNepiogy BiJHOBIEHHI
@iAHOCHa Bara HUpoK Bce e 36inburyBanacs. [TiapuieHHs
YACTOTH Ta THHKKOCTI IHTEPCTHMLIAILHONO XPOHIYHOrO
BanajeHHs  Ta  KaHajublLeBol — KiIiTHHHOI  Gasodinii
CIIOCTEPIranocs B KOPTHKAIBHOMY BiUIIi HHPOK CaMIIiB,
Ki OTPUMYBAIH JIIKYBAHHS T4 SKHX YMEPTBHIM HANPHKiHLL
epiofly JKyBaHHs, NOPIBHSAHO 3 KOHTPOJBHOK TPYMOK).
ic/Ig 3aBepIUeHHs] MIKPOCKOMIYHOIO AOCIIIKEHHSI HUPOK
I3HUL  BBAXKACTHCH BUMAAKOBOW. lcToTHOT pisHuMLi B
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Inamnori'i' HUPOK Yy TBapHH, SKi OTPUMYBAIM JIKYBaHHA,
MOPIBHAHO 3 KOHTPOJILHOKO TpPYyMoK  Micns  mepioay
onyxaHHs He cnocrepiranocs. Iliapuiena HOpiBHﬂHOIzI
KOHTPOJIBHOKO ~TPYMOK)  BHPAKEHICTh  MirMeHTalli,
He3HaYHOI JI0 JIerKoi, crocrepiranacs B ceesiHlli y caMok,
IO OTPUMYBAJH CEPeIHI0 Ta BHUCOKY MA03H Ta AKMX
YMEPTBWIM HAMpPHKIiHLI nepioay jiikyBaHHs. Llg 3MiHa 3HOBY
[nocumoBanacs y caMOK THX ke rpyn, yourux micis 6
THKHIB ofyxaHHs. Ha nigctasi pesyibratiB, OTpPUMaHHX Y
IbOMY JOCHi/PKEHHi, MOXKHA 3pOOMTH BHCHOBOK, 1110
komOiHallis JnepkaHiamniny B go3i 8 wmr/kr/noby Ta
eHanmanpuny B go3i 16  wmr/kr/mofy 3aranom  mobpe
epeHocHIacs, TOl AK KOMOiHallis JepKaHiaumiHy B 103i 3
I/Kr /jeHp Ta eHananpwiy B 031 6 Mr/Kr/aeHb MoxHa
BaXKaTH KoMOiHaliero, SiKka He BHIJIMKAE HeOaKaHMX SBMILL
(NOAEL).

3) I'eHOTOKCHYHICTB:
fin vitro

AnaJis 6akrepianbuux mytanii (Rec 15/2375-TX0208)
Ulepkaninunmnin y noennansi (cnispigHomenns 1:2) i3 cepieio
eHananpuily, wo wictute 5% (Mac./mac.) eHananpuiy
nuketoninepasudy  (JKIT), nepepipssim  Ha 31atHicTb
liHAYKYBaTH TeHHI MyTallil B TecTOBMX witamax Salmonella
typhimurium ta Escherichia coli, sx BUMIpAHO peBepcier0
Bil ayKcoTpopHMX IUTaMiB A0 mpororpodHux. Meroro
ll.lbOI‘O JOCTiDKEHHs 6yI0 BUBHAYMTH crielMdivyHy JOMIlIKy
cepii. BukopucroByBanu n’ath TecToBuX mTamiB TA1535,
TA1537, TA98, TA100 Ta WP2 uvr A. EkcniepumeHTH
NPOBOJMJIM 32 BIJICYTHOCTI Ta HasBHOCTI MetabosniuHOl
AKTHBALlIl 3 BUKOPHUCTAHHAM TeviHKoBOi ¢pakuii S9. byno
[POBE/IEHO [IBA OCHOBHMX EKCIIEPUMEHTH. Y OCHOBHOMY
lananizi I awanizyBanu xomOiHauil nepkaHiaumiHy Ta
enananpury + JIKIT B mozi 5000, 2500, 1250, 625 Ta 313
mir/rutaniet. o tecrosux wramie TA1537 ta TA100 3a
incytHocti  merabomismy SS9  dopmaBanM  IOAATKOBY
€4OBHMHY B HH3bKiH 1031 156 mkr/mnanier. PejneBaHTHOrO
AOINBIIEHHS KINBKOCTI PEBEPTEHTIR HE CrocTepiraiocs,
ToMy BCi BHAM NikyBaHHs OcHoBHoro ananisy Il Bkmouanu
eTan nonepeaHbol iHKyOarui.

(Pisni po3u 5000, 2500, 1250, 625 ta 313 MKr/ruiaHuier
Oy TIpOaHai3oBaHi 3 yciMa TECTOBHMH IITaMaMH K 3a
{BIICYTHOCTI, TaK i 3a HasBHOCTI MeTabo/I4HOT aKTHBaLT S9.
lonaTkoBy no3y 156 MKr/miaaHiier OOJABalIH 3 TECTOBMMH
tamamu TA1535, TAI1537 Ta TAI100 3a gigcyrHocTi
metabonismy S9 Ta 3 mramom TA 1535 y #oro npucyTHoCTi.
UlikyBanHs micns nonepenHsol iHKyOauii BUABUIOCA Giibin
TOKCHYHHMM, HDK CTaHAapTHe JIKyBaHHS, IIPUYOMY BCi
fluTaMy  BUSBJISIM TOKCHYHICTh HA PI3HMX PpIBHAX | B
OutbliocTi BUMAAKiB MpW  KibKox go3ax. B ofox
eKClepuMeHTax  Hanpukinui  inkybauiiHoro  mnepioay
criocTepiranocs — BUMAJaHHS — ocally NpH  HaiBuIuii
nocmipkypaHii  koHuenrpauii. Ocajx  He  3aBakaB
nigpaxyHky. KomOiHaliis nepkaniuniny Ta eHananpuiy 3
JIKIT y cniesignowmenHi 1:2 He mpu3Bena A0 MOABIMHOrO
301IBIIEHHS KUIBKOCTI PeBEepTaHTHUX KOJIOHIH y nuaHiueri
{abo ananizi nonepeaHbOI iHKyOAallii 3 BUKOPHCTAHHAM Oy 1b-
SAKOro piBHS 1034, Oyab-SKOMY TECTOBOrO INTaMy, 3a
[BicyTHOCTI 4K npucyTHOCTI MeTaboaizmy S9.
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Y10 3po0ieHo BUCHOBOK, IO JIEPKAHIAWMIH Y MOEHAHHI
criiBBigHOIEHHA 1:2) 3 cepi€lo eHANanpuiy, WO MICTHTD 5
% (mac./mac.) JIKII, He BMK/IMKAB 3BOPOTHHUX MYyTaLliid
Salmonella typhimurium ta Escherichia coli 3a ormcaﬂzizl
eKCTIIepUMEHTAJIbHHX YMOB.

MyTanis B kairmpax jgimpomu mumi Jginii LS178Y
TK+/- (Rec 15/2375-TX 209)
Ulepkaniguniy y noeananui (cniseigHowenns 1:2) i3 cepiero
eHajanpuay, wo Mictute 5% (Mac./mMac.) eHamanpuiy
nukeroninepasuny  (JIKIT), nepeBipsiu Ha HasBHICTH
[MyTareHHHMX, KJIACTOI€HHMX Ta aHEeYreHHHX eQexTiB 3a
IOMOMOrOK)  aHamizy  iHaykuii  cridkux g0 5-
TPUPTOPTUMIZAMHY MYTaHTIB Yy KJIiTHHaX niMbomMH MuLi
kil L5178Y micna o6pobku in vitro (3a BiacyTHocTi Ta
lHasBHOCTI  MeraGomiunoi  akTuBawii  S9)  Meromom
bnykTyauii.
byno npoBeneHo nonepenHii aHani3 Ha LHMTOTOKCHYHICT.
AHaJli3 NPOBOAWIM AK 34 BiACYTHOCTI, TaK i 3a HasSBHOCTI
metaboniunoi  aktuBauii SS9, npH  MakcHMasbHIH
oHueHTpawii 1250 wMKr/ma  Ta IOHPOKOMY  Aianasoli
OHUEHTpALiii NpPU 3acTOCYBaHHI HIKYMX 103 625, 313,
156, 78,1, 39,1, 19,5, 9,77 Ta 4,88 mkr/Mn nepkaHiauminy ta
Ananizysanu cymim enananpun + JIKIL Tlicns mopasanHs
MOC/TI/KYBAHOTO TMpenapaTty B JBOX HaWBHIMX 103aX [0
yALTYP crocTepiranocs yTBOpeHHs ocamy. Hampukinii 3-
OIMHHOrO nepiony oOpoOkM ocan crocrepiraBes y TpbOX
aMBHIIMX KOHLIEHTpALLifX.
3a BigcyrHocti  Metabonismy S9, BHKOPHCTOBYIOHH
[kopoTkHi yac oOpoOku, criocTepirasacs 3anexHa BiJ J103M
TOKCHYHICTb, SIKA 3MEHLIYBajlia BW)KUBaHiCTh 10 49% Bin
[MOTOYHOrO  HEraTUBHOTO  KOHTPOJIKO TPH  HAWBHLILIH
noci/ukyBaHii koHueHTpaii. ITicns 24-roauunoi 06pobku
JBOX HAMBMINWX KOHUEHTPALifX JKOAHA KIITHHA He
EH)KHJI&. ITomiTHa TOKCHYHICTB CrHOCTepiranacs npu
BacTOCyBaHHI 11031 313 MKI/MII, 3HWKYIOYH BHXXHBAHICTb 10
11% BiJ NOTOYHOIO HEraTMBHOIO KOHTPOIO. 3aCTOCYBaHHS
HacTynHoi HK4OT H03M (156 MKI/MI) TPOAEMOHCTPYBAIO
23% BiTHOCHOrO BWKMBAHHA. 3a HAsABHOCTI MeTabomiuHOT
akTHBalii S9 noMipHa TOKCHYHICTbL CrocTepirajzacs Mpu
BACTOCYBAHHI HAWBMLIMX 103, 3HIKYIOYH BHIKMBAHICTh /10
39% npu BUKOpHcTaHHI 1034 313 Mkr/ma. Bynu nposeneni
Ba He3aleKHi aHanizu Ha wmytauiio B Jiokyci TK 3
[BUKOpHMcTaHHAM mo3  Big 19,5 mo 1250  wmkr/mn
MepKaHiaumniny Ta eHananpwity 3 cymimuio JIKIT. TTicns
00pobku komOiHalli€lo JepKaHiAMITIHY Ta eHalanpuiy 3a
[BincyTHOCTI ab0 npucyTHOCTI MeTabonivHOT aKTHBaLT S9 He
criocTepiraocs JKOAHOT BIAMOBIAI Ha 03y, YacTOTH
MyTallil, SKi MepeBUILYBaIM YacTOTY, IO CHOCTEPirakes B
apasie/IbHOMY HEraTMBHOMY KOHTpPOJI abo XpOHOJOriuHMX
Enxi,nnux nianazoHax. byno 3po0ieHO BHCHOBOK, L0 Y
3a3HAYCHHMX EKCTIEPUMEHTAbHUX YMOBAX JIEpKaHIIHMiH Y
oeHaHHI (criBBigHOWeHHs 1:2) 3 cepiero eHananpuiy, 1o
ictutb 5% (mac./mac.) JKIl, He BukiIMkap MmyTauii B
iTuHax nmimdomu muwi sinit L5178Y nicia o6pobku in
itro 3a BizcyTHocTi a0 mpucyTHOCTI  MeTtaGoniunoi
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E‘Kmsauii‘ S9. TakuM yHMHOM, 3a JIONOMOTOK) LILOTO METOLY
0)KHAa BHKJIIOYMTH TeHHY MYyTallilo, KJIacTOreHHi Ta

in vivo (BKJIIOYAIOYH J0AATKOBY OLLIHKY 3
TOKCHKOKIHETHKH)

aHeyreHHi edexTH. 23
He 3a3HaueHo

4) KaHueporeHHicThb

(He 3a3HaveHoO

OBrOCTPOKOBI 10CTI[UKEHHS

IKopoTKoCTpOKOBI AOCiDKeHHS a00
IOCTI[UKEHHS Cepe/IHbOT TPHBAIOCTI

OJATKOBI JOCTIIKEHHS

5) PenpoayKkTHBHA TOKCHYHICTH Ta
TOKCUYHHMH BIUIMB HA PO3BMTOK NOTOMCTBA

{He 3za3znaueno

Bruiue Ha hepTHIBHICTE i paHHIH
MOpioHaIbHUIA PO3BUTOK

ﬂl'[peHaTaana i MOCTHATANBHA TOKCHYHICTh

JlocmimKeHHs, P AKKX Mpenapart yBOAUTHCS
[noToMcTBY (HecTaTeBO3piIMM TBapHHAM)
ma/abo OLIIHIOETHCA BijgaeHa ais

{6) Miciiera nepeHOCHMICTh

{He 3a3naueno

7) JonarkoBi AoCHiPKEHHS TOKCHYHOCTI

lHe 3a3Ha4€HO

AHTHTEHHICTB (YTBOPEHHS AHTHTLI)

[IMyHOTOKCHYHICTD

OCJIDKEHHS MEXaHI3MIB il

UTikapchka 3a1e/KHICTh

TokcuunicTs MeTabOJIITIB

TOKCHYHICTH JOMILIIOK

4-twknese kpasidikaniiine mocmimxenns JKII (Rec
15/235 -TX 204)

TokcuunicTe Nepkaninuniny B no3ax 3 ta 24 mr/kr/aeHs y
o€e/HaHHI (cniBBiIHOMEHHs 1:2) 3 cepiero eHananpuiy, 1o
icrurb 5 % (Mac./mac.) nomitku et (2s)-2- [(3S,8a8)-3-
eTun-1,4-niokco-okrariaponipono| 1,2ajnipaszun-2-in)-4-
eninbyranoar (enananpun auxeroninepasun = EJKIT)
Y10  AOCHI/DKEHO Micas LIOAEHHOTO  MEepopabHOro
BEJEHHS T1poTAroM 4 TIKHIB Yy LIypiB. €IUHUMH
HAYyLMMH BHMCHOBKaMM OyiaM migBMilleHa 4acToTa
OLIKO/UKEHHX BYCIB Yy CaMOK, fKi OTPUMYBAd HH3bKY Ta
MCOKY J103H, i 3HIKEHHA MAcH Tila Ta COXKWBaHHA TKi y
BApHH, SKi OTPUMYBAJIW BHCOKY J103Y.

e3HaYHa aHeMmis crmocTepiranacd y CaMmiiiB i caMOK, fiKi
OTPUMYBAJTH BHMCOKI 103W. He3naune mniABMILEHHA piBHA
[rJII0KO3M Ta HEeBEJIMKE 3HMKEHHS PiBHA HATPIIO Ta XJIOPHIY
crocTepiranocs y camiie Ta/abo caMmoK, 1O OTPUMYBAJIH
Bucoki mo3u. Y HMpKax camuiB, #Ki OTpUMYBalu
nepkaHigumii B 1031 24 wr/kr/nofy B komOinauii 3
eHananpuioM  (cmiBBigHOmWeHHs 1:2), cmocTepiranocs
iIBUIIEHHS YacTOTH Heponarii, Npe/icTapIeHOi KOPKOBHM
iHTepCTHIIIATBHUM  XPOHIYHMM 3anajieHHam, Gaszodiniero
aHaIbLIB Ta JWIATALIICIO KaHAIBLIB NPH MOPIBHSAHHI 3
OHTPOJIBHOI Tpynowo. Taki 3MiHM 3 GOKY HHPOK MOXHA
BAKATM MOJMKJIMBO TOB’S3aHHUMM 3  JIIKyBaHHSAM. S-
epkaHigumin Ta R-JepkaHiaMIiH, a TakoXK eHaJanpui Ta
HajanpuaaT CHocTepiraiMcs B IU1a3Mi BCIX TBapHH, fKi
TPUMYBaI¥ JIIKYBaHHf, W10 BKa3ye Ha TMOMJIMHAHHA
OC/I/PKYBAHMX PEYOBMH Ta OTPUMaHHS TBapUHAMH
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CUCTEMHOTO  BIUTMBY  JIOCHTIUKYBaHHX  PEYOBHH, AKMH
spoctaB 31 30inblieHHsM go3u. BB 30epiranacs
NpOTSArOM YChOTO nepicm){ JTKYBaHHSL. _ g 4
e3y/JbTaTd,  OTpUMaHi B LBOMY  JOCIIiKEHM,
Y3rOKYIOTECS 3 PE3YNbTATaMHM, fAKI BKE CHOCTEpiraincs B
rnonepegHLOMY 4-THXKHEBOMY AOCTIIKEHHI TOKCHYHOCTI Ha
lypax 3 kKoMOiHaLi€lO JIepKaHiAMNiHY Ta eHanarnpuily B THX
camux no3ax (REC 15/2375-IT-TX 0064). Tomy pomiuiky
eHananpwi aukeroninepazun = EJIKIT cmix BBaartu
KBaTihikoBaHOIO.

[Hie

5. BUCHOBKM 11010 JOKITIHIYHOrO BUBUEHHS

N}l}inﬂua NiKyBaHHS JIEPKaHiJUITIHOM Ta eHANaNpwioM, K B
KOCTi MoHoOTepanii, Tak i B komOiHauii, Ha mnapameTpu
CepLEBO-CYJMHHOT CHCTEMH OLIIHIOBATM Ha MOJIENi rocTpoi
[HAPKOROT TinepTeH3ii y IypiB Mil HapKo3oM, fKa iMiTye
PEHOBACKYJISIPHY TiNEpTeH3il0 y TBapHH y CBiZOMOCTI Ta y
cobak 3 HMpKOBOW rineprensicto. KombiHauis aBox
[npenapatiB CIpHYMHKHAA JONATKOBUH AHTHIilIEPTEH3UBHUA
eekT, TOOTO 3HWKEHHA [iaCTONIYHOrO aprepianbHOro
THCKY Oyn0o BHIDMM, HDK Te, IO CHOCTEPIrajiocs MpH
3aCTOCYBaHHI JIEPKAHIIUIIHY Ta eHaJanpuwiy B SKOCTI
iMoHoTepanii. Ha ocHoOBI pe3ynbTaTiB, OTpUMaHHX Y
TOKCHKOJIOTTYHOMY JIOC/II/DKEHHI 3 JBOMA TOBTOPHHUMH
no3amMM, MOXKHA 3poOMTH BHMCHOBOK, WO JOCHiKyBaHi
IPEUOBMHM  BCMOKTYBANnWCS Ta TBAPHHH  OTPUMYBAIIH
cUCTeMHUMI BIUIMB JA0CHimKyBaHUX pedoBHH. KomGiHamis
UIepKaHiIMITIHY B 1031 8 MI/Kr/aeHb Ta eHanmanpuiy B 103 16

r/kr/meHp 3arajom JobOpe mepeHocunacs, TOAi  SK
Hromﬁinauis{ JepKaHiAMminy B 103i 3 MI/Kr/oeHs Ta
eHananpuiny B 103 6 MI/Kr/IeHp MoXe BBKATHCH
komOiHaLi€ro, WO He BHUKIMKAE YTBOPEHHs HebamaHux
seull (NOAEL). Kpim Ttoro, Oyno mniarBepakeHo, 1o
IMOZKTHBA NPUCYTHICTD npoaykTy posnany JKII B kinexocTi
10 5% Bij nouatkoBoi (HiKCOBAHOT KITBKOCTI eHAIANPUITY He
sMiHloe npodine Oesnexu komOimauii 3 ornsgy Ha

3apeecTpoBaHi JOCITKEHHS TOKCHKOJIOT 11 Ta
Jr€eHOTOKCHYHOCTI.
3assBHUK (BIACHHUK
peecTpaniiHoro (ITiarmmc)
MOCBIIYEHHS ) [nionuc/
(IIB) Jaopmkio Cipowi

{Hopsoox smineno noeum Jooamkom 29 sionosiono 0o Haxazy MO3 Vipainu Ne 1528 eio 27.06.2019}
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Clinical study report N°1

1. Name of medicinal product (registration
certificate N9, if available )

Lerkamen® ACE 20/20

2. Applicant

Menarini International Operations
Luxembourg S.A., Luxembourg

3. Manufacturer

Recordati Industria Chimica e
Farmaceutica S.p.A., Italy

4. Studies conducted:

yes
1) type of medicinal product, which has |FIXED DRUG COMBINATION
been or will be registered
CHANGES REQUIRING NEW
REGISTRATION

Changes in strength, pharmaceutical form
and route of administration: ‘

». change or add new
strength/dilution

5. Title of clinical trial, code number of
clinical trial

An international multicentre, randomized,

valuate different dose combinations o
Lercanidipine and Enalapril in compariso
with each component administered alon

nd with placebo in patients wi
essential hypertension -

‘parallel group, double blind trial to|
e

- |[Rec 15/2375-IT-CL-0336

(EudraCT No.: 2009-015988-13)

6. Phase of clinical trial

1l ;

7. Period of clinical trial

from till 12 March 2010 to 02 March 2011

8. Countries, where clinical trial has
been conducted ‘

France, Germany, Italy, Poland, Russia
Spain, and Ukraine.

9. Number of trial subjects

planned: 990 subjects
actual: 1638 subjects screened, and 1039
subjects randomized

_[10. Objective and secondary endpoints
~ lof clinical trial

optimal dose combinations of
lercanidipine (L) and enalapril (E) as initial

essential hypertension.

The secondary objectives were to evaluate
the combinations of lercanidipine and
enalaprii compared to the single
components and with placebo in terms of
efficacy, safety and tolerability.

The primary objective was to evaluate the|

treatment of subjects with moderate|

11. Clinical trial design

International, =~ multicenter, randomized

_|double-blind  (DB), placebo-controlled,
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parallel group trial in subjects with
moderate hypertension.

12. Main inclusion criteria

Subjects of either sex, aged 18 to75 years
(inclusive), with moderate essential
hypertension (Grade 2) with office sitting
diastolic BP (SDBP) at trough (24 + 2
hours after dosing) between 100 and 109
mmHg (inclusive) and office sitting
systolic blood pressure (SSBP) at trough <
180 mmHg after a 2 week placebo Run in
Period. Home BP was measured in the
week before baseline in order to exclude
subjects with isolated office hypertension
(i.e. patients with DBP at home < 85
mmHg).

13. Investigational medicinal product,
mode of administration and strength

- |One capsule (size 00 hard gelatin, red

Combination therapy with lercanidipine
and enalapril (L10/E10, L10/E20, L20/E10,
L20/E20). '

opaque) taken orally once daily,
encapsulating 1 or 2 tables off
lercanidipine 10. mg (Zanidip, Recordati,
Iltaly) and 1 tablet of enalapril 10 mg or 20
mg (Xanef. MSD, The Netherlands).

14. Reference product, dose, mode of

administration and strength

’Lercanidipine (L10, L20), Enalapril (E10,
E20), Placebo.

One capsule (size 00 hard gelatin, red
opaque) taken orally once daily,
encapsulating either 1 or 2 tablets of
lercanidipine 10 mg (Zanidip, Recordati,
Iltaly) or 1 tablet of enalapril 10 mg or 20
mg (Xanef. MSD, The Netherlands) or
placebo (lactose monohydrate 80 mesh).

15. Concomitant therapy

|decongestants, but not within 2 days of a|
study visit, stable dose of allopurinol]-

Permitted concomitant medication:

Paracetamol (acetaminophen) at
recommended doses, occasional NSAID| .
use was allowed if given for 7
days'duration and not within 4 days of
scheduled visit, oral contraception, stable
low-dose aspirin therapy (325 mg/day),
sympathomimetic nasal sprays and oral

stable doses of HMG-CoA reductase)
inhibitors (e.g. provastatin, Short courses
of antibiotics for acute illnesses (2 weeks),
stable thyroid replacement therapy, stable




hormone replacement therapy in post-
menopausal women, once  daily|
multivitamins

16. Criteria for evaluation efficacy

Office SDBP and SSBP measured at trough
(24 + 2 hours post-dose);

IHome blood pressure measured in the|
week before baseline and study end.

17. Criteria for evaluation safety

Adverse events (AE), heart rate, difference
between sitting and standing BP,
electrocardiogram (ECG), and laboratory
tests (including assessment of abnormal
values).

- 118. _Statistical methods ;

Analysis populations:

ITT: defined as all randomized subjects
with at least 1 evaluable BP taken at office
after baseline dunng the DB Treatment
Period;

PP: defined as all subjects included in -the
ITT population who did not have a major
protocol deviation; Safety population:

took at least 1 dose of DB study drug.

Subject disposition, demography, medical
history, prior and concomitant]
medications, and safety variables
(including incidence of clinical and
laboratory AEs, vital signs, ECG and
abnormal laboratory test results) were
summarized by descriptive statistics.

The primary efficacy variable was the

change from baseline in mean trough (24
* 2 hours after dosing) SDBP taken at

ofﬂce after 10 weeks of DB treatment.

The secondary efficacy variables were as
follows:

e The change from baseline in mean
trough (24 £ 2 hours after dosing)
SSBP taken at office after 10 weeks|
of DB treatment;

e Normalization rates for BP < 140/90
mmHg and BP < 130/80 mmHg;

e Responder rates for SDBP < 90
mmHg or reduction of SDBP = 10

defined as all randomized subjects who|

~_mmHg and SSBP < 140 mmHg or -

K111 L&)
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reduction of SSBP = 20 mmHg;

e The change from baseline in home
BP (DBP and SBP).

Analysis was performed by using an
analysis of covariance (ANCOVA) with
reatment and centers as main effects and
baseline value as a covariate. In addition,
response surface modeling was also used
o determine the optimal dose
combination(s) of lercanidipine and
enalapril.

19. Demographic indices of studied
population (sex, age, race, etc.)

[patients being overweight and 40% obese.

Demographic and baseline characteristics
were similar among all treatment groups.
Subjects in the ITT population were equally|
divided among males (47.9%) and females
(52.1%), and most of subjects were
Caucasian (99.4%). The mean (SD) age
was ‘53.9 (9.95) years; 13.3% of subjects
were aged 65 years or older. The mean
(SD) BMI was 29.86 (4.960), with most;

Overall, the mean (SD) baseline office
SDBP was 103.1 (2.88) mmHg and SSBP
was 159.3 (10.35) mmHg. Baseline office
SDBP and SSBP measurements were

similar among all treatment groups. '

Corresponding values for home DBP were
94.8 (6.13) mmHg and for home SBP|
148.9 (12.02) mmHg.

20. Efficacy results

- |observed with enalapril and lercanidipine

* [Clinically  relevant differences were
observed between subjects treated with
L20/E20 (-15.2 mmHg) in comparison
with subjects treated with E20 alone (-
11.3 mmHg, P=0.004) and L20 alone (-
13.0 mmHg, P=0.092). Similar results were

The adjusted mean charige from Baseline
at Endpoint (ITT population) in office SDBP
at trough (24 + 2 hours after dosing) show|
that subjects treated with all dose
combinations (L10/E70, L10/E20,
L20/E10, L20/E20) had significantly
greater reductions in SDBP compared with
subjects treated with placebo (P<0.001,
IP=0.003, P<0.001, and P<0.001,
respectively). Less consistent results werel

monotherapy.




{observed in the PP pophla‘tiori

The main secondary variable was the| -
change from baseline in mean SSBP taken

~ iat the office at trough (24 2 hours aften

dosing) after 10 weeks of DB treatment..
As in resuits for the primary variable, all
dose combinations . (L10/E10, L10/E20,
L20/E10, and -L20/E20) had significantly

~_|greater reductions in SSBP compared with|

he .subjects treated with placebo|
(P=0.002, P=0.001, P<0.001, and P<0.001,
respectively). Again - clinically . relevant

_ [differences were observed between

subjects treated with L20/E20 (-19.2
mmHg) compared with subjects treated
with L20 alone (-13.0 mmHg, P=0.002)

+‘and E20 alone (—15.3 mmHg, P=0.055).

Similar results were observed in the PP

" |population.

Readings at home were avallable before
and after treatment in 854/1025 patients.
As expected a lower placebo effect was

- lobserved and all active treatments

resulted superior to placebo in reducing
both DBP and SBP measured at home.
Also - in this case, clinically -relevant
differences . were observed between
L20/E20 and L20mg (P=0. 081 for DBP and
P=0.002 for SBP) and E20 mg (P=0.053 for|
DBP and P=0.021 for SBP).

Normalization to a b_lood prassure of less| -
’1han_-.140/90 mmHg was achieved by a

higher percentage of subjects treated with
combination therapy than with placebo.
The percentage of subjects that reached
normalization of less than 130/80 mmHg

. (was low- across all treatment groups. A)

significant increase in the responder rates .
for SDBP (75%) and SSBP (71%) was
observed with L20/E20 mg over placebo
(P<0.001) . and both monotherapies

’ (P<q 01)




21. Safety results ' The fo(lowing safety conclusjon can be
' - ' drawn from the study: :

. v All study drugs were safe and well|.
- . tolerated; no clinically meaningfui-
safety issues were raised during the
study. Overall, 240 subjects (23.2%)
reported a total of 348 TEAES; but| .
only eighty six subjects (8.3%) had
a TEAE that was considered
product related (possibly, probably,
or definitely related to study drug).
v The most frequently occurring
related ~ TEAEs were cough,
tachycardia, and headache. Cough,
~a typical side -effect of ACEH
inhibitors, occurred mainly with E20} .
alone (4 subjects; 3.6%) or ‘in|
combination with L10 (6 patients,
5.1%), but was reported by only 2
. subjects (1.7%) in the L20/E20 mg
group. The percentage of patients
who reported tachycardia or -
palpitations was highest in the L20}
- mg group (7 subjects; 6.2%);
however, combination therapy with| -
L20/E20 mg reduced this expected
. side effect of calcium channel
- blockers (1 subject: 0,9%). The
percentage of patients who|
reported headache ranged from
0.0% to 2.6%. Only one patient
(0.9%) reported. headache in the
L20/E20 group. - .. .
v' The incidence . of . peripheral
oedema, a typical dose-related side| -
.effect of calcium antagonists, was
low in all groups. It occurred in 2
patients (1.8%) treated with L20,
while no cases were reported in
~ 'L20/E20 group. No increased risk of|
dizziness or hypotension was|.
observed with combination therapy.
v* Overall, there were 18 subjects
- {1.7%) with a TEAE that led to
- withdrawal from the. study. There
was no apparent.difference among
the treatment groups in the number,
<. of patients who withdrew from the| -
study because of TEAEs.
v' Serious AEs were reported by a

- . total of 5 subjects (0.5%), one SAE () |
. . _ 2}‘33!“ -
. , B




. each. Two of the subjects were in
the placebo treatment group, 1| -
subject was in -the L10/E20 mg| = -
treatment group, and 2 subjects
were in the L20/E20 mg treatment
group. One death occurred from a
pre existing condition of acute
. leukemia. All of the.SAEs were
considered ot - related - to study}’
drug. ' o E
There were no ‘clinically meaningful
changes for any of the laboratory
parameters, heart rate, difference
between standing and sitting BP o
ECGs in any of the treatment
groups, '




22. Conclusion (summary)

This study was performed in patients with|
moderate hypertension with sustained (in
and.out of the office) high blood pressure
values and with a high prevalence of
people overweight and obese. In this
population, only combination therapy
proved to be more effective than placebo
in reducing both office blood pressure at
trough and blood pressure measurements
taken at home. The greatest effect was|
observed with L20/E20: this combination
was consistently more effective than
lercanidipine or enalapril monotherapy.

Applicant (régistration certificate holder)
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Clinical

study report N°2

1. Name of medicinal product (re_giétration

Lerkamen® ACE 20720

certificate N2, if available ).
2. Applicant-- ' '

Menarini International Operations

{Luxembourg S.A., Luxembourg

3. Manufacturer

Recordati Industria Chimica e
Farmaceutica S.p.A., ltaly

4. Studies conducted:

yes

~ |1) type of medicinal product; which has
'Ibeen or will be registered

FIXED DRUG COMBINATION

CHANGES REQUIRING NEW '
REGISTRATION

- IChanges in strength, pharmaceutlcal form |

and route of administration:

> change or add new
strength/dilution

5. Title of clinical trial, code number of
clinical trial

Bioequivalence  study of a fixed
combination' versus a combination of

.Imarketed tablets of lercanidipine HCI (20

mg) and enalapril maleate (20 ing). Open,
randemised, single-dose, three-sequence,|
hree-period, cressover trial, according to

"la replicated design, in healthy volunteers

Pivotal study . -
Rec 15/2375-IT-PK0394 - _
(EudraCT No.: 2011-005880-26) -

6. Phase of clinical trial

'|JAmendment no. 1 dated 14-Mar-2012 °

7. Period of clinical trial

Study initiation date: 11-Apr-2012
Study completion date: 13-Jun-2012°

8. Countries, where cllnlcal trlal has
been conducted

‘(Germany

9. Number of trial subjects .

Planned: 54 healthy volunteers
Actual: 52 subjects completed

10. Objective and secondary endpounts
of clinical trial

Primary objective: To demonstrate the
bioequivalence of lercanidipine HCI (20|
mg) and enalapril maleate (20 mg)

Jadministered in single dose concomitantly
“las a fixed combination or as a

combination of .marketed tablets of the
two drugs in healthy subjects.

Secondary objective: To evaluate the
safety and tolerability -of the test drug
formulation in healthy subjects compared

to the marketed formulations:*

o
%




11. Clinical trial design

Randomised, bpen label, three-sequence,
three-period cross-over study, according to
a replicated design.

12. Main inclusion criteria

Healthy male and female subjects (age 2
45 to < 64 years).

kg/m?2.

Physical exam, vital signs, ECG and
laboratory tests in the normal range
(abnormalities accepted if not clinically
relevant).

Body mass index (BMI) between 18 and 30 ‘

13. Investigational medicinal product,
mode of administration and strength

One tablet of the test formulation,
containing lercanidipine HCI 20 mg and
enalaprii  maleate” 20 mg. Oral
administration.

14. Reference product, dos€, mode of
administration and strength

One tablet of the marketed formulation
containing lercanidipine HClI 20 mg
(Lerdip® 20 mg) plus one tablet of the
marketed formulation containing enalapril
maleate 20 mg (Xanef® 20 mg). Oral
administration.

15. Concomitant therapy

No prescription or non-prescription drugs

participated in the study, except when
necessary to treat an adverse event or in
case of rescue medication.

If an analgesic was required, paracetamol
1 g/day was preferred.

were permitted while the subjects| .

16. Criteria for evaluation efficacy

Criteria for evaluation PK parameters

Not applicable being aBE study

Analyses of Iercanldlplne enantiomers,
enalapril and enalaprilat in the plasma
samples were performed by means of]

plasma concentrations vs time profiles,

- the following PK parameters were|

assessed: Cmax, AUCt, AUCco, tmax, Az and tw

lercanidipine, enalapril and enalaprilat
were the primary PK parameters.

validated LC-MS/MS methods. From|"

for S- and R-lercanidipine, enalapril and|
lenalaprilat. Cmex and AUC: for Sq

17. Criteria for evaluation safety

[Monitoring for the occurrence of adverse

levents (AEs) and changes in physical

lexamination, vital signs, ECGs, clinical
laboratory tests.

18. Statistical methods

Statistical analysis consisted in individual
data listings and descriptive statistics.
Descriptive statistics were performed on
PK parameters of each analyte.

IANOVA of Cmax, AUC: and AUC, were




carried - out on ' the logarithmically
transformed data. The 90% standard
confidence interval (Cl) limits were
calculated by geometric means based on
logarithmic transformation of the intra-
individual ratios of AUCi, AUCs and Cmax
for  enalapril, enalaprilat and S-
lercanidipine. tmax was evaluated in a
descriptive way.

Statistical analyses on AUC: and on Cay of]
S-lercanidipine, enalapril and enalaprilat|
were performed in order to demonstrate
the bioequivalence (CI for the ratio within

19. Demographic indices of studied
population (sex, age, race, etc.)

80%-125%).
Summary of demographic characteristics:
) Total
(N=54)
Age (years) Mean (SD) 54.1(5.5)
Height (cm) Mean (SD) 170.5 (8.7)
Weight (kg) Mean (SD) - 75.94(11.16)
Bal (k,glmz) Mean (SD) 23.97(2.13)
Gender - male n (%) 26 (38.1%)
female n(%) 28 (51.9%)
White n (%) 54(100%)

20. Efficacy results

Pharmacokinetic results

Not applicable being a bioequivalence
study

Ratios for AUC (both AUC: and AUC,) for|
S- and R-lercanidipine were near 100% for|
the comparison of the test formulation vs|
reference formulation. The 90% Cls were
fully included in the bioequivalence range
of 80% to 125%. For Cmax the ratios were
about 110% and the 90% CI was again fully|
included in the 80% to 125% range.

Ratios for AUC (both AUC: and AUC«) and
Cmax-for enalapril and enalaprilat were near
100% for the comparison of the test vs
reference formulation. The 90% Cls were
all fully included in the bioequivalenc

range of 80% to 125%.




21. Safety results

A single dose of 20 mg Iércanidipine HCI
and 20 mg enalapril maleate administered
as a fixed combination or as free

combination (reference product) was well
tolerated. '




22. Conclusion (summary)

.fin the acceptance range (80-125%) for

~ lcombination. Cis of AUC: and Cmax were

The new fixed (test) formulation is
bioequivalent to the free (reference)
combination of the marketed tablets.

Systemic exposure to the lercanidipine
enantiomers from the fixed combination
was similar to that of the free
combination. Cls for the comparison of]
AUC: and Cmax between the test and the
reference formulation were fully included

lercanidipine enantiomers.

Systemic exposure to enalapril ‘ and
enalaprilat from the fixed combination was
again similar to that of the free

fully included in the acceptance range (80
125%) for enalapril and enalaprilat when
comparing the test formulation with the
reference formulation.

According to the pharmacodynamic effect
of lercanidipine and enalapril, decreases in
systolic and diastolic blood pressure were|
observed after both treatments.

Most laboratory parameters were normal.
No consistent trend was seen when
comparing post-dose with screening|
values. Post-dose ECGs showed no|
clinically significant findings.

Applicant (registration certificate holder)
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Clinical study report N23

1. Name of medicinal product (registration
certificate N2, if available )

Lerkamen® ACE 20/20

2. Applicant

Menarini International Operations
Luxembourg S.A., Luxembourg

3. Manufacturer

Recordati Industria Chimica e Farmaceutica

been or will be registered.

: S.p.A., Italy
4. Studies conducted: yes
1) type of medicinal product, which has [FIXED DRUG COMBINATION

CHANGES REQUIRING NEW
REGISTRATION

Changes in strength, pharmaceutical form
and route of administration:

» change or add new
strength/dilution

5. Title of clinical trial, code number of
clinical trial

HCI 20 mg and enalapril maleate 20 mg in
iqgle dose in healthy volunteers.

Rec 15/2375-IT-PK0337 »

(EudraCT No.: 2009-016942-21)

]lsnteraction study between lercanidipine

6. Phase of clinical trial -

Amendment Il dated 19-Apr-2010
I :

7. Period of clinical trial .

-[Study initiation date: 04-Jan-2010

Study completion date: 23-Apr-2010

8. Countries, where clinical trial has
been conducted

France :

9. Number of trial subjects

Planned: 48 healthy volunteers
Actual: 49 subjects included

10. Objective and secondary endpoints
of clinical trial ;

Primary objective: To investigate the
pharmacokinetics (PK) of both drugs
administered singly and as free
combination in order to assess the effect]
of lercanidipine on enalaprii PK
parameters and vice versa following single
oral administration of the two drugs in
healthy volunteers.

Secondary objective: To investigate the

safety and tolerability of drugs

ladministered as free combination.

11. Clinical trial design

Randomised, open label, three-way, three|
period cross-over according to a repeated
Latin squares design.

12. Main inclusion criteria

Healthy male and female volunteers (age >;
45 to < 65 years).




IBody mass index (BM!) between 18 and 30
kg/m?. :

Physical exam, vital signs, ECG and
laboratory tests in the normal range
(laboratory abnormalities accepted if not
clinically relevant).

13. Investigational medicinal product,
" Imode of administration and strength

One tablet of the marketed formulation
containing lercanidipine HCI 20 mg
(Zanedip® 20 mg) plus one tablet of the|
marketed formulation containing enalapril
[maleate 20 mg (Renitec® 20 mg). Oral
administration.

14. Reference product, dose, mode of
administration and strength

Reference (R1): One tablet of the marketed
formulation containing lercanidipine HCI
20 mg (Zanedip® 20 mg); _
Reference (R2): One tablet of the marketed
formulation containing enalapril maleate]
20 mg (Renitec® 20 mg).

Oral administrations.

15. Concomitant therapy

No prescription or non-prescription drugs

participated in the study, except when
necessary to treat an adverse event or in
case of rescue medication.

Paracetamol 1 g/day was administered for|
subjects having required an analgesic
treatment. .

were permitted while the subjects|.

16. Criteria for evaluation efficacy

Criteria for evaluation PK parameters

lassessed: Cmax, AUC, tmax, Az and tx for S-

Not applicable being a PK study.'

Analyses of lercanidipine enantiomers,
enalapril and enalaprilat in the plasma
samples were performed by means of
validated LC-MS/MS  methods. - From
plasma concentrations vs time profiles,
the following PK parameters were

and  R-lercanidipine, enalaprii  and
enalaprilat.

17. Criteria for evaluation safety

Monitoring for the occurrence of adverse
events (AEs) and changes in physical
examination, vital signs, ECGs, clinical
laboratory tests

18. Statistical methods

Statistical analysis consisted in individual
data listings and descriptive statistics.

ANOVA of Cmax, AUCt, AUCx and A; were
carried out on the logarithmically
transformed data. The 90% standard
confidence interval limits for relative
treatment differences between freg

combination product and lercanidipine or




1

enalapril alone was calculated by
geometric means based on logarithmic
ransformation of the intra-individual ratios
of Cmax, AUCt, AUCw and A.. Analysis of]
max was based on the non-parametric
method and 90% CI (confidence intervals)
or median differences between test and
reference were also calculated.
Statistical analysis on Cmax and AUC; was
performed in order to demonstrate that the
difference between the combination of the
two drugs and each single drug
administered alone was lower than 20%
(i.e. CI for the ratio within 0.80-1.25). If
higher difference was observed, but lower
han 30% (i.e., Cl for the ratio within 0.70-
1.43), it was considered not clinically
significant.

19. Demographic indices of studied
population (sex, age, race, etc.)

Summary of demographic characterlstlcs

Cril!rh l— Sratistics All (N=49)

‘ N - 40
“"m’ | MeaniSD 54.926.0

SEM 09

MinMedian/Max| - 46/55.0/64
Female N(%) 25(51.0)
Male N(%) © 24(19.0)
Height | N 49
@ T MessD 167465875

| B 125

| MinMediawytax | 149 51167.001186.0
Weight | N 4
8 T emesp §7.71210.67

[ SEM 1.52

| MinMedian/Max | 43,2/67.30/101.0
BMI . N 19
o | Mean=SD 24.0542.37

SEM 0.34

Min/Median/Max | 19.3/24.10129.2

Caucasian N(%) 49(100.0)

20. Efficacy results

Pharmacokinetic results

+ E 20 mg) vs R2 (E 20 mq):

|Parameter Enalapril Eunalaprilat
AUClast Lack of PK interaction Lack of PK interaction
AUC» Lack of PK interaction Lack of PK interaction
Croax Noa clinically significant PK interaction ~ Lack of PK interaction
Tmax No difference No difference.

Not applicable being a PK study.

Summary of statistical tests for Test (L 20
mg + E 20 mg) vs R1 (L 20 mg):

Parameter  S-Lercanidipine R-Lercanidipine

AUClast Lack of PK internction Lack of PK interaction
AUCinf Lack of PK mteraction Lack of PK imteraction
Cmax Non clinically significant PK i 3 Non clinically significant PK i
Toax No difference No difference

Az Lack of PK interaction Lack of PX interaction

Summary of stattstlca{ tests Test {L. 20 mg

Az * Lack of PK interaction Lack of PK interaction




\
i 21. Safety results . . [No serious AEs were reported during this
. g study and 17/49 (34.7%) subjects reported
_ the occurrence of 33 AEs. All were mild to
‘ : moderate in intensity. = - '




22. Conclusion (summary)

his study was 'carried out in 49 health

olunteers. One subject was withdrawn
rom the study and 48 subjects completed
he study without major protocol deviation.

Statistically analysis on Test product (L 20
mg + E 20 mg) vs R1 (L 20 mg) and R2 (E
20 mg) showed no PK interaction between
lercanidipine and enalapril for AUCiast,
IAUCw and A, since 90% Cls for the ratios
were within pre-specified criteria for
bioequivalence (within 0.80-1.25 range).
No significant difference for Tmax were
shown, as far as a not clinically significant

90% Cls for the ratios were within the “a

priori criteria”, 0.70-1.43 range.

Vital signs showed a significant lowering
effect on systolic and diastolic blood
pressure expected for this type of drug
(especially with the co-administration). All
values returned to within the normal range
at the end of the study.

PK interaction for Cmax Was observed since| .

Applicant (registration certificate holder)
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(full name)
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Clinical study report N°4

1. Name of medicinal product (registration
certificate N9, if available )

Lerkamen® ACE 20/20

2. Applicant

Menarini International Operations
Luxembourg S.A., Luxembourg

3. Manufacturer

Recordati Industria Chimica e Farmaceutica
S.p.A., Italy

4. Studies conducted:

yes

1) type of medicinal product, which has
been or will be registered

FIXED DRUG COMBINATION

» changes requiring new registration

» change or add new
strength/dilution

5. Title of clinical trial, code number of
clinical trial

Bioequivalence study of a fixed
combination versus a combination of
marketed tablets of lercanidipine HCI (20
mg) and enalapril maleate (20 mg) in
single dose in healthy volunteers

Rec 15/2375-IT-PK0354

(EudraCT No.: 2010-020145-28)
Amendment | dated 30-Aug-2010

6. Phase of clinical trial

7. Period of clinical trial

Study initiation date: 19-Aug-2010
Study completion date: 08-Oct-2010

8. Countries, where clinical trial has
been conducted

Germany

9. Number of trial subjects

Planned: 52 healthy volunteers
Actual: 52 subjects completed

10. Objective and secondary endpoints
of clinical trial

Primary objective: To demonstrate the
bioequivalence of lercanidipine HCI (20
mg) and enalapril maleate (20 mg)
administered in a single dose
concomitantly as a fixed combination or
as a combination of marketed tablets of]
the two drugs in healthy subjects.

Secondary objective: To evaluate the
safety and tolerability of the test drug
formulation in  healthy volunteers
compared to the marketed formulations.

11. Clinical trial design

Randomised, open label, two-way, two
period cross-over according to a repeated
Latin squares design.

12. Main inclusion criteria

Healthy male and female volunteers (age 2
45 to < 65 years).

Body mass index (BMI) between 18 and 30
kg/m?2.

Physical exam, vital signs, ECG and

laboratory tests in the normal range.

45



Negative qualitative screen for drug abuse
in urine and alcohol breath test.

Female with pregnancy test negative and
using a contraception method except if
postmenopausal for more than 2 years or
sterilised for more 3 months. Sterilisation
of the partner was accepted.
Supine-standing SBP/DBP = 110/70
mmHg

Supine-standing pulse = 50 - < 90 bpm.
Volunteers underwent test for orthostatic
hypotension: blood pressure was not to
register a decrease of more than 30
mmHg for systolic or a decrease of more
than 20 mmHg for diastolic or an increase
in pulse rate of more than 20 bpm or
showed symptoms of hypotension.
Otherwise, they were to be excluded from
the study.

ECG: PR interval 110 - 220 ms; QRS 75 -
120 ms, QTc interval < 440 ms for men
and women.

QTc values = 450 ms automatically
detected were manually recalculated.

13. Investigational medicinal product,
mode of administration and strength

One tablet of the formulation containing
lercanidipine HCI 20 mg and enalapril
maleate 20 mg. Oral administration.

14. Reference product, dose, mode of
administration and strength

One tablet of the marketed formulation
containing lercanidipine HCI 20 mg
(Zanedip® 20 mg) plus one tablet of the
marketed formulation containing enalapril
maleate 20 mg (Xanef® 20 mg). Oral
administration.

15. Concomitant therapy

Not permitted to use any drugs (except
sexual hormone replacement therapy,
thyroid hormone replacement therapy|
and/or  paracetamol 1  gram/day)
whatsoever within 14 days, except for the
strong inhibitors and/or inducers where 21
days were requested, prior to the planned
first drug administration.

No prescription or non-prescription drugs
were permitted while the subjects
participated in the study, except when
necessary to treat an adverse event or in
case of rescue medication.

If an analgesic was required, paracetamol
1 g/day was preferred.

16. Criteria for evaluation efficacy

Criteria for evaluation PK parameters

Not applicable being a BE study.

Analyses of lercanidipine enantiomers,

/
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enalapril and enalaprilat in the plasma
samples were performed by means of
validated LC-MS/MS methods. From
plasma concentrations vs time profiles,
the following PK parameters were
assessed: Cmax, AUCt, AUCc, tmax, Az and t
for S- and R-lercanidipine, enalapril and
enalaprilat. Cmax and AUC: for S-
lercanidipine, enalapril and enalaprilat
were the primary PK parameters.

17. Criteria for evaluation safety

Monitoring for the occurrence of adverse
events (AEs) and changes in physical
examination, vital signs, ECGs, clinical
laboratory tests.

18. Statistical methods

Statistical analysis consisted in individual
data listings and descriptive statistics.
Descriptive statistics were performed on
PK parameters of each analyte. Results
were presented as mean, standard
deviation (SD), coefficient of variation
(CV%), median, minimum (Min) and
maximum (Max) values and geometric
mean.

ANOVA of Cmax, AUC: and AUCe were
carried out on the logarithmicallﬁ
transformed data. The model considered
effects for treatment, period, sequence
and subject within sequence. The 90%
standard confidence interval limits for
relative treatment differences between
test and reference formulation were]
calculated by geometric means based on
logarithmic transformation of the intra-
individual ratios of Cmax, AUCt, AUCx and
Az. For tmax a non-parametric Hodges-
Lehmann estimate of the between-
treatment difference was derived together
with the corresponding non-parametric
confidence interval according to Moses.
Statistical analysis on Cmax and AUC, of S-
lercanidipine, enalapril and enalaprilat
were performed in order to demonstrate
the bioequivalence (Cl for the ratio within
0.80-1.25).

19. Demographic indices of studied
population (sex, age, race, etc.)

SuImITaly oT e R S acieliance.

Hale sucasian 8 ' yes

/
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20. Efficacy results Not applicable being a PK study.
Pharmacokinetic results Summary of statistical tests for
lercanidipine:
S-lercanidipue Relercamdips =
Parameter N | RanoTR 90%% Confidence N | Rano TR '| 90% Confidence
lnterval Interval
AUCI0-) 1 81.65% (74.029.90 05%) €1 81.87% (74.20%,90.32%)
AUC(0=) 51 £1.88% (74.43%.90 06%) 51 82.21% (74.71%.90.46%)
Co 51 77.33% (67 51%. 88 5T%) 51 76.28% (66.83%.87 06%)
tan 51 0.00h" 0.00h, 0.25h)™ i 028" | (0.00h,0.50h) "
N evaluation. * - d

The relative bioavailability T/R (based on
AUC(01z)) was 82% for S-lercanidipine and
R-lercanidipine. However, 90% CI for the
ratio were not fully included within the
bioequivalence range of 80% to 125%. The
corresponding ratio for Cmax (T/R) was
77% and 76%, respectively and the Cls
were outwith the bioequivalence limits.

Summary of statistical tests for enalapril
and enalaprilat:
il ilar

BRSBTS Enalape
Parameter N | RatioTR 90% Confidence N | RatioTR 90% Confidence
lwerval Lutenval
AUC{D-1,) s1 101.38% (97.74%,105.13%) | 51 100,494 (96.74%,104.38%)
AUC{0x) 49 101.53% (97.79%,105,40%) | 51 100.36% (96.68%.104.17%)

[ 51 103 60%% (98 31096 100.18%) | S1 08 46% (02 03%.104.10%%)
s 51 [ (0.0 0.0h) s [0S (0.0h. 0.00

Bioequivalence criteria were met for both
substances; the relative bioavailability
(based on AUCo+2)) was 101% for enalapril
and 100% for  enalaprilat.  The
corresponding ratio for Cmax (T/R) was
104% and 98.5%, respectively and the Cls
were within the bioequivalence limits.




21. Safety results

In total 66 AEs occurred in 28 subjects.
After Treatment T 33 AEs occurred in 22 49
subjects. After Treatment R 33 AEs
occurred in 15 subjects. After Treatment T
26 AEs, after Treatment R 23 adverse
events were evaluated as drug-related. 9
subjects experienced AEs after both
treatments. Related AEs comprised
headache, dizziness, somnolence, fatigue
cough, tachycardia, circulatory collapse)
erythema, diarrhoea, abdominal
discomfort, abdominal pain upper,
constipation, flatulence, nausea and
vomiting. Most AEs were mild or moderate
in intensity and were evaluated as
probably or possibly drug-related. No
serious AEs occurred.

Clinically relevant decreases in systolic
and diastolic blood pressure were
observed after both treatments. Minimal
values were measured 4 and 6 hours after
drug administration. Most ECGs recorded
were within normal ranges. No clinically
relevant abnormalities were detected.




22. Conclusion (summary)

Systemic exposure to the lercanidipine
enantiomers (AUC(o1z) and Cmax) from the
fixed (T) combination was lower compared
to that of the free (R) combination. Cls of
AUC(0-z) and Cmax were not fully included in
the acceptance range (80-125%) for
lercanidipine  enantiomers;  therefore,
bioequivalence was not achieved.

Systemic exposure to enalapril and
enalaprilat (AUC(01z) and Cmax) from the
fixed (T) combination was similar to that
of the free (R) combination. Cls of AUC(o.tz)
and Cmax were fully included in the
acceptance range (80-125%) for enalapril
and enalaprilat; therefore, bioequivalence)
was achieved.

In conclusion the fixed combination
formulation of 20 mg lercanidipine-HCI
plus 20 mg enalapril maleate should nof]
be considered bioequivalent to the tablets|
of lercanidipine'HCl 20 mg (Zanedip®
20mg) and enalaprii maleate 20 mg
(Xanef® 20 mg).

The tolerability of a combination of]
lercanidipine HCl 20 mg and enalapril
maleate 20 mg administered as a single
oral dose to healthy subjects was
satisfactory in the present study. 42% of
subjects reported AEs after the test
preparation, 29% fter the reference
treatment.

Applicant (registration certificate holder)

ulie Wl

(snﬁna ur@ VS B0

(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 4
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Clinical study report N25

1. Name of medicinal product (registration
certificate N, if available )

Lerkamen® ACE 20/20

2. Applicant

Menarini International Operations
Luxembourg S.A., Luxembourg

3. Manufacturer

Recordati Industria Chimica e

Farmaceutica S.p.A,, Italy

4. Studies conducted:

yes

1) type of medicinal product, which has
been or will be registered

FIXED DRUG COMBINATION

» changes requiring new registration
» change or add new
strength/dilution

5. Title of clinical trial, code number of
clinical trial

Relative bioavailability study of two new
ixed combination formulations versus the

marketed tablets of lercanidipine HCI (20
mg) and enalapril maleate (20 mg). Pilot

study.

Rec 15/2375-IT-PK0377

(EudraCT No.: 2011-002015-29)

Final protocol dated 20-May-2011

6. Phase of clinical trial

7. Period of clinical trial

Study initiation date: 04-Aug-2011
Study completion date: 08-Sep-2011

8. Countries, where clinical trial has
been conducted

Germany

9. Number of trial subjects

Planned: 24 healthy volunteers
Actual: 24 subjects completed

10. Objective and secondary endpoints
of clinical trial

Primary objective: To investigate the)
relative bioavailability of lercanidipine HCI
(20 mg) and enalapril maleate (20 mg)
administered concomitantly as two new
fixed combination formulations versus the
free combination of marketed tablets of
ithe two drugs in healthy subjects.

Secondary objective: To evaluate the
safety and tolerability of the test drug
formulations in healthy subjects compared
fto the marketed formulations.

11. Clinical trial design

Randomised, open label, three-way, threg
period cross-over according to a repeated
Latin squares design.

12. Main inclusion criteria

Healthy male and female subjects (age =
45 to < 65 years).

Body mass index (BMI) between 18 and 30
kg/m?2.

Physical exam, vital signs, ECG and

laboratory tests in the normal rapge

a
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(abnormalities accepted if not clinically
relevant).

Negative qualitative screen for drug abuse|
in urine and alcohol breath test.

Female with pregnancy test negative and
using a contraception method except fif
postmenopausal for more than 2 years or
sterilised for more 3 months. Sterilisation
of the partner was accepted.
Supine-standing SBP/DBP = 110/70
mmHg

Supine-standing pulse = 50 - < 90 bpm.
Subjects underwent test for orthostatic
hypotension: blood pressure was not to|
register a decrease of more than 30
mmHg for systolic or a decrease of more
than 20 mmHg for diastolic or an increase)
in pulse rate of more than 20 bpm or]
showed symptoms of hypotension.
Otherwise, they were to be excluded from
the study.

ECG: PR interval 110 - 220 ms; QRS 75
120 ms, QTc interval = 440 ms for men
and women.

QTc values = 450 ms automatically,
detected were manually recalculated.

13. Investigational medicinal product,
mode of administration and strength

Test 1 (A): One tablet of the formulation A,
weighting 400 mg, containing lercanidipine
HCI 20 mg and enalapril maleate 20 mg.
Test 2 (B): One tablet of the formulation B,
weighting 200 mg, containing lercanidipine
HCI 20 mg and enalapril maleate 20 mg.
Oral administrations.

14. Reference product, dose, mode of
administration and strength

One tablet of the marketed formulation
containing lercanidipine HCI 20 mg
(Zanedip® 20 mg) plus one tablet of the
marketed formulation containing enalapril
maleate 20 mg (Xanef® 20 mg).

Oral administration.

15. Concomitant therapy

Not permitted to use any drugs (except]
sexual hormone replacement therapy,
thyroid hormone replacement therapy
and/or  paracetamol 1  gram/day)
whatsoever within 14 days, except for the
strong inhibitors and/or inducers where 21
days were requested, prior to the planned
first drug administration.

No prescription or non-prescription drugs
were permitted while the subjects
participated in the study, except when

necessary to treat an adverse event or ip

F.é
.
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case of rescue medication.
If an analgesic was required, paracetamol
1 g/day was preferred.

16. Criteria for evaluation efficacy

Criteria for evaluation PK parameters

Not applicable being a relative BA study.

Analyses of lercanidipine enantiomers,
enalapril and enalaprilat in the plasma
samples were performed by means of
validated LC-MS/MS methods. From
plasma concentrations vs time profiles,
the following PK parameters were
assessed: Cmax, AUCt, AUCc, tmax, Az and ts
for S- and R-lercanidipine, enalapril and
enalaprilat. Cmax and AUC: for S-
lercanidipine, enalapril and enalaprilat
were the primary PK parameters.

17. Criteria for evaluation safety

Monitoring for the occurrence of adverse
events (AEs) and changes in physical
examination, vital signs, ECGs, clinical
laboratory tests.

18. Statistical methods

Statistical analysis consisted in individual
data listings and descriptive statistics.
Descriptive statistics were performed on
PK parameters of each analyte. Results
were presented as mean, standard
deviation (SD), coefficient of variation
(CV%), median, minimum (Min) and
maximum (Max) values and geometric
mean.

ANOVA of Cmax, AUC: and AUC, were
carried out on the logarithmically]
transformed data. The model considered
effects for treatment, period, sequence
and subject within sequence. The 90%
standard confidence interval limits for|
relative treatment differences between
test 1 and reference formulation and test 2|
and reference formulation were calculated
by geometric means based on logarithmic
transformation of the intra-individual ratios
Of Cmax, AUC{, and AUCoo For tmax @ non-
parametric Hodges-Lehmann estimate of|
the between-treatment difference was
derived together with the corresponding
non-parametric confidence interval
according to Tukey.

Statistical analysis on Cmax and AUC;, of S+
lercanidipine, enalapril and enalaprilat
were performed in order to demonstrate
the bioequivalence (Cl for the ratio within
0.80-1.25).

/
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19. Demographic indices of studied
population (sex, age, race, etc.)

Summary of demographic characteristics:

Total
(N=24)

Age (years) Mean (SD) 52.8(4.7)
Height (cm) Mean (SD) 172.4 (8.8)
Weight (kg) Mean (SD) 77.26(10.5)
BMI (kg/m’) Mean (SD) 25.95 (2.45)
Gender - male n (%) 13 (54.2%)

female n (%) 11 (45.8%)
Caucasian ethnicity n (%) 24 (100%)

20. Efficacy results

Pharmacokinetic resuits

Not applicable being a relative BA study.

Summary of statistical tests for

lercanidipine:

- S-lercamidipine_____ Rolercanidipine
Paramieter | Ratio AR (9% C1} | Ratio BR (9% CI) | Ratio AR (90%CI) | Ratio B/R (90% CT)
AUC, 101.3% 104.69% 99.52% 104.49%
(88.36%, 116.10%) | (D1.29% 12000%) | (86.80%, 114.49%) | (00.52% 130.30%)
AVC, 1011 104.47% 90 L60 104 48%,
SE.31%. 118.76%) | (91.24% 119.60%) | (86.71% 114.29%) | (P0.08% 119.92%)
Tam T 100.40% 108 19% 10892% 1088350
(03.36% 128 18%) | (9233% 126.77%) | (93.03%. 127.51%) | (92 69% 137.64%)
A A HCL 20 mig and enalapril maleate 20 mg. batch PS16'167

B: formulstion B coutaining lercanidipine HCL 20 mg and enalapril maleste 20 mg. batch P516/168
R: reference formulation. lercanidipine HC1 20 mg plus one tablet containing enalapril maleate 20 mg

Ratios for AUC (both AUC: and AUCw) for|
S- and R-lercanidipine were near 100% for
both comparisons (test formulation A vs
reference and test formulation B vs
reference). The 90% Cls were fully
included in the bioequivalence range of|
80% to 125%. For Cmax the ratios were near|
110% for all comparisons and the 90% Cls
were not fully included in the 80% to 125%
range

Summary of statistical tests for enalapril
and enalaprilat:
E Enalaprilat

analapl
Posometer | Ratio AR (90% CT) | Ratio B/R (POVCI) | Ratio AR (90 CI) | Ratio BR (P0% CD
AUC, 98.T0% 104.290% 98.25% 102.78%

~ (O3.00%, 104.74%) | (98.26%. 110.67%%) | (93.36%, 103.44%) | (97.64% 108.15%)
AUC, 7% 103.33% 95578, -
7 (©7.34% 109.68%) | (9367%. 103.71%) | (07.82 994)
[ 10332% 168 40% 97 56% 4%
(4779 11262%) | (96.68% 11489%) | (D1.96% 104.88%) | (97.43%, 111.40%)

Ratios for AUC (both AUC: and AUC) and
Cmax for enalapril and enalaprilat were near
100% for both comparisons (formulation A
vs reference and formulation B vs
reference). The 90% Clis were fully
included in the bioequivalence range of|

80% to 125%.
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21. Safety results

A single dose of 20 mg lercanidipine HCI
and 20 mg enalapril maleate administered
as fixed combinations (treatments A and
B) or as free combination (reference
product) was well tolerated.

The number of TEAEs was similar for all
three formulations: 20.8% of subjects
reported 6 TEAEs after treatment A, 25.0%
of subjects reported 8 TEAEs after
treatment B and 33.3% of subjects
reported 10 TEAEs after the reference
treatment. The most frequently reported
TEAE was fatigue, experienced by a similar
number of subjects after each formulation.
There were no serious adverse events and
no subject withdrew from the study due to
AEs.

Laboratory assessments were mainly
within the normal range. The only clinically
significant abnormal findings observed at
screening  resulted normalized or
considered not clinically relevant by the)
check performed prior to the start of
dosing.

According to the pharmacodynamic effect
of the compounds decreases in systolic
and diastolic blood pressure were
observed, together with a mild increase in
pulse rate.

Interpretation of ECGs showed no clinically,
significant findings.

S5



22. Conclusion (summary)

IMost laboratory parameters and ECGs

Systemic exposure to the lercanidipine
lenantiomers from the fixed combinations
(T) was similar to that of the free
combination (R). Cls for the comparison of
AUC: between the test and reference
formulations were fully included in the
acceptance range  (80-125%)  for
lercanidipine enantiomers. However, Cmay
Jfor both enantiomers was higher after
administration of both tests compared to|
reference formulation with 90% Cls slightly
exceeding the acceptance range:  the
ratios were near 110% with Cls slightly|
above the upper acceptance limit of 125%
(126.8% to 128.2%).

Systemic exposure to enalapril and
enalaprilat from the fixed combinations
was again similar to that of the free
combination. Cls of AUC: and Cmax were
fully included in the acceptance range (80

comparing the tests with the reference
formulation.

The new fixed combination formulations
of 20 mg lercanidipine-HCI plus 20 mg
enalaprii maleate were not fully
bioequivalent to the free combination of
marketed tablets. However for both
enantiomers Cmax, was closed to the
bioequivalence, although the small sample
[size. :

Both tests were safe and well tolerated.
The number of subjects reporting TEAES
was similar for the test and the reference)
[formulations.

iAccording to the pharmacodynamic effect
of lercanidipine and enalapril, decreases in
systolic and diastolic blood pressure were
observed after all three treatments.

were normal. No clinically relevant post-
dose abnoimalitieswere detected.

Applicant (registration certificate holder) ( ) j/ // \ / JZM

GRS o NSO

125%) for enalapril and enalaprilat when|

o/

(full name) 7
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3BiT

npo kiiniune punpodyBanns Nel

1. Ha3zsa nikapcekoro 3aco0y (3a
asBHOCTI - HOMEP peecTpalliifHoro
OCBIZUEHH)

Jlepkamen® AITD 20/20

2. 3agBHHK

MEHAPIHI IHTEPHELLIOHAJI OTTEPEUIIIOHC JITIOKCEMBYPT C.A.,
JIIOKCEMBYPI'

3. Bupobuux

PEKOPJIIATI IHAYCTPIA KIMIKA E ®PAPMAYEYTHKA C.ILA.,
ITAJIIA

4. [TpoBeeHi JOCITiKEHHS:

X Tak [] Hi SKLIO Hi, 00 BATH

1) v nikapcbKoro 3acoly, 3a AKUM
poBoauiacs abo miaHyeTbes
eecTpatlis

»
»
»

JIKAPCBHKHM 3ACIB 3 ®IKCOBAHOIO KOMBIHALIIEIO
3MIHH, 1110 ITOTPEBYIOTH HOBOI PEECTPALLI

3MIHU CWJTH J1i, JTKAPCHKOT ®OPMM TA CIIOCOBY
3ACTOCYBAHHSI

> 3MIHA ABO JJOJIABAHHSI HOBOI CWJIW JUIi/PO3BE/IEHHSI

5. [TopHa Ha3Ba KIIHIYHOIO
E:npoﬁyaamm, KOJOBaHUH HOMEP
iHiYHOrO BUNIPOOYBaHHA

Mizknapoaue, 6araToneHTpose, paHIOMizoBaHe, Y NapaJieJbLHAX
[rpynax, noAsifiHe caine JociykeHHs oninKH KomOinanii pisanx 103

KOMIOHEHTY OKpPeMo Ta npHiioMoM nianedo y nanienTis 3
cCeHNiaIbHOIO rinepTensicio

Rec 15/2375-1T-CL-0336

(EudraCT Ne.: 2009-015988-13)

Eepxaﬂinnniny TA EHAJANPHIY NOPIBHAHO 3 NPHIHOMOM KOKHOIO

6. ®a3a KIiHIYHOTO BUNPOOYBaHHA

11

7. Iepion npoBeaeHHs KITIHIYHOTO
BUIPOOYBaHHS

3 12 Gepesns 2010 p. mo 02 Gepesns 2011 p.

8. Kpaiuu, ae npoBoauiIocs KiiHiuHe
UnpodyBaHHs

Opanuis, Himeuuuna, Itanis, [Monsma, Pocis, Icnania Ta Ykpaiua.

9. KinbKicTh 1OCTIIKYBaHUX

BaruianoBano: 990 ¢yl exri

Daktruno: 1638 cy6’exrie npoiiiiym ckpuninr, Ta 1039 cy6’exris

10. Mera Ta BTOpHHHI 1ini
[KiHIYHOrO BUITPOOYBaHHS

aH/IOMi30BaHO
ﬁlepauuﬂom MeTOot0 OyJI0 OLiHUTH ONTHMaTbHI KoMOiHalii 103
nepkanizuniny (L) Ta enananpuny (E) B SKOCTI NOYaTKOBOIO JIiKYBaHHs
Ccy6’ €KTIB 13 IOMIPHOIO €CCEHIIIATBHOIO TiMepTeH3iel0.

HAJIATPHITY TIOPIBHAHO 3 KOKHUM KOMITOHEHTOM OKpPEeMO Ta 3 miauedo 3

TOPHHHOK MeTOK Oy10 OLIHUTH KOMOiHALT IepKaHiiMniny Ta
O4KH 30py eeKTHBHOCTI, 6e3MeKH Ta MepeHOCHMOCTI.

11. JIuzaiiH KAiHIYHOTO
[BunpoCyBaHHs

nnanebo-KOHTPOIbOBaHE, Y MapasielTbHUX TPyTax KIiHIuHe 10CiDKEHHS

bKHapo/He, 6araToleHTpoBe, paHaoMizoBaHe noagiiue caine (I1C),
a yyacTio ¢y6’€KTiB 3 MOMIPHOIO TiNepTeH3iclo.

12. OcHOBHI KpUTEpiT BKIIOUESHHS

y6’exTiB Gyab-aKo1 cTaTi, Bikom Bia 18 1o 75 pokie (BKIIOYHO), 3

MOMIPHOKO €CCeHLIIAIBHOIO rinepTensieto (cTyninb 2) 3 aiactoniunnm AT,

uaaun Ha pobouomy micui (CZIAT), BUMIpSHUM MpH MiHIMaIBHIH

KoHUeHTpauii (24 + 2 roaunu nicns npuiomy no3um), Big 100 no 109 mm

. CT. (BKJIIOYHO) Ta CHCTOJIIYHMM apTepianbHuM THCKOM (CCAT),

UIAYH HAa PoOGOYOMY MICLIi, BUMIPSHUM MPH MiHIManbHIl KOHIEHTpauii, <

180 MM pr. cT. micas 2-THXKHEBOTO nepioay npuiomy miauebo. AT saoma
MMIPIOBAJIM 3a THIKEHb [0 BUXIAHOIO PiBHS, 00 BUKIIOYNTH Cy0’eKTiB

i3 i301b0BaHOO O(icHOIO rineprensieto (Tobto nauienTie i3 JIAT Baoma <

85 MM pr. CcT.).

13. JocnimpkyBaHuii nikapcbKui

3acib, criocid 3acTocyBaHHs, cuna il

omGinoBaHa Teparis nepkaniauniHoM Ta enananpuiom (L10/E10,
L.10/E20, L20/E10, L20/E20).

[HY Karncymy (TBepaa jKeJaTHHOBaA Karncysa posmipom 00 uepsoHoro
KOBOPY, HENpo30pa) NPUMaloTh NepopaNbHO OJIHH pa3 Ha JIEHB, 110
1cwm; 1 abo 2 tabnerku nepkaniguniny 10 mr (3aninin, Recordatl




A0

Hinepnanmu).

14. Ilpenapar nopiBHAHHA, 4033,
croci0 3acTocyBaHHs, cHa Ail

TTepranigumnin (L10, L20), Enananpun (E10, E20), ITnaue6o.

Oy karicyiy (TBep/a xenaTuHoBa Karcysa posmipom 00 yepsoHoro
KONBOPY, HENPO30pa) NPHHMAIOTE NIEPOPANBHO OAMH pa3 Ha JIeHb, L0
mictare 1 a6o 2 TaGnetkn nepxanizuniny 10 mr (3aninin, Recordati,
[ramnis) Ta 1 Tabnerxy enananpiwty 10 mrabo 20 mr (Keaned, MSD,

15. CymyTHs Tepanis

Hinepnauan) abo manedo (taxrosu MoHoriapar 80 mem),

apatietamol (aleTamiHodeH) y peKoMeHNOBaHUX 033X, NiepiotniHe
actocyeanns HIT133 m03BoNeHO, SKIMOQ HOro 3aCTOCOBYBATH NPOTAroM 7
HiB, ane He MPOTATOM 4 AHIB ITiCHA 3aIIAHOBAHOTO BI3HTY, OpalbHA
KOHTpaLenis, crabineHa Tepanis acmipHHOM B HU3bKii 1031 (325
Mr/no6y), CHMNaTOMIMETHUHI HasanbHi cripel T2 opansHi NpoTHHAOPAKOBI
3aco0H, aje He TIPOTATOM 2 JHIB ITic/s Bi3UTY JOCiKeHHS, cTabinbHa
nosa anonypusony, craGinexi mosu inribiropie 'MI'-KoA-pegyxrazu
(Hanpukian, NpOBACTATHH, KOPOTKi KypcH aHTHOIOTHKIB ITPH FOCTPHX
saxBOprOBaHHAX (2 THKHI), cTabinkHa 3aMicHa Tepanis And NiKyBaHHS
LIMTOBHAHOT 3aJ103H, cTa0iNEHA 3aMiCHa TOPMOHANBHA Tepartis y KiHOK ¥
OCTMEHONAY3], NOMIBITaMIHHA OHH pa3 Ha JCHb.

16. Kputepil ouinky edexTuBBOCTI

CHAT 1a CCAT, sumipssi npy HaliHok4il koHueHTpauii (24 = 2 rogunu
Anicnﬂ J03K);

ApTepianbHuii THCK, BAMIPAHHIE yA0Ma 33 THXAEHD A0 BUXIIHOrO piBHA
ra 3aKiHYEHHS AOCIIKEHH.

17. Kputepil oninkn 6eznexku

Hebaxani seuina (HT), yactoTa cepuesux ckopoyeHb, pisHuus Mk ATy
[IOIOMKEHHS CHANUM Ta CTOSYH, enekTpokapaiorpama (EKI') Ta maboparopHi
€CTH (BRITIOUAI0YH OLIHKY BIIXHIIEHE Bift HOPMH).

18. CratvcTHUHI METOOH

ﬂAHania nOMyJiii:
ITT: Bu3HauaeThCA AK yci paHmoMizoBaHi cy6’ exTd 3 npuHaimMui 1

ouinroeanum AT, otpumanum B odci niciIs BUXIAHOTO piBHA NPOTATOM
Inepiomy nmiKyBaHHS 3 NOABIHHNM 3acITiMNNEHHAM;

PP: Bu3HavYaeThCA AK yei cy6 ek, BrmtoveHi B nonyansniio ITT, axi e
MaITH Cepli03HHX BimXuieHsb Bif npoTokony; Bubipka md oliHky 6e3rexu:
BH3HAYAETHCA AK Yol paHgoMizopaHi cy0’ €KTH, AKI IPHHHANH NpHHAMHI |
O3y MOCIMKYBAHOrO Ipenapary 3 MOABIHHUM 3aciluIeHHIM,

Po3stanrysanns cy6’exra, seMorpadidHi XapakTepHCTHKY, MEIMUHHAH
lanamHes, nonepenHi Ta CyITyTHi J1ikapchKi 3acobH Ta 3MiHHI Oe3nmexu
(BKITIOYAIOUM YacTOTY KNIHIYAMX Ta 1abopaTopHUX NobidHuX edeKTis,
DKMTTEBO-BaskuIuBi mokasauky, EKT Ta BigxuneHHd pesylbTaris
iTadopaTopHUX JI0CHiTKeHb Bill HOpMH) OYyITH y3aransHeHi 3a JONOMOro0
OITMCOBOI CTATUCTHKH.

[TepBHHHOIO 3MiHHOO edexTHBHOCTI Oyia 3MiHa cepeHBOrO MiHIMAIBHOTO
(24 % 2 roaunu nicas nputiomy) CHIAT Bin BrxinHoro pisHA, BUMipsHOIo B
odvici ticng 10 THKHIB JTIKYBaHHS 3 TOABIHHHM 3acTliIIIEHHSM.,

‘BTOpHHHi 3MinHi edexTHBHOCTI OYIH TAKUMH:

e 3MiHa cepenHsol MiHIMAILHOT KOoHIeHTpanil (depes 24 + 2 ronuuu
nicng npuitoMy mo3H) Bin BuxigHoro pisas CCAT, suMipanoro B odici
nicns 10 TIKHIB MiKyBaHHA 3 HOABIMHUM 3acilinICHHAM;

» Tloxasumku nopmanizauii AT < 140/90 mm pr. c1. i AT < 130/80 MM pr.
.}

e UYacrota nocarseHns CIOAT < 90 muM pr. cr. abo zHipxenna CJIAT > 10
MM pr. cT. 1 CCAT < 140 MM pr. cT. abo 3HwkeHEA CCAT > 20 MM pr.
CT.}

* 3mina AT (JAT ta CAT), BuMipsHOTO BAOMa, HODIBHSHO 3 BAXIAHUM

e PEKITAL
BIPHWN




piBHEM.

AHaJii3 IPOBOMITH 3a 0NOMOToK0 AucnepciitHoro ananizy (ANCOVA), ne
B AKOCTI KOBapiaHTH BUKOPUCTOBYBAJIM JIIKYBAHHAM Ta LEHTPAMH K
ocHOBHI epekTH Ta BUXiAHI 3HaYeHHsM. Kpim TOrO0, U151 BH3HAUEHHA
ONTHMANLHOT KOMGIHALIT 103 NepKaHiAUMIHY Ta eHANAMPUITY TAKOK
BMKOPHUCTOBYBAJIM MOZIE/TIOBAHHS MOBEPXHIi BiANOBI/.

19. Jlemorpadiyni NoKa3HHKH
ocTi Ky BaHOT MOMYJIALIT (cTaTh,
[BiK, paca, TOIIO)

JlemorpadiuHi Ta BHXiqHI XapaKTePHCTHKH B YCiX rpynax Jjlikysauus 6yau
noaibuumu. Cy6’exru B ITT nomysnsuii 6yu nopiBHy posnoaineHi Mixk
wonosikamu (47,9%) Ta xinkamu (52,1%), nputomy GinbiicTs cy6’ekTiB
Gy eBponeoinHoi pacu (99,4%). Cepenniii (CB) ik ctanosus 53,9 (9,95)
okis; 13,3% cy6’exrie Oysiu y Biui 65 pokie ta crapiue. Cepenniii (CB)
MT cranoBus 29,86 (4,960), 6inbiicTh NALIEHTIB MATH HA/UTHILIKOBY Bary
ra 40% OKHPiHHSL.

Baranom cepeaniii (CB) suxiguuit CIIAT B odici cranosus 103,1 (2,88) mm
.ctT.,a CCAT - 159,3 (10,35) mm pt. B yeix rpynax nikyBaHHS MOYATKOBI
BumiptoBatns CIIAT ta CCAT B odici 6ynu noaibHuMu.

innosigHi 3Hauenns s JIAT saoma cranoBunm 94,8 (6,13) mm pr. cT., a
s CAT Bnoma 148.9 (12,02) mm pr.

20. PezynbraTn edexTHBHOCTI

nonyaswig ITT) ans CHAT B odici npu HaliHWwKHIH KOHUeHTpawlii (24 £ 2
OJIMHM TIICIIsi BBEIEHHA [103M) MOKa3YeE, 110 ¢y0’€KTH, SKi OTPHMYBAIH
nikysaHHs BciMa komGinanismu no3 (L10/E10, L10/E20, L20/E10, L20/E20)
imanu 3Hauno Ginbiue 3HmwkeHHss CIAT nopiBHsaHo 3 cy®’ekTamu, siki
orpumysaiu mianedo (P<0,001, P=0,003, P<0,001 Ta P<0,001, ianoriaHo).
MeHII ITOC/IiIOBHI Pe3y/IbTATH CIIOCTEPITaIHCA TPH 3aCTOCYBAHHI
leHananpuy Ta JepKaHiAMIiHOM B 4KOCTi MOHOTeparii.

Exopuroaaﬂa cepelHs 3MiHA BIZIHOCHO BUXIJIHOTO PiBHA B KiHUEBIH TOULI

Ko1iHiuHO 3HauYyLIi BIAMIHHOCTI criocTepiraiucs Mk cyd’ ektamu, sKi
orpumyBaiu nikyBaHHs L20/E20 (-15,2 MM pr. ¢T.) y NOPiBHSHHI 3
cy6’exramu, siki orpuMyBanu E20 B skocti MmoHoTepanii (11,3 mm pr. cT.,
P=0,004) ta L20 (13,0 mm pr. ct., P=0,092). [Toni6ui pesynsraru
crioctepiranucs B nomynsuii PP.

(OCHOBHORO BTOPHHHOKO 3MiHHOIO OyJ1a 3MiHa BIIHOCHO BUXIZHOIO PiBHA
cepearboro CCAT, BumipsHoro B odici npu HaiiHwiK4ii koHUeHTpauii (24 4
2 FOQMHM TMic/s A03yBaHHA) micsia 10 THKHIB JIIKYBaHHS 3 TIOABIHHHM
sacsinieHHsM. AHAIOTIYHO pe3y/ibTaTaM [yl OCHOBHOT 3MiHHOT, yci
lkomGinamii no3 (L10/E10, L10/E20, L20/E10 Tta L20/E20) Manu 3HauHO
Ginbie 3umwkeHHs CCAT nopiBHSHO 3 cy0’eKTaMH, SKi OTPHUMYBAJIH
[nnaue6o (P=0,002, P =0,001, P<0,001 i P<0,001, Bignosiaxo). Mix
cy®’exramu, saxi orpumysany nikysanua L20/E20 (-19,2 MM pT. cT.) 3HOBY
criocTepiraaucs KIiHIYHO 3HAYYILI BiIMIHHOCTI TMOPIBHAHO 3 Cy0’eKTamH,
siki orpumysanu L20 (-13,0 mM pr. ct., P=0,002) Ta E20 (-15,3 Mm pT. cT.,
P=0,055) B sxocTi MoHoTepanil. [ToxibHi pe3yabTaTH crniocTepiraamcs B
[nonyssiii PP,

[Toka3zaHHs, OTpUMaHi BAOMa, Oy/1IH AOCTYIHI 10 Ta Mic/A JIKYBaHHA Y
854/1025 mauienris. Ak i ouikyBasiocd, pyu 3acTocyBaHHI mianebo
criocTepiraBcs MEHIIUH eeKT, i BCi aKTHBHI METOH JTIKYBaHHA
inepesepinysanu nuaiebo mono 3uwkenHs Ak AT, tak i CAT, BumipsHOro
Broma. Takox y HbOMY BHMAIKY CIIOCTEPIraucs KIiHIYHO 3HAYYIL
BiZIMiHHOCTI MK rpyniaMu 3actocyBanns L20/E20 ta L20 mr (P=0,081 nns
JTAT ta P=0,002 nnsa CAT) ta E20 mr (P=0,053 nns JIAT ta P=0,021 pas
CAT).

~

[Hopmauizalis apTepialbHOTO THCKY A0 PiBHA HIXKUE _141;/%%& ﬁST. Gyna
/i
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MocArHyTa GiNbLUIMM BiZCOTKOM CyG’€KTiB, AKi OTpUMYBamH KOMOIHOBaHY
Tepariio, Hixk 1anebo. BizcoTok cy6’ekTiBs, gki gocaArim HopMaltisaii 1o
piBHA Hiwkye 130/80 MM pr. cT., 6yB HU3BKHM Y BCIX Irpynax jiKyBaHHS.
3HauHe 36inpmenHs noxasuukis Binnosiai ana CHAT (75%) ta CCAT
(71%) cniocrepiranocs npu 3actocysanHi L20/E20 mr nopisssaHo 3 1wraiebo
(P<0,001) Ta oGoma MonoTepaniamu (P<0,01).

34 pesy/bTaTaMu JOCTIKEHH MOJKHA 3pOOUTH HACTyNHH BUCHOBOK LIOAO
Deanexu:

v Vi poenipkysani npenaparu 6ynu 6e3neHuMH Ta nodpe
NEPEHOCHIMCS; [ 9ac HOCIIIKCHHS HKOJHWX KIIHIYHO 3HAMYIIHX
npo6neM Gesnexy He croctepiranocs. 3aranom 240 cy0’exris
(23,2%) nosigomunu nipo 348 HABJI, ane nuiie BiciMaecAT IIiCTh
cy6’exris (8,3%) mamu HABJI, saxi BBaXkamuca 0B’ A3aHUMH 13
npenaparoM (MOKITHBO, BipoTigHO a00 TOYHO NOB’ A3aHHM 3
DOCIIAKYBAHHM TIpENapaToM).

v" HaituacTimmmu nos’ szsauumu HABJI 6ynu xamesns, Taxikapais Ta
ronoBHH# 6i1b. Kamens, Tunoeuii nobiunuii edexr inriditopis
ATKD, uHHIKAB NeperaxHO NpH 2acTocyBanHi E20 B akocti
moHoTepanii (4 cyB'exry; 3,6%) abo B kombinanii 3 L10 (6
nartieutis, 5,1%), ane npo HEEro norigomsy muue 2 cy6’ekrH
(1,7%) y rpymi zactocysauss L20/E20 mr. BincoTok nauienTie, axi
NoBiTOMMIIH Npo Taxixapailo abo cepueburrs, Oyp HaHBHILIHNM Y
rpyni sactocyBanHs L20 mr (7 cy6’exris; 6,2%); ogHak
xomGinosana Tepamis L20/E20 Mr smenumna uek odikypauuii
no6iunuii edexr 6nokatopis KambiieBux kaHanis (1 cy6’exr: 0,9%).
Bizicorok mauienTiB, AKi MOBiXOMMIIH PO TOJIOBHMIL GiNb,
ronubaecs Big 0,0% mo 2,6%. Jlume opuu nauient y rpyni

21. Peaynwratu Oesneku sacrocysannsa L20/E20 (0,9%) nosinoMus nmpo ronoBHui 6ie.

v" Yactora nepudepHiHHX HabpsaKiB, THIIOBOTO N0303AJIEKHOTO
nobiuHoro edexTy aHTaroHicTiB KaNbL{IO, 6yNa HE3BKOIO B YCIiX
rpynax. Take sBuIe 6yio0 3apeecTporano y 2 marieHTis (1,8%), axi
orpumMysami L20, Toxi ax y rpyni zacrocysanns L20/E20 Taxi
BHIAOKH He 3apeecTpoBadi. ITin gac 3acTocypaHHS KoMOiHOBAHOT
Tepanii e crocTepiranocy MiXBHIICHHS PH3HKY 3aNaMOpOYeHHs 00
rinorensii.

v 3aranom 6yno 18 cyd’exrie (1,7%) i3 HIABJI, mo npuspeno a0
BHKITIOUEHHA 3 Z0cIipKerHs. He Oymo ouesnaHof pizHHLI MDK
TpynamMu NiKyBaHHA IMOAO KiABKOCTI MALEHTIB, ki BUOY/H 3
gocimkenns depes HSIBJL.

v Tlpo cepitosni HS mosimomunu 3aranom 5 cy6’exrie (0,5%), mo
onromy CHS y xoxHoro. J[Boe cy6’exris Gyau B rpymi
sacrocyBanis manebo, 1 cy6’ext O6yr y rpymi 2acrocyBaHHs
L10/E20 wmr, a 2 ¢cy6’exra 6ynu B rpyni nixysauis L20/E20 mr.
O/Ha cMepTh CTaNacHd BHACIIIOK ITONepeIHBEOr0 FOCTPOro AeHKo3y.
Vei CHS peadkasnmcd He II0B’ A3aHHMH 3 JOCIIIYBaHHM
IIpenapaToM.

v" He Gyno »ORHUX KNiHIYHO 3HAYYIIHX 3MiH 3XKOJHOTO 3
Ma0opATOPHMX MOKA3HMKIB, YACTOTH CepPLIEBHX CKOPOYCHD, Pi3HMIII
mix AT B onoxenHi croguy Ta cuagud ado EKI y sxoaniit is rpyn
JIKVBAHHSL.

e JIOCTIiDKEHHA TIPOBOJUIIOCH 32 YYACTIO TALEHTIB i3 MOMIipHOIO

rineprensieio 3i crifixumu (B odici Ta nosa odicoM) BUCOKUMH 3HAYCHHAMH

apTEePiAIGHOrO TUCKY Ta 3 BUCOKOIO NONIHPEHiCTIO JIIOAEH i3 HanMIpHOO

Baroi0 Ta OKHpiHHAM. Y Wil momyanii Tinsky KoMOiHOBaHa Tepanis

BUABHIACA OinbLr e(beKTHBHOW, HOPIBHAHO 3 TTanedo, y 3HIKEHHI AK

apTepialbHOro THCKY B Odici pH HaftHIKHiH KOHIEHTpauil npenapary, Tak

i B apTepianbHOTO THCKY, BUMipsaHoro Bnoma. HalGinsimit edexr

criocTepirancs NpH sactocyBansi L20/E20: g kombinauis Oyna vea

o 0 = 4 )

22. BucHOBOK (3aKII0YeHA)




g 2
n 9
[

o

Ginbin ePeKTHBHOIO, HDK MOHOTEpAIlil JIepKaHiINITiIHOM ab0 eHaaNpPUIIOM.

BasBHUK (BIACHHK PEECTPaLIiHHOrO
ilTOCBi,ﬂ,'-leHHﬂ)

nionuc/

THITTHC)
apOapa berrini
I11B)

{ITopadox amineno nosum JJodamxom 30 sionosiono do Haxazy MO3 Yxpainu Ne 1528 6io 27.06.2019}




npo

24

3BiT
Kkainiune BunpodyBanng Ne2

1. Ha3ga nikapcekoro 3aco0y (3a
HasgBHOCTI - HOMep peecTpaliifHoro
OCBITYEHH)

Tepxamen® AITd 20/20

2. 3agBHHK

HAPIHI INTEPHEIIOHAJI OITEPEULIIOHC JIOKCEMBYPT
C.A., JIOKCEMBYPT

3. Bupo6GHHK

PEXOPJATI IHIYCTPIA KIMIKA E ®PAPMAYEVTHKA C.ILA.,
[TAJIA

4. TIpoBeneHi JOCIiMKeHHS:

TAK O i AKMO Hi, 06IpyHTYBATH

» JI]I{APCBKI’H?I 3ACIE 3 ®IKCOBAHOIO
KOMBIHAIICIO
1) T nikapeeKoro 3acoby, 3a AKUM > 3MIHH, 110 IOTPEBYVIOTE HOBOI PEECTPAILYL
pOBOIMIIAcA 460 MIAHYETheS > 3MIHHA CANMH A1, JOKAPCBEKOI ®OPMHU TA
FGE:CTpauiﬂ CITIOCOBRY 3ACTOCYBAHHA
> 3MIHA ABO JOJABAHHA HOBOI CMJH/I[
JI/POIBEJEHHSI

5. IToBHa Ha3Ba KIiHIYHOrO
pHTIPOCYBaHHA, KOJOBaHHIT HOMED
KTiHIMHOrO BHIIpOOyBaHH:

Mocaimxenna 6GioekpiBadenTHocTi dikcoBanoi KomOinanii y
nopiBuauHi 3 kombimamicro  TabaeTox .neplcani,unniuyJ
rimpoxaopuay (20 mr) Ta emananpumry maneary (20 mr), mo
anonamrsca Ha pnuKy. Bigkpmre, panxomizopane, mepexpecHe
MOCJHIIKEHHA OAHOPAZ0BOi AO3M 3 TPHOMA NOCHIOBHOCTAMH Ta1
TphoMa mepiofamH BiJHOBIIHO 10 NOBTOPHOro AM3aliny 32
Y4ACTIO 310pOBHX JoGpoBoabnis. Onmipae xocaiTKennn

Rec 15/2375-1T-PK0394 (EudraCT Ne.: 2011-005880-26)

Ouosnerns No 1 Big 14 Gepeans 2012 p.

6. ®aza KiiHiuHOro BUNpoOyRaHHA

i

7. Ilepion npoBeNEeHHA KIiHiMHOTO
BUNIPOGYBAHHS

ITaTa noyaTKy pochimxenns: 11 ksitas 2012 p.
aTa 3aKkiHJeHHA NOCHimKeHH: 13 uepsHa 2012 p.

8. Kpailu, e NpoBORMIOCA KiiHivHe
HIIpOOYBaHHSA

HiMeyunna

9. KinbKicTh HOCHiKyBaHUX

BamuianHosaHo: 54 3nopoBHX NOOPOBONLLIB
DaxTruHo: 52 cy6’eKTiB 3aBepPIIHIN JOCIIIKEHH

10. Merta Ta BTOpHHHI 1i7i
KIIHIYHOTO BHIpOOyRaHHA

epBHHHA MeTa: JoBecTH OiOeKBIBAICHTHICTh NEpKaHiTHIIHY
inpoxnopumy (20 mr) Ta enamranpwiy maneatry (20 wr), wo
PHIMAIOTECS Y BUIJISAL OXHOPA30BOI HO3H OFHOYACHO Y BHITIAAL
bixcopanoi komGinauii abo y urnazi komGinanil Box npenaparis

¢dopmi TabneTok, IO MPOJAIOTECA HA DPHHKY, Y 3[0OPOBHX
y6’ eKkTiB.

TOpMHHA  MeTa: OLiHMTH Oesmeky Ta  NEPEHOCHMICTh
OCHIZKYBaHOTO mperapary 3MOpPOBHMH CyO’€KTamH MOPIBHAHO 3
npenapaTaMy, o NpOAaloTECS Ha PHHKY.

11. Juzaiin WIidiYHOTO
[BUIIpOOYBaHHA

PannomizoBane, Bigkpure, 3 TPhOMa IOCTIIOBHOCTAMHM, 3 TPbOMa
nepiofiaMu, IepexpecHe JOCTKEHHS, BilOBiaHO [0 ITOBTOPHOTO

HI3aiHY.

12. OcHoBHI KpHTEpil BRIIIOYEHHSA

BaopoBi cy6’ekTH 4os0Biuol Ta >KiHowof cTati (Bixom Bim 245 A0
<64 poxie).

[upexc mack Tina (IMT) sin 18 mo 30 xr/m.

Menuune OOCTEKEHHA, XHTTEBO BaiulMBi nokasHukd, EKD Ta
naGopaTophi aHani3u B MexaX HOPMH (BiIXHJIEHHSA [OMYCKAIOTEC,
AKIIO BOHM HE MAIOTH KJIIHITHOro 3HaueHH:).

13. JocmimKyBaHuid mikapchKHH
haciG, croci0 3acTocyBanus, cuna Iii

Onuna TabjeTka [OCHi/KyBaHOTO mpemapary MicTHTE 20 wMr
brepkaHinunidy rizpoxmopuny Ta 20 Mr eHananpwry Maneaty, Jlna
€pOpaILHOT'0 32CTOCYBRHHI.

14. Tipenapar nopiBHAHHA, 033,

Opna TabneTka npenapary, o MPOJAETHCA HA PHHKY, L0 MiCTHTh

PEKIIAL
BIPHWMN




AT

CI10ciO 3acTocyBaHHA, cuia Ail

20 Mr nepkasiganidy rigpoxiopuny (Jepnin® 20 mr), mwmoc oaxa
TabneTka npertapaty, WO NpoJaeTbCs Ha PUHKY Ta MicTHTh 20 Mr
enaanpury Maneary (Kcaned® 20 wmr). [na mnepopankHOro
3aCTOCYBAHHS.

15. CynyTns Teparnis

3acTOCOBYBATH JKapceKi 3acobM, 110 BiANyCKAIOTECA 22 PELIENTOM
a6o 6ez mporo, Oyno 3abopoHeHO, MOKH cy6’ekTH Opamn ydacts y
NOCNiKCHH], 38 BHHATKOM BHMNAAKIB, KONH Lie Oyno HeobXigHo 1
nixkypanns HeGaxaHOTo sSBHINA abo y pazi 3acTOCYBaHHA Mpenaparis
17151 eKCTpeHoT Tepartil.

SIkmo noTpifeH aHANBreTHK, NEepepary HajaioTh napaueraMony 1
Ir/moby.

16. Kpurepil oninkn edexTHBHOCTI

[Kpurepii owinku napamerpis GK

He 3actocoayertned sk gocnimxenns BE.

Adanis¥y  eHaHTIOMepiB  JNepKaHiOWNiHY, eHananpuoy Ta
eHaNalpHiIaTy y 3paskax IUlasMH TPOBOAHIH 34 JROMOMOrON0
nepepipemux Meronie PX-MC/MC. 3anexno Bin mnpodinis
KOHUeHTpalil Yy IMa3Mi KpoBi Ta 4vacy OLIHIOBAIM TaKi
dapmakokineTnuni napamerpr: Cmax, AUCt, AUCw, tmax, Az 1a
t1/2 nns S- Ta R-nepkanipunivy, eHananpwily Ta eHaJanpHIaTy.
Cmax i AUCt st S-nepkaHinumiHy, eHaNanpuy Ta eHananprnary
OYJIH OCHOBHMMH (papMaxoKiHeTHHHHMH NapaMeTpaMH.

17. Kpurepil oninku Oe3rnexu

OHITOpHHI' BHHHKHeHH: Hebaxanpx ssum (HA) ta 3MmiH y
eAMYHOMY OIJIsfi, >KHTTEBO-BAXUIMBMX nokasHukax, EKI,
iHiYHKX 1a0OPATOPHKX NOCHTiIKeHHIX.

18. CtaTvcTHYHI MeTOOH

CTaTHCTHUHMA aHami3 cKIajaBcsd 3 TEPENiKiB  1HIYBIMyaIbHHX
NAaHHX T4 ONMCOBO] CTATHCTHKH.

OnucoBy CTaTHCTHKY nposoaunu mofo OK mapaMeTpiB KOKHOL
EUOBHHH, IO NiAAAETHCA aHANI3Y..

ucnepcitinuii ananis Cmax, AUCt i AUCco mnposogumd 3
BUKOPHCTAHHAM JiorapH(MiuHO mnepeTRopeHMx JaHmx. Mexi
taHpaprEoro 90% poeipuoro imtepBamy (M) ana BigHOCHMX
BIOMIHHOCTEH JIKyBaHHS MK JOCHUDKYBaHMM Ta KOHTPOJLHHM
mperiapaTaMH  pO3paxoBYBadM  3a  IOIIOMOTOI0  CepelHiX
reoMeTpHYHHX, OCHOBEHHX Ha JOrapu(MiHHOMY nepeTBOpeHHi
HyTpimHbOiHAuBInYansHEX cnieBigHomens AUCt, AUCe i Cmax
A eHANAMpWIy, GHANaNpUaaTy Ta S-JIepKaHifumiHy. tmax
OL[IHIOBATH OMMCOBUM CIIOCOGOM.

Crarucrnuni auanisn AUCt Ta Cmax g S-nepkaHimuminy,
eHanaupuNy TA eHamanpunary BHKOHYBATH 3 METOK JAOBECTH
Gioexsisanenraicrs (JII min criBBixHomeHHN B Mexax 80%-125%).

Beroro
(N=54}
19. Temorpadiugi nokasHHKH ?ix (p(oxh)a) gcpcmie Eggg 54,1 (5,5
: o : picT (cM epeane 170,8 (8,7)
ITOCJTIIPKYBAHOT TOMy ALl (cTaTh, Bik, Bara () Cepenne (CB) 75,94 (11,18)
Ipaca, ToIIO) TMT (sr/u2) Cepenne (CB) 25,97 (2.73)
Crars ~ 9010BiK n (%) 26 (48,1%)
3KiHKE n (%) 28 (51,9%)
€oponeoima paca n {%) 54 (100%)

[Pestome meMorpadidHUK XapaKTEPUCTHK:

20. PesynpraTh edexTuBHOCTI

(DapmakokiHeTHUH] pe3yIbTaTH

He sacrocoByethea s mocnimkenns OioexBisaneHrHocti

Cuispigsomenns AUC (AUCt i AUCe0o) gns S- ta R-nepkanigumniny
Oynu Omm3bkEMH 10 100% mns mOpIBHAHHS JOCHiMKyBaHOI Ta
KOHTponbHO! Komuosuuii. 90% JII Gymu MoBHIiCTIO BKIOYEHi B
nianasol GioeksiBamenrnocTi Binm 80% po 125%. Jma Cmax
criBRigHOmIenna cTaHoBHMM npubimsuo 110%, a 90% I 3HoBy
MOBHICTIO BIUIIOYABCS B Aianazod Big 80% mo 125%.

Cuissignowents AUC (AUCt Ta AUCo) i Cmax g eHananpuiy
Ta eHananpwiaty Oynu Omuspkumu no 100% nna nopiBHAHEHS

NIOCHIDKYBAHOTO T4 KOHTpOJNBHOro npenapary. Yei 90% JI 6ynu

PEKTIA]]
BIPHWW




MOBHICTIO BKJIKOYEHI B JianaszoH OioexsipanentHocTi Big 80% no
125%.

21. PesynbraTu 6e3nexku

qHOpa3oBa /1032 JIepKaHigumiHy rigpoxaopuay 20 mr Ta
Hananpuiay maneary 20 Mr, npusHadeHa y Burasai gikcopanoi
omOinanii ab6o y Burnsai BinebHOT KomOiHauii  (mpenapat
OpiBHSHHA), A00pE TepeHOCHIacs.

22. BUCHOBOK (3aK/IFOYEHHS )

[HoBa ¢ikcosana (nociizkyBana) koMOiHais € 6i0eKBIBaEHTHOIO
10 BinbHOI (eTanoHHoT) koMGiHawii TabneToK, Mo NpoaalThCs Ha
[PHHKY .

CHCTEMHHMH BIUTMB EHAHTIOMEpiB JiepKaHigumiHy 3 (QikcoBaHOl
[komGinanii 6ys monibHum mo BrnMBY BinbHOI kKombGinauii. Jlosipyi
intepsanu s nopisasaus AUCE ta Cmax MK J10C/HiKyBaHHM Ta
€TAJIOHHUM TIpenapaTtamMu OyJH MOBHICTIO BKJIKOYEHI B NPHHHATHHH
nianason (80-125%) /s eHaHTIOMEPIB epKaHiJUIiHy.

CHCTeMHHMI BIUIMB eHAlanpuiy Ta eHananpuiuary 3 (ikcoBaHol
lkomGinalii 3HoBY OyB MOMIOHMM [0 BIUIMBY BiibHOI KOMOiHaLlii.
Jlosipui intepaty AUCt ta Cmax Gyiau TNOBHICTIO BKIFOYEHI B
miamazod  npuitHsatHocTi  (80-125%) ana  ewamanpuiy  Ta
eHAJIANPHIATY TPH TIOPIBHAHHI JIOCHI/DKYBAHOTO Tpenapary Ta
npenapary nopiBHAHHSL.

[Bianosigno a0 dapmakoauHamidHOro edeKkTy NepKaHiiumiHy Ta
eHananpwity, mnicns o6ox KypciB JIiKyBaHHA —cnoctepiranocs
BHIIKEHHS CHCTOJIIYHOIO Ta JiacTONIYHOrO apTepiaTbHOTO THCKY.

[binbwicTe naGopatopHMX mnokazHukiB Oymm B Hopmi. Cranoi
TeH/IEHIIi TNpH TOPIBHAHHI 3HAYeHb I1iC/s BBEJCHHA J034 3i
KPHHIHFOBHMH TOKa3HWKaMH He cnoctepiranoca. EKIT micns
BEJICHHS JI03H HE MOKAa3a/li KJIIHIYHO 3HaYYLIMX Pe3yJIbTaTiB.

baﬂBHHK (BIacHUK peecTpalifHoro
OCBI/I4EHHS)

nionuc/
(mianuc)
bap6apa Berrini
(I1IB)

{Iopsiook smineno nosum JJooamxom 30 eionosiono oo Haxazy MO3 Vipainu Ne 1528 eio 27.06.2019}
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3BiT

npo Kjiniune BHNpoOyBanus Ne3

1. Ha3ea smikapeekoro 3acoby (3a
HAABHOCT] - HOMEP PeECTPAIHHOro
MOCBIMYCHHA)

TTepxamen® ATIO 20/20

2. 3a9BHUK

MEHAPIHI IHTEPHEILIOHAJI OITEPEHIIIOHC JTIOKCEMBYPT]
C.A., JIOKCEMBYPI"

3. BapobHuk

PEKOPIATI IH{YCTPIA KIMIKA E DAPMAUYEYTHKA
C.ILA., ITAJIA

4. TIpoBeneHi TOCTIKEHHS:

X rag O mi sKu10 Hi, oOIpyHTYBATH

1) THn sikapchKoOro 3acoby, 3a AKAM
TpoBoJHIaca abo MmIaHyeThbes
peecrpariis

» JIIKAPCBKUU 3ACIE 3 GIKCOBAHOIO
KOMEBIHALTIEIO

> 3MIHM, O IHOTPEEYIOTH HOBOI PEECTPAILIIL

» 3MIHU CWJHM i, JIKAPCBKOI ®OPMU TA
CIIOCOBY 3ACTOCYBAHHS

» 3MIHA ABQ JOJABAHHS HOBOI CUIIA
I/PO3BEIEHHA

5. [IoBHA Ha3Ba KIHIMHOTO
gHrpoGyBanHs, KONOBaHUI HOMEp
KITIHIYHOT'O BHIIPOOYBaHHA

J}Iocuimxennﬂ ‘B3I2EMOJII Misk 0HOPA30BOI N03H IepRaHiAuniny
rigpoxnopuay 20 Mr Ta eHananpniry Mareary 20 Mr y 310poBHX
no6poBoaLLIB

Rec 15/2375-IT-PK0337 (EudraCT Ne.: 2009-016942-21) 3mina Il
Bin 19 xeiTH 2010 p.

6. (basa KNiHIYHOrO BHIIPOOYBaHHS

1l

7. Ilepion npoBeneHHs KIIHiYHOTO
{BunpoGyBaHHa

Ilata nouatky Aocuaimkenns: 04 ciyna 2010 p.
aTa 3aKiHueHHs gocnipkenas: 23 keitas 2010 p.

8. Kpainm, ne nposoauiocs kiAiHiuHe
BUNpoOYBaHHS

Dpantin

9. KinbkicTs 0CIiMKYBaHEX

Barnanosano: 48 310poBuX JoOPOBOIIBLLIB
DakTHUHO: BKITOYEHO 49 cy0’eKTiB

10. MeTa Ta BTOPHHHI 1/ KRiHiYHOrO
fBUNpPOCYBaHHS

ﬁl’[epmmﬂa MeTa: pocHiauTH  dapmakokinernky (OK) ofox
mpenaparis, 10 3aCTOCOBYIOTBCA 5K Y BHIIAI MOHOTepanii, Tax i
v BUTIA/I BinbHOI KOMOGIHALIT, 106 OIIHATH BIIIMB NepKaHiqUIiHy
Ha OK mnapaMeTpu eHananpuily Ta HaBhoakd ricnd npuitomy
OAHOPa30Boi TepopanbHOI [03M HBOX Nperapartis y 310pOBHX
NoGPOBONBLIB.

Bropunna Mera: nochigurd  Gesmeky Ta  IHEPEHOCHMICTD
IiKApCHKMX 33c00iB, (110 BBOAATHCA Y BUMIA/E BUIbHOT koMOiHawil.

11. Muzaiig kninivHOro BHNpoOyBaHHA

PaHpoMizoBaHe, Biakp#uTe, TPHCTOPOHHE, 3 TphOMa Iepiojamy,
nepexpecte BiANOBiNHO IO MOBTOPIOBAHOTO JH3AIHY JATHHCBKUX
KBaJpariB.

12. OcHoBHi KpuTepil BRIIOYEHHA

3nopoBi Z06pOBONEI HONOBi4OT Ta kiHOWOT cTaTi (Bik > 45 10 <
65 pokiB).
ﬂgmexc Mac Tina (IMT) Bix 18 o 30 kr/m?.

OKA3HMKH  MEAMMHOIO  OOCTEeKEHH, JKHTTEBC  BaXCIHBI
rokasuuky, EKI Ta MOKa3HHKU J1alOpaTOpHHX JOCHimkeHb
3HAXOMATLCA B Mexax HopMu  (nabopatopri — BiTXHNCHHS
NONMYCKAIOTECS, IKLIO BOHM HE MAIOTH KIHIYHOrO 3HAYCHHA).

13. HocnimxyBanuii mikapebKuii 3acif,
criocif zacTocyBaHHd, cHia Ail

Opua Tafnerka npenapary, IO NPOAAETHCS HA PHHKY, IO MiCTUTH
20 mr JepkaHiguniHy rigpoxmopuxy (3amemin® 20 wmr), mmoc
onHa TabjieTka Mpenapary, WO IPOJAETheS Ha PHHKY Ta MICTHTB
20 Mr enananpurty Maneaty (Penitex® 20 mr). [lns nepopanbhoro
3aCTOCYBAHHS.

14. TIpenapaT nopiBHAHHSA, K034,
crocif sacTocyBaHHsA, cuIa Aif

pPOJAEThCA HA PHUHKY, o Micture 20 Mr nepKaHinumiHy
rizpoxnopuay (3auexin® 20 mr);

Fra.nonnuﬁ npenapar (R1): oaua Tabnerka npenapary, IO

ZPERTIAL
BIPHWA




Etanounuii npenmapat (R2): oana TabneTka npenapary, o
MPOAACTLCA HA PHHKY, 1O MICTHTH 20 MI €Hananmpumy maneary
(PeniTex® 20 mr).

s nepopasibHOro 3aCTOCYBAHHS.

15. CymyTh# Tepanis

3acTOCOBYBATH JTiKapChKi 3aco0H, IO BilITyCKAalOTHCA 32 PELEITTOM

260 Oe3 Hporo, GyJ0 3a60pOHEHO, TIOKH CYO’€KTH Opanu y4acts y

[mocnipKeHHi, 3a BHHATKOM BHOAAKiB, KONMH Ue Oyno HeobximHo
A nikysanHa HeQakaHoro seHmia abo y pasi 3acTOCYBaHHS

ﬁ;enaparin IS eKCTPEHOT Tepartit.

SIxuio noTpibed ananereTHk, Liepepary HajaloTk TapalieTamony 1

Ir/noby.

16. Kpurepii ouilxy edheKTHBHOCTI

I[Kpnrepil ouinky napamerpis @K

He 3acTocosyerbed sk gocnimrenns OK.

AHali3W  eHaHTIOMepiB  JIepKaHiaMMiHy, €Hananpuny Ta
eHAnanpunaTy y 3pasKaX IJJasMH [pOBOAWAM 3a JOMOMOrOH
nepeeipeanx merouis PX-MC/MC. 3anexuo Bix mnpodinis
KOHUEeHTpauii y mmasMi kposi Ta wacy ouimioBanM Taki
thapmakokineTnuni mapamerpu: Cmax, AUC, tmax, Az Ta t1/2 ans
S- Ta R-nepKaHinuriiny, oHaIanpwiIy Ta eHaJanpHiary.

17. Kpurepii oninku 6e3nexu

ORITOPUHT BYHHKHeHHs HeOmkaunx spHw (HS) ta 3min y
MEOWUHOMY OMiffi, SKUTTEBO-BAKAWBMX TokasHukax, EKT,
KIiHIYEMX 1a60paTOPHHIX AOCTIIKEHHAX.

18. CratucTHudi METOIH

ICratuctiunmii awanis cknapmaecs 3 nepenikis iHnWBiRyambHMX
MAHHX Ta OITHCOBOI CTATHCTHKH.

TTuenepeitinuii ananis Cmax, AUCt, AUCe i Az npoBogniH 3
BHKOPHCTRHHAM morapuMiuno mnepersopenux maHnX. Mexi
crannaptHoro 90% pnosipuoro imrepsamy (II) a1s BimHOCHHX
[einMinHOCTEl MixyBaHHA Mix BiTbHOIO KOMGiHaniero npenapaTis
Ta  MOHOTEpaNmiAMH  JepKaHiZMNiHOM T4  CHANATpPHIIOM
PO3PAaxXOBYBanRM 3a  JOMOMOFOI0  CEpelHIX TeOMETPHYHMX,
OCHOBAHUX Ha JorapudMidHOMY ItepeTBOPEHHI
BHYTpilUHBOIHAMBILYanbHKX cniBsigromens Cmax, AUCt, AUC»
i Az. AHanis tmax rpyHTYBaBCA Ha HenapaMeTPHYHOMY METOli, a
ok Oyno pospaxoeano 90% JI (moBipui iHTepeanm) ans
MEiaHHHX pi3HHOL MDK  JOCHIDKYBAHHM T4  CTAIOHHHM
MpenapaTomM.

Bys npopemennii CTaTHCTHUYHHI awania Cmax ta AUCt, mob
OBECTH, IO pisuMug Mbx xomOiHaliclo NBOX Npenapartie Ta
MOBOTEpAMiclo KOXHUM OKPeMHM IperaparoM, Oyma MEHIIOoo 3a
0% (ro6ro I ana crieeigowenns B mexax 0,80 — 1,25). B pasi
Oinpuof pisHuni, ane Menmol 3a 30% (Tobro I ana
criiBBiAHOWERHA B Mexkax 0,70 — 1,43), BoHa BB=KANacH KIiHIYHO
HE3HAYYLO10.

19. Hemorpadiuni noxasHHKH
ocnimkyBaHol nomynanii (cTars, BiK,
aca, TOIIO)

{Peaiome seMorpahiuHKX XapaKTepHCTHK:

Kpurepii CraTicTHKa Beroro (N=49)
N 49
Bik (poxis) Cepe,ug;:l <+ CB 54,‘.:):; 6,0
Min/Meniana/Maxe 46/ 55,0/ 64
Kinkn N(%) 25 (51,00
Honosiku N(%) 24 (49,0)
N 49
3picr (oM) Cept’.n(.;ilf:l +CB 167,416;; 8,75
Min/Meniana/Makc 149,5/ 167,00/ 186,0
N 49
C +CB 71 = 10,
Bara (xr) epe):{éili:I 67, '.Tl1 520 67
Min/Megiana/Maxe 43,2/67,30/ 101 0
N 49
IMT {kr/m?) Cepenne = CB 24,03 £2,37
CIl 0,34

EKITAL
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P

Min/Meniana/Makc

19,3/24,10/29.2

€BponeoiaHa paca

N(%)

49 (100,0)

20. PesynbraTi edekTHBHOCTI

[PapMaKOKiHETHYHI pe3y/IbTaTH

He 3actocoByetbes ans @K pocnipkeHns.

€3yJIbTaTH

CTATHCTHYHMUX  aHali3iB

ans aoci iIDKYBaHOTO

penapaty (L20 mr + E20 mr) nopisusso 3 R1 (L20 mr):

I[Napamerp S-nepKaHinmiH R-jiepkaniaunin
AUC,, Biacytnicts MK Biaemonii Bincymnicts ®K paemopii
AUCing Biacyrnicts OK niaemouii Biacyrnicts MK s3aemonii
Kniniuno wHesnauyma ®K | Kniniuwo  wesmauyma — @OK
Cmax B38EMOJLIA BIAEMOLIA
Tmax BiacyTHicTs pizHuiL BiacyrHicTs pissuui
A Biacyrhicts OK p3aemosuii Biacymsicts @K p3aemoii
Pe3ynbTaTH  CTATHCTHMHMX  aHaMi3iB  UIs  JIOCJI/DKYBAHOIO
inpenapary (L20 mr + E20 mr) nopisasso 3 R2 (L20 mr):
[lapameTp Enananpun Enananpuiar
AUChs Biacyrnicts @K m3aemonii Biacyrhicts OK p3aemonii
AUC, Biacyrnicts K piaemonii Bincymiicts OK p3aemonii
Kniniuno HE3HAMY 1A OK | Kniniuno HE3HAY YA OK
Cmax B3AEMOJIiA B3ACMO/LiS
Tmax BiacyTHiCTh pisHMLLL BiacyTHiCTs pisHuLL
A Bineyrnicts O p3aemoif Bincyrnicts K B3aemozii

[ITixn wac upOro mOCHIKEHHA cepio3Hi HebakaHi ABMINA He
sapeectpoBani, a 17/49 (34,7%) cyG’ekTiB MOBIIOMHIH mpo
MHHKHEHHS 33 HeOakaHux sBMil. Yci BoHM Oymu nerkoro abo
Eomipﬂoro CTYINEeHs TAKKOCTI.
lle gocnmivkeHHS TNpoBOAMIOCA 3a y€acTio 49 3710poBHX
noGporonbiax. Onuu cy6’ext OyB BUKIIOUEHHH 3 IOCHTIKEHHS, a
48 cy6’eKTiB 3aBEPLIMIN JOCTIUKEHHS 0e3 ceplo3HHUX BiAXHIIEHb
[BiZL IPOTOKOIY.

2 1. PesynbraTtu Ge3neku

CraTHCTHYHHI aHani3 jaociipkysadoro npenaparty (L 20 mr + E
20 wmr) nmopisusno 3 R1 (L 20 mr) ta R2 (E 20 mr) nokasas
[BincyTHICTH (hapMaKOKiHETHUHOT B3aeMOZIT MK JepKaHiaMIiHOM
Ta eHananpuioM uid AUCs, AUCo Ta Az, ockinbku 90% nosipui
iHTEepBalM Ul CHIBBiAHOWIEHs OyJiM B MeXax rornepeaHso
[Bu3HaueHuX KpuTepiiB GioekpiBanentHocTi (B Mexkax 0,80 — 1,25).
He Oyno BusiBiieHo icToTHOT pisHuui i Tmax, OCKUIbKH
criocrepiranacs  KIiHIYHO — He3Hauywia  dapmakokiHeTHuHa
B3acmonis s Cmax, ockineku 90% nosipwi inTepsanu s
CriBBiIHOIIEHb OY/IM B ME)KaX «arpiopHUX KpHUTepiiB», AianaloHy
0,70 — 1,43.

22. BUCHOBOK (3aK/IH04eHHs )

DKMTTEBO BayKJIMBI NMOKA3HUKKM TIPOJAEMOHCTPYBAIM 3HAYHWH edexT
RHHKEHHS CHCTOJIIYHOTO Ta JiacTONIYHOrO apTepialbHOrO THCKY,
OuiKyBaHWM U1 LBpOro Ty npenapaty (ocobnuBo mpH
onHOYacHOMY 3actocysansi). Hanpukinui gocnimkenus Bei
BHAYEHHS NIOBEPHYJ/IUCH 10 HOPMH.

nionuc/
BasBHUK (BTACHHMK peecTpauiiiHoro  j(mianuc)
OCBiMEHHS) bapGapa berrini
lﬂ (IT1b)

{Hopadox smineno noeum Jooamkom 30 sionosiono oo Haxkazy MO3 Vkpainu Ne 1528 eio 27.06.2019} |
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3BiT
npo kJaiHiuHe Bunpodysanns Ned
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1. Hassa nikapcbkoro
saco0y (3a HAsIBHOCTI -
omMep peectpauifHoro
OCBIUEHHS )

Jlepkamen”™ ATID 20/20

2. 3asBHHK

EHAPIHI IHTEPHELLIOHAJI OITEPEMILIOHC JIIOKCEMBYPI C.A.,
IOKCEMBYPI”

3. Bupobuuk

IPEKOPJIATI IHJITYCTPIA KIMIKA E DAPMAYEYTUKA C.ILA., ITAJIIS

4. Iposeneni
r‘lOCIli,IDKeHHﬂ:

TAK [ ni gKwo Hi, o6rpyHTYBaTH

1) Tun nikapebkoro

3aco0y, 3a AKUM
posoaunacs abo

MJIAHYETHCS PeecTpaLtis

> JIKAPCHKHH 3ACIB 3 DIKCOBAHOIO KOMBIHALIEIO
> 3MIHH, 110 TOTPEBYIOTh HOBOI PEECTPALY
> 3MIHA ABO JIOJIABAHHSI HOBOI CHJIU JII/PO3BE/IEHHSI

5. IToBHa Ha3zBa

Jlocaimkenns GioexkBiBajieHTHOCTI 0HOpa30Bol 1031 dikcoBanoi komoOinauii y

iHIYHOTO opiBusiHHi 3 KoMOinanicio TabneTok Jepkanixuniny rigpoxsopuay (20 mr) ral
urpoOyBaHHs, Hajanpaay mangeary (20 wmr), mo npoaamThbes HA PHHKY, YV 310POBHX
OJIOBaHMH HOMEDP 0bpoBo.JbLiB
iHiuHOrO ec 15/2375-1T-PK0354 (EudraCT Ne.: 2010-020145-28)
HpoOyBaHHA HoseHHs | Bia 30 cepnua 2010 p.
. @aza KiiHIYHOrO I
BUITPOOYBaHHS
7. [lepion nposenenns lata novatky nocnimpkenns: 19 ceprnua 2010 p.
iHIYHOrO Jlata 3akiHvyeHHs nocaipkeHHs: 08 sxortHs 2010 p.
MITPOOYBaHHS
8. Kpaiuwu, ne [Himeuunna
Lr:poaonnnocn KJiHIYHEe
urpoOyBaHHs

0. KinbkicTs
OCITIPKY BAHHX

BannanoBaHo: 52 310poBHX 100pOBONBLIB
(DakTHuHO: 52 cy0 €KTiB 3aBEPLIMIN JOCTIKEHHS

10. Mera Ta BTOpHHHI
111 KJTIHIYHOTO
BUNPOOYBaHHSA

Eepanuna MeTa: JloBecTH GiOeKBIBATIGHTHICTD JIEpKaHiIumiHy rigpoxiopuay (20
r) Ta edananpuiay maneaty (20 mr), mo npulMalOTLCS Y BUIIALI OAHOPA30BOT
71031 OIHOMACHO Y BHIIIAAI (hikcoBaHoi koMGinauii aGo y Burasai komGiHauii
NBOX mpenapatiB y ¢Gopmi TabNeToK, 10 MPOJAIOTECA HA PHHKY, Y 3A0POBHX
cy0’eKTiB.

penapary 310poBHMH ¢y’ €KTaMM MOPIBHAHO 3 NperapaTamu, 1O MPOAAKOTHCS

TOPUHHA MeTa: OuiHMTH Ge3neky Ta NEepeHOCHMICTb J0CHIKYBAHOIO
a PHHKY.

1'1. JIuzaiin KaiHigHOrO
[BunpoCyBanus

aHI0Mi30BaHe, BiJKpHTE, [BOCTOPOHHE, 3 JBOMa MNepiofamu, nepexpecHe
OCJTi/UKEHHS, BIMOBI/IHO 710 MOBTOPIOBAHOTO JM3aiiHy JJATHHCBKHX KBAJIPATiB.

12. OcHoBHI KpuTEpii
[BKJTIOYEHHS

N0poBi Y0’ €KTH YOJIOBIHOT Ta JKiHOUOT cTaTi (BikoM Big =45 10 <64 pokis).
naexc macu Tina (IMT) iz 18 10 30 kr/m’.

enuuHe oOCTelKeHHs, XKMTTEBO BaxiuBi nokasuukd, EKIT Tta naGoparopsi
HAJI3H B MEKaxX HOPMH.

€raTUBHHUH pe3yabTaT fAKICHOTO CKPHHIHTOBOIO aHalidy ce4i Ha Ipeamer

OBXHBAHHA HAPKOTHKAMM Ta aHali3 Ha BMICT aJKOroii0 Yy TOBITPi, IO
MIMXAETHCS.

iHKA 3 HEraTHBHHUM PE3yJbTATOM TECTY Ha BariTHICTh | BHKOPUCTAHHAM METOY
OHTpALeNLii, 32 BUHATKOM BHMAJKiB NOCTMEHONAY3H npotarom Oinbuie 2 pokiB
60 crepunizauii nporarom OGinbme 3  wmicsuiB. Crepuiizauis napTHepa

16




IOy CKAETHCS.
CHcTONYHMI/ IaCTONIYHMI apTepialbHHA THCK Y NOJIOJKEHHI JISKAaun-CTOSIUN =

[Tynbe y monoxkeHHi nexavi-crosuu > 50 - <90 yn/xs.

JloGpoBONbLSAM TPOBEAEHO TECT Ha OPTOCTATHYHY TilOTEH3i10: aprepianbHHiH

THCK He 3HWKyBaBcs Oinbi Hix Ha 30 MM pT. cT. Ad cuctoniuHoro abo Ginbi
ik Ha 20 MM pT. g AiactonivyHoro THEKy abo He cnioctepiranocs 30UIbLIeHHS
yabey Ginbiue Hixk Ha 20 ya/xB. [Hakine iX Manu BUKITIOYHTH 3 I0CTIKEHHA.
KI': intepan PR 110 - 220 mc; QRS 75 - 120 me, inrepsan QTc <440 mc nns
OJIOBIKIB 1 KIHOK.
BTOMATHYHO BH3HaueHi 3HaueHHs QTc > 450 mc Gyiu nepepaxoBaHi BpyuHy.

110/70 mm pr. cT. 73

13. JlocnimwkyBannii
nikapcbKuii 3acib,
crocif 3acTocyBaHHs,
wia aii

nna tabnerka J0CiPKYBAHOTO npenapary, o Mictuts 20 Mr epkaHiuminy
iapoxjopuay Ta 20 Mr enananpuiy maneary. Jlis nepopanbHOro 3acTocyBaHHs.

14. Ilpenapar
lopiBHAHHA, 1034,
croci® 3acTocyBaHHs,
cuia ail

nHa TtabsieTka npenapary, IO [POJAETBCH HA PUHKY Ta Mictuth 20 Mr
epkaHiaMniny riapoxnopuay (3awenin® 20 wmr), nmoc oasa Tabnerka
penapary, WO MpoAacTbes Ha PUHKY Ta Mictuth 20 Mr eHananpwily masneary
Kcaned® 20 mr). JLis nepopasbHOro 3acTOCYBAHHS.

15. CynyrHs Tepanis

abopoHeHO BUKOpHCTOBYBaTH Oyab-fiki npenapatu (KpiM 3amicHoi Tepanii
TATEBUMM FOPMOHAMH, 3aMiCHOT Teparii ropMOHaMH LIMTOBHIHOT 341034 Ta/abo
apaueramoiiom | rpam/mens) nporarom 14 AHiB, 32 BHHATKOM MOTYHKHHMX

iHribiTopie Ta/ab0 IHAYKTOpIB, TPHUBAMICTh 3aCTOCYBAaHHS SKHX CTAHOBHTH 2|

leHb 0 3arIaHOBAHO NEpLIOro BBEAEHHS Mpenapary.

3acTOCOBYBaTH JliKapchKi 3aco0u, w0 BiamyckaroTbes 3a peuentom abo Ges
boro, Oyno 3aboponeno, nmoku cy6’ekT Opanu ydacTe y JAOCHiKEHHI, 3a

EHHHTKOM BUMAAKIB, KOMH 1e Oyno HeoOXigHO s NiKyBaHHS HeGakaHOro

sBHia ab0 y pasi 3acToCyBaHHS Npenaparis /18 eKCTPeHol Teparii.

UKo notpiben aHanbreTHK, Nepepary HajaloTh napaueramony 1 r/aoby.

16. Kpurepii ouiHkH
lechexkTHBHOCTI

He 3acTocoByeThes ans gocnimkerns BE.
AHa/Ii3W €HaHTIOMEPIB JIepKaHiMITiHY, eHANanpwiIy Ta eHalanphIaTy y 3pa3kax
N1a3MH MPOBOAKIIM 32 IOTIOMOTOK0 nepeBipeHux meronis PX-MC/MC. 3anexHo
Ein npodiniB KOHUEHTpaWii y TuasMi KpPOBI Ta yacy OLIHIOBaAH Taki
bapmakokineruuni napamerpu: Cmax, AUCt, AUCeo, tmax, Az Ta t1/2 ans S- ta
R-nepkanizuniny, enananpuiy Tta esananpuiaty. Cmax i AUCt gna S-
JlepKaHiqMnivy, — eHajanpwiy — Ta  eHananpwiaty — OynM  OCHOBHMMM
bapMakOKiHETHUHHMH MapaMeTpamH.

17. Kpurepii ouinku
Ge3nexn

MoHiTOpHHT BUHHKHeHHS Hebakanux apui (HS) Ta 3MiH y MeauuHoMy ornsi,
BKUTTEBO-BaXUIMBHX nokasHukax, EKI, kniHiunux naGopaTopHUX 10C/I[DKEHHSX.

18. CraTucTHuHI Memnuln

CTaTHCTUYHMI  adaii3 CcKIajaBcsi 3 TepeNikiB  iHAMBIAYANBHHUX [aHMX Ta
OIMUCOBOT CTATHCTHKH.

OnucoBy cTatHCTHKY npoBoawin oo K napameTpis KOXKHOI PeHOBHHH, 110
[minnaerecs ananizy. Pesyneratm OyiiM npeacraBieHi sIK CEpeiHe 3HAYEHHS,
ctannaptHe Biaxuiaenns (CB), koediuient Bapianii (KB%), meniana, miniMaibHe
Ta MAKCHMAJIbHE 3HAYEHHS TA CEPEIHE TeOMETPHYHE.

Jlucnepciiinuii ananizs Cmax, AUCt i AUCoo npoBoawiM 3 BHKOPHUCTAHHSM
norapudmMiuHo nepeTBopeHux JaHuX. Mojenb BpaxoBye edexTu st JIiKyBaHHS,
epioxy, mocaiioBHOCTI Ta cyG’ekta B Mekax mnociaizoBHocti. Meki
crannaptioro 90% nosipuoro intepsany (JII) ans BigHOCHMX BiIMiHHOCTEH
NTIKyBaHHA MDK JOC/IDKYBAHHM Ta €TAIOHHMM TIpernapaTaMi po3paxoByBaJiH 3a
JIONOMOrOI0  Cepe/IHIX TreOMETPHYMHMX, OCHOBaHMX Ha JiorapudMidHOMY
{nepeTBOpeHHI BHYTPILIHBOIHAMBIAYaTbHUX cniBBigHomens AUCt, AUCo, Cmax
Ta AZ.

Jlns tmax oTpUMYyBaNH HemapaMeTpHuHY OLIHKY Xomkeca-JlemaHa pisHuLli MK
UTIKyBaHHAMH pPa3oM i3 BIATOBIJHHM HeNapaMeTPHYHHUM AOBIPYMM iHTEPBAJIOM
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iAnoBiaHo 10 KpuTepito Moseca.

tatucTHuHi ananizn Cmax ta AUCt pis S-nepkadiaunidy, eHananpuiy Tta
HaNanpuIaTy BMKOHYBalM 3 MeTol aoBectH OioeksiBanentHicrs (/11 J.'u? 4|
niBBigHoweHHA B Meskax 80%-125%).

19. lemorpadiuni
{nokasHmKM
1OCITi Ky BAHOT
[nonynsuii (crats, Bik,
paca, ToIo)

[Pe3tome iemorpad)iuHMX XapaKTepHCTHK:

Crars Paca Kypui
Kinoua YonoBiku E€pponeitui Tax Hi
N % N % N % N % N %
CkpuHinr | 24 46,2 28 53,8 52 100,0 42 80,8 10 19,2
el MiHimMaibhe ; Makcumanere | Cepenne Cranpaprue | Koedimient
Khnaicrs IHAYEHHA Magiamn IHAYCHHSA norapuMiube | BIIXWICHHA | Bapiauii
Bik
(poxis) 52 45 55.5 65 55,1 6,6 12
Maca
Tina 52 512 74,6 107 74,72 10,32 13,81
(xr)
il 147 171,5 | 189 171,3 92 54
(em)
Innexc
12 20,6 2535 |30 254 23 9,07
Tina
(Kr/m2)

20. PesynbraTu
ledexTrBHOCTI

He 3acTocoByeThest Uis A0CH1[pKeHHS 610eKBIBAIICHTHOCTI

[Pe3toMe CTATHCTHUHMX AHAIII3IB JUIA JIEPKaHIIUITiHY:

S-nepxaHiMnin R-nepranianmnin

[Mapametp N | CuissigHoweuns T/R. 90% A1 N | Cuigsigsomenns T/R 90% I

AUC(0-t,) 51 |81,65% (74,02%; 51 |81,65% (74,02%;
90,05%) 90,05%)

AUC(0-0) 51 [81,88% (74,43%; 51 | 81,88 % (74.43%;
90,06%) 90,06%)

Cmax 51 |77.33% (67,51%: 51 177,33% (67.51%,
88,57%) 88.57%)

tmax 51 |0,00 rox* (0,00 ron, 0,25 51 | 0,00 rox* (0,00 ron, 0,25
rom)"™ rox)™™

H HeNapaMeTPHUHA OLLIHKA, X | PI3HULA

innocHa Giopoctynuicts T/R (na ocnoi AUC(0-tz)) cranosuna 82 % s S-
epkaniauniny Ta R-nepkaniguniny. Onnak 90% JII mist cniBBigHOIIEHHS He
yJIM TOBHICTIO BKJIOYEHI B Aianazon OioeksisasientHocti Big 80% mo 125%.
innosinne cnisBigHowenus ans Cmax (T/R) cravosumo 77% Ta 76%
ianoBiaHo, a J{I Buxoaunu 3a mexi O10€KBiBaJIEHTHOCTI.

1ICYMOK CTaTHCTHYHMX AHAJII3IB /15 €HANANPHITY Ta eHAJIANPUIATY:

Enananpun Enananpunar
ITapametp N CnissigHomenns | 90% 11 N | Cnissianomenns | 90% J1I
T/R T/R
AUC(0-t;) |51 |[101,38% (97.74%; 105,13%) | 51 | 100,49 % (96,74%; 104,38%)
18
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AUC(0~¢) |49 1101,3% (97,79%: 105,40%) |51 | 100,36 % (96.68%; 104,17%)

Cmax 51 |103,60% (98,30%; 109,18%) |51 | 98,46% (92,93%;104,309??

tmax 51 0,0 ron* (0.0 rox, 0,0 rom)*™ |51 /0,0 rox* (0,0 ron, 0,0 roa)™

+: HenapaMeTpHYHa OUIHKa, X | PI3HHLA

Kputepii GioekBiBaneHTHOCTI OynM BHKOHaHI Juis 000X pPEYOBHMH, BiIHOCHA
Giogoctynnicts (Ha ocHoi AUC(0-tz)) cranosuna 101% ans ewananpuny Ta
100% mns enananpunary. Bianosinue cnisBiaHomenns s Cmax (T/R)
ctanoBuno 104% ta 98,5% sianosiano, a Il 6ynu B Mexax 6i0eKBiBaIGHTHOCTI.

21. PesynbraTu 6e3neku [Hebakanux sBuul Oynu serkoi abo moMipHOT TKKOCTI Ta OLIHIOBANHCS SIK

Baranom y 28 cyG’ektis cnocrepiranocs 66 HS. Ilicna nikyeanns T y 22
cyG’exriB Bunukau 33 HA. [Ticas nikysanus R y 15 cy6’ekris Bunukau 33
fnebakani asuma. [licna nikysanua T 26 nebaxkaHMX ABMILL, a micid JdikKyBaHHa R
23 nebakaHWX SBHULL OUIHIOBAIM AK MOB’s3aHi 3 npenapatom. Y 9 cyG’ekTie
criocrepiranucs HA micna  o6ox  Tepaniii. Tloe’s3ani HeGaxkani sBuila
[BrIIOYAIOTH roJOBHWH Oinb, 3aMaMOPOYEHHS, COHJIMBICTb, BTOMY, Kallelb,
Taxikapailo, cepleBHii Konarnc, epuremy, jaiapero, JuckoMdopT y sKuBOTI, 6ib Y
€PXHiH YaCTHHI XKMBOTA, 3aM0p, METEOpPHU3M, Hya0Ta Ta OGmoBanHa. bitbimicTs

HMOBIpHO a0 MOZUTHBO MOBR’A3aHI 3 NPUHOMOM Jlikapchkux 3acobiB. CepHozHuX
006iunux edexris He Gyo.

IHIYHO 3HaYylle 3HWKEHHS CHCTOJIIYHOIO Ta AiaCTONIYHOrO aprepianbHOro
MCKY criocTepiranocs micas npuiomy o60x Tepaniii. MiHiManbHi 3Ha4YeHHs Oyau
uMipsHi 4epes 4 Ta 6 roaMH micns BBEACHHA mnpenapaty. binbimicTs
apeectpoBanux EKI' mokazane Oynu B Mexxax Hopmu. JKoauux wiiHiuHO
HayyLIMX aHOMaJlii BUsBIEeHO He OyIio.

22. BUCHOBOK
(3aKTI0YeHHS )

MCTEeMHMII BIUIMB eHaHTioMepiB JepkaHiguniny (AUC(0-tz) i Cmax)
ikcoaHoi (T) komOGinauii OyB HMXKYMM TOPIBHAHO 3 BIIHBOM BiMbHOI (R)
ombinauii. Jloipui inrepsanu AUC(0-tz) i Cmax He Gy/# MOBHICTIO BKIIOYEHI

Aianasod npuinsTHocTi (80-125%) mns eHaHTIOMEpIB JNepKaHiAWMIHY; TOMY
10eKBIBaIEHTHICTH He Oyna JocArHyTA.

UCTeMHMH BrMB  eHanmanpuny Ta eHananpunaty (AUC(0-tz) i Cmax)
ikcosanoi (T) xomGinauii 6ys noxibuum no BrumBy BiibHOT (R) komGinawii.
oBipui inteppaim AUC(0-tz) i Cmax mNOBHICTIO BXOAWIM B [ianasoH
puitnaTHocTi  (80-125%) Ui eHananmpuily  Ta  eHalanpuiaTry;  TOMY
i0eKBiBaJIeHTHICTL OYJ10 10CATHYTO.

AKOCTI BMCHOBKY MOJKHA cKaszaTh, o ikcoBana komOGinauis 20 wmr

epKaHiauminy rigpoxjiopuay mmoc 20 Mr esHananpuiy Maneatry He Ciia
BaxkaTH OlOEKBiBaJICHTHOIO JiepKaHiauniny rigpoxnopuay 20 mr y dopmi
rabaerok (3anenin® 20 mr) i enananpuny maneary 20 mr y dopmi tabnerok
(Kcaned® 20 wmr).
Y UbOMY JOC/I/UKEHHI NePeHOCHMICTh KOMOIHALLIT TepKaHiIMMiHY TiApOXI0pHIy
20 mr Ta enananpuity maneaty 20 Mr, 110 NpU3HAYAIKCS 310POBHM CY0 eKTaM K
0/IHOpa3oBa nepopaibHa 103a, Oyna 3a10BUbHOK. 42% cy6’eKTiB MOBIIOMMIH
inpo HA nicns npuiiomy pociipkyBaHoro npenapary, 29% — micis npuiiomy
€TAIOHHOIO Tpenapary.

BagBHUK (BJIACHHK m
o7 (rianume)
eeCTpaLliHHOro
Focsmueum) (T11B)

{ITopsiooxk 3mineno nosum Jooamxom 30 sionoeiono 0o Haxazy MO3 Vkpainu Ne 1528 sio 27.06.2019}
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3BiT
npo kjaiHivyHe BunpoOysanunsa NeS

76

1. HasBa nikapcbkoro
saco0y (3a HABHOCTI -

i UTepkamen® ATID 20/20

r—xome‘p peecTpatiiiHoro
MOCBIAYEHHS)
b Yo sy MEHAPIHI IHTEPHELIOHAJT OITEPEMLIIOHC JIIOKCEMBY PT" C.A,

’ UJIIOKCEMBYPI'
3. BupoGHHK PEKOPJIATI IHIVCTPIA KIMIKA E DPAPMAYEYTHKA C.ILA., ITAJIIA
4. [Mposeneni TaK [J Hi AK1o Hi, 00rpyHTYBaTH
J1OC/TIKEHHA:

1) Tin JikapceKoro
acoby, 3a AKMM
poeoaunacs abo

aHYEThCA peecTpatis

» JIKAPCbKWM 3ACIb 3 DIKCOBAHOIO KOMBIHALIIEIO
» 3MIHH, 1110 MOTPEBYIOTH HOBOI PEECTPALT
» 3MIHA ABO JIOJIABAHHS HOBOI CWUJIM JII/PO3BEJIEHHS

5. [ToeHa Ha3Ba
iHI4HOrO
unpoOyBaHHs,
040BaHHH HOMEp
IHIYHOTO
HNpoOyBaHHs

Jlocainkenns BignocHoi GionoerynHocTi ABOX HOBHX KomOinaniii ¢gikcoBannx
103 Y NOpiBHSHHI Y NopiBHAHHI 3 Jepraniauniny rizpoxsaopuaom (20 mr) Tal
ﬁ)nananpnny maseaTtom (20 mr) y ¢popmi TabieTok, o NpoAalOTHLCH HA PHHKY.
nipHe JocaiKeHHs.

Rec 15/2375-1T-PK0377

(EudraCT Ne.: 2011-002015-29)

OctaTtouniii nporokos Bia 20 Tpasus 2011 p.

. (baza KJIiHIYHOTO
HUIPOOYBaHHS

I

7. Ilepion npoBeaeHHs
KJTIHIYHOTO

JlaTa novatky pociimkenns: 04 cepnua 2011 p.
JlaTa 3akinveHns nociimpkenns: 08 ceprua 2011 p.

HrpoOyBaHHs
8. Kpainu, ne Himeyunna
POBOAMIOCH KIliHIUHE
UnpoOyBaHHs
. Kinbkicts BarnanoBaHo: 24 310poBHX 100POBOJIBILIB

OCJ11/DKYBAaHUX

DakTryHO: 24 cy6’€KTIB 3aBEPLIMIN A0CIJDKEHHS

10. MeTa Ta BTOpUHHI
LT KT HIYHOTO
UnpoOyBaHHs

l,:-_'epBHHHa mera: JlocniguTH  BigHOCHY — GiOAOCTYNHICTH  JIEpKaHiAWITIHY
inpoxnopuay (20 mr) Ta enananpuiny maneatry (20 mr), sKi 3acTOCOBYBAIM
O/IHOYACHO Y BHIUIAAI JBOX HOBHX KOMOiHaulii (iKCOBaHMM 103, MOPIBHAHO 3
i1bHOIO KomOiHalli€lo ABOX npenapatie y Gopmi TabieTok y 310poBux cy6’ekTis.

TOPHHHA MeTa: OLIHMTH Oe3reKy Ta NepeHOCUMICTb A0C/IDKYBAHUX Npenaparis
JIOPOBUMM CY0’€KTAMM MOPIBHAHO 3 MIPEnapaTaMH, 110 MPOAAIOTHCS HA PHHKY.

{BunpoGyBaHHs

11. lu3zaiia kiriniudoro [Paniomizosane,

Bi/IKDHTE, TPMCTOPOHHE, 3 TPbOMa MNEpioJaMH, MepexpecHe
OCJ1UKEHH3, BI/INOBIZHO 10 MOBTOPIOBAHOTO AM3AIHY JIATHHCHKHX KBAIPaTiB.

12. OcHoBHi KpHTeEpil
[BITFOYEHHA

0poBi ¢y’ e€KTH YoNOBIYOT Ta XKiHOHOT cTaTi (BikoM Bij 245 10 <64 pokis).
Haekc macu Tina (IMT) sin 18 no 30 kr/m2.

enqvuHe OoOCTeXKEeHHA, KMTTERO BaxuBi nokasHukd, EKI' Tta naGoparopwi
HAJIi3H B MEXKAX HOPMH.

€raTMBHMI pe3y/ibTaT AKICHOrO CKPHHIHIOBOTO aHallizy cedi Ha MpeameT
JIOBKMBAHHA HAPKOTUKAMM Ta aHajli3 Ha BMICT &JIKOrOMO y TMOBITPi, IO
WIIMXAETHCH.

IHKH 3 HEraTUBHWUM PE3YJIbTATOM TECTY HA BaTiTHICTh i BAKOPHCTAHHAM METOLY
OHTpAlIeNIlii, 32 BHHATKOM BHIAJIKIB [MOCTMEHONAY3H NpoTsaroM Oinbine 2 pokis
6o crepwmizauii nporsrom OGinbme 3  wmicsuis. Crepunizauis naptHepa
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OIMYCKAETHCA.

MCTOTIYHUI/TIacTONIYHMI apTepiaibHUi THCK Y TMOJOYKEHH] JIeKaYu-CTOAYH >
110/70 mm pr. cr.

YJIbC Y MONOKeHHi Jiexkaui-croauu > 50 - <90 yn/xs. 77

JIoGpoBONbLSAM TPOBENEHO TECT Ha OPTOCTATHYHY TiMOTEH3i0: apTepianbHHM
THCK He 3HIKyBaBcs Oinbin HiK Ha 30 MM pr. cT. a8 cucroniyboro abo Ginbiu
bk Ha 20 MM pT. I8 aiacToniyHOro THCKy abo He croctepiranocs 306inbileHHs
nbey Gibine Hixk Ha 20 ya/XB. [HaKLIe IX Mali BUKIIIOUUTH 3 J0CTIDKEHHS.
KI': intepsan PR 110 - 220 mc; QRS 75 - 120 mc, intepsan QTc <440 mc ans
HONOBIKIB 1 KiHOK.
ABTOMAaTHUHO BH3HAYeHi 3HaueHHs QTc > 450 mc Oyiiu nepepaxoBaHi BpyuHY.

13. JlocnikyBanuii
miKapcbKMid 3aci0,
criocif 3acTocyBaHHs,
cuna il

Ulocnipkysannii npenapar 1 (A): oana Tabnerka npenapary A macoro 400 mr, mo
iMicTuTh 20 Mr epkaHiunidy riapoxaopuay i 20 Mr eHananpuiy Maneary.
Jlocnipkysanmii npenapar 2 (B): onna tabnerka npenapary B, Baroto 200 mr, mo

ictuTh 20 Mr nepkaHiaMniny rigpoxaopuay i 20 mr enananpuiy maneary. Jls
l:epopa.nbnoro 3aCTOCYBAHHS.

14. Tlpenapat
[nopiBusiHHs, 1034,
crocib 3acTocyBaHHs,
crna ait

nHa TtabiieTka nipenapary, IO TPOJAEThCA HAa PHHKY Ta Mictute 20 Mmr
epkaHiauminy rigpoxaopuay (3aneain® 20 wmr), mwmoc onna Tabnerka
penapary, IO NMPOJAETBCA HA PHHKY Ta MicTuTh 20 Mr eHajanpuiy majieary
Kcaned® 20 mr). [Lis nepopajibHOro 3acToCyBaHHS.

15. CynyTHs Tepanis

abopoHeHO BHKOpHCTOBYBaTH Oyab-fKi nipemapatH (kpiM 3amicHoi Tepanii
TATEBUMM OPMOHAMHM, 3aMIiCHOT Teparlii ropMOHaMH LLMTOBUAHOT 3a103K Ta/abo
apauetamosiom | r/neds) nporsarom 14 QHiB, 32 BAHATKOM MOTYXHHX iHTiGiTOpiB
a/ab0 iHIYKTOpiB, TPHBANICTh 3aCTOCYBAaHHA AKMX CTaHOBMTH 21 1eHb 10
arU1aHOBAHO NEPLIOrO BBEICHHS IIperapary.

acTOCOBYBATH JIiKapchKi 3aco0u, 110 BiAMyCKalOTheA 3a perentoM abo 6e3 Hboro,
vio 3a00poHeHo, Noku cy(’ekTH OpanM y4acTh Yy JOCHIDKEHHI, 32 BHHATKOM
WNasiKiB, KoH e Oyno HeoOXiHO /Ui JiKyBaHHs HebaxkaHoro seuia abo y pasi
acTOCYBaHHA NMpenaparis U1 eKCTPeHoT Tepanii.

KIIO NMOTPibeH aHaIbreTHK, NepeBary HaaarTh napauetamony 1 r/aoby.

16. Kpurepii ominku
e(hekTUBHOCTI

€ 3aCTOCOBYETLCS 1S lochipKenHs BignocHol b1
HaTi3W eHaHTIOMEPIB JIEPKaHIAMMIHY, €HaNanpHIly Ta eHaJanpHiIaTy y 3pa3kax
aiMM NPOBOJMIM 3a JonoMorow nepesipeHux meroais PX-MC/MC. Ha
incraBi npodiniB KOHUEHTpalii y rmiasmi KpoBi Ta 4acy OLIHIOBAIH TakKi
apmakokineTnuHi napamerpu: Cmax, AUCt, AUCo, tmax, Az Ta t1/2 ana S- Ta
-NIepKaHIUMIHY, eHananpwily Ta eHazanpuaary. Cmax 1 AUCt ana S-
epKaHiquniHy,  eHamanpuiay —Ta  eHananpwiaty  OyaM  OCHOBHHMH
ApPMAKOKIHETHYHHMM MapaMeTpaMH.

17. Kpurepii oliHku
Gesrnexu

I:Icmimpnur BuHUKHeHHS Hebaxanmx sasuw (HS) rta 3min y nokasuukax
eQMYHOr0  OIJISAY, JKHTTEBO-BAXJIIMBMX  nokasuukax, EKI, kiiHiuHHX
labopaTopHUX AOCIIKEHHSAX.

18. CratucTHuHI
eTO/IH

CTaTHCTHYHHI aHai3 CKJIaJaBCs 3 NepesikiB iHAMBIAyalbHHX JaHHX Ta OMHCOBOT
CTATHCTHKH.

OnucoBy CTaTHCTHKY nposoauiy woao @K napamerpie KOXHOI pevMOBHHH, IO
[mianaetbes ananizy. Pesynbratw OynM npeicTaBieHi AK CepelHE 3HAYEHHS,
crangaptHe Biaxuienus (CB), koediwient Bapiauii (KB%), meniana, minimansHe
Ta MAKCHMAaJIbHE 3HAYEHHS TA CePe/IHE T€OMETPHUHE.

Jlucnepciiinuit anania Cmax, AUCt i AUCcoo npoBoawiM 3 BHKOPHCTaAHHSM
iiorapudmiuHO nepeTBopeHUx JaHuX. Mojess BpaxoBye edekTd s JiKyBaHHS,
[nepionmy, nocnimoBHOocTi Ta cyG’ekta B Mekax rmociaigoBHocti. Mexi
crangaprHoro 90% nosipuoro inrepsany () ans BigHocHuX BiamiHHOCTE#H
JTiKyBaHHSA MDK JIOCTIUKYBAaHHM rpenapaToM | Ta eTaJlOHHHM MpenapaToM Ta Mk
NOC/II/UKYBAaHHM TIpENapaToM 2 Ta €TaJOHHMM TpenapaTtoM po3paxoByBajd 3a
TOMOMOrOI0  CepeliHIX TeOMETPHYHHMX, OCHOBAHMX Ha JorapudmivHoMy
|nepeTBOpeHHI BHYTPIlIHBOIHAMBIAYaNbHHX cmiBBiaHOmeHs Cmax, AUCt Ta
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UCw0.

A tmax OTPUMYBa/M HenapameTpuyHy ouiHky Xo/mkeca-Jlemana pisuuui mMik
iKyBaHHSAMH pa3oM i3 BIANOBIAHMUM HenapameTpHYHHM JOBIPYMM iHTepBas

i1noBiHo 10 kputepis Tioki.

°18

TaTucTHYHI aHanisw Cmax ta AUCt ans S-nepkaHiunidy, eHalanpuiy Ta
CHaJanNpHIaTy BHUKOHYBAIM 3 MeTOK JoBecTH OioeksiBanentHicts (JII nns
criiBBiHOeHHs B Meskax 80%-125%).

19. lemorpadivni
OKa3HHUKH
10CIIIKYBaHOT
nomyasuii (crarsb, Bik,
Ipaca, TOLLO)

Pestome nemorpadiuHHuX XapakTepHCTHK:

Beporo

(N=24)
Bik (pokiB) Cepenne snauenns (CB) 52,8(4.7)
3pict (cm) Cepenne 3nauenns (CB) 172,4 (8,8)
Bara (kr) Cepeane 3nayenns (CB) 77,26 (10,5)
IMT (kr/m2) Cepeane 3nauenns (CB) 25,95 (2,45)
Crars — yonosiya n (%) 13 (54,2%)

KiHOYA n (%) 11 (45,8%)

€Bponeoiana paca n (%) 24 (100%)

20. PesynbraTH
e(heKTHBHOCTI

{He 3acTocoByeThCS 151 AOC/DKEHHA Gi0eKBIBAIEHTHOCTI

[Pe3toMe CTAaTHCTHYHMX AHAIZIB VIS JIEPKAHIIUTTIHY:

S-nepKaHiMmiH

R-nepkasianmnin

(93.36%, 128.18%)

(92,33%, 126,77%)

(93,03%, 127,51%)%

[Mapamerp Cnigsignowmenns  A/R| Cnispigsomenns  B/R| Cnispianowenns  A/R| Crnissianowmenns  B/R]
(90% 10 (90% 1) (90% 1) (90% 11N
AUCt 101,3% 104,69% 99,52% 104.,49%
(88,36%, 116,19%) (91,29%, 120,05%) (86,50%, 114,49%) (90,82%, 120,20%)
AUCwo 101,1% 104,47% 99,56% 104,46%
(88,31%, 115,76%) (91,24%, 119,60%) (86,71%, 114,29%) (90,98%, 119,92%)
Cmax 109,40% 108,19% 108,92% 108,52%

(92,69%, 127,04%)

A: Ipenapat A MiCTHTH AepKaHiAMNiHY riapoxaopua 20 Mr Ta eHananpuy manear 20 mr, cepia P516/167
B: INpenapar B micTuTs nepkadimunidy rizpoxnopua 20 Mr ta eHananpuny manear 20 mr, cepis P516/168
IR: npenapar nopiBHAHHA, JiepkaHiauniny rigpoxaopua 20 mr nmoc Tabnerka enananpuiy maneary 20 mr

[Cniegignomenns AUC (sx AUCt, Tak i AUCw) ans S- ta R-nepkanigumniny 6ynu

Onm3pkuMu 10 100% ans ofox mopiBHAHL (OCHi/DKyBaHA KOMMO3MLIS A y
OPIBHAHHI 3 KOMMO3HLIEIO TOPIBHAHHA Ta AOCHILKYBaHHA KOMMo3uuis B B

Eopisﬂmui 3 KoMnosuiiero nopisHgaug). 90% JII Oynu NoBHICTIO BKIKOYEHI B

nianazon OioeksiBaseHTHocTi Bia 80% mo 125%. Jlna Cmax croiBBiHOIIEHHS

Oyno 6auzbko 110% ans Beix nopisuaHb, a 90% JII He Gy/iH NOBHICTIO BKIIOYEHI
nianazon Bija 80% no 125%.

IICYMOK CTAaTHCTHYHHX TECTIB U1 CHAJIATIPHITY Ta CHAJIATPUIATY:

[TincyMOK cTaTUCTHYHHMX aHAJII3IB JUIS €HAJIANIPUITY Ta eHaNanpuiIaTy:

(94,77%, 112,62%)

(96,68%, 114,89%)

(91,56%, 104,58%)%

Enananpun Enananpunar
[Tapametp Cnispigomenns  A/R| Crissignomenns  B/Rf Cnisgignomenns  A/R| Cnisinnomenns  B/RY
(90% JII) (90% JID) (90% J11) (90% J1I)
AUCt 98,70% 104,29% 98,28% 102,78%
(93,00%, 104,74%) | (98,26%, 110,67%) | (93,36%, 103,44%) | (97,64%, 108,19%)
AUCxo 98,75% 103,33% 98,57% 102,53%
(93,12%, 104,71%) (97,34%. 109,68%) (93,67%, 103,71%) (97,52%, 107,79%)
Cmax 103,32% 105,40% 97.86% 104,24%

(97,53%, 111,40%)

bnineinﬂomenﬂs AUC (sx AUCt, Tak i AUCw) ta Cmax 118 eHananpwiy Ta
Hananpunary 6ynu Gausskumu a0 100% s 060X nopiBHAHB (A0CHiKyBaHa
OMMNO3HILIS A Yy NMOPIBHAHHI 3 KOMIO3MLIEK MOPIBHAHHA Ta JAOC/AIIKYBaHHA
omnosuiis B B mnopiBHAHHI 3 KoMnosuui€o nopieHaHHA). 90% JII Gyau

OBHICTIO BKJIIOYEH] B fiana3oH OioeksirasieHTHOCTI Big 80% no 125%.

21. PeayneraTtn
Oe3nexku

IHOpPa30Ba /103a iepKaHiuniHy rigpoxaopuay 20 Mr ta enananpwty maneary 20
r, npu3HadeHa vy Burasai dikcopanux kombdinauii (npenapar A ta B) abo y
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M1 BUTBHOT KOMOIHALIT (ripernapaT nopiBHAHHA), 106pe nepeHocHacs.
ibkicts HABJI 6yna oanakosoro uig Beix Tpeox npenapartis: 20,8% cy6’exTis
nosizomuu nipo 6 HABJI micas nikyeanus A, 25,0% cy6’ekrip nosijoMuin nzg
8 HABJI nicns nikysanus B ta 33.3% cy6’exrie nosinomunu npo 10 HABJI nic
nikyBaHHs rpenapartamu nopieHaHHsa. HaitGinewr uacto 3apeectpoanum HABJI
Oy/la BTOMa, AKY BiJ4yBaja OJHAKOBa KUIBKICTE cyO’eKkTIB micis npuiiomy
oxHoro npenaparty. Cepiio3Hux HebaxxaHHX ABHLL He OyJ10, 1 )KOJAHOrO y4acHHKa
r:le OyJ10 BUKITIOUEHO 3 J0CTiKeHHs Yepes HebaxKaHi ABULLA.
UlaGopartophi nokasHuku Oyiu repeBaKHO B Mexax HOpMH. €IuHi KIHIYHO
BHAYYIli BiAXWJIEHHA BiJl HOPMH, fKi CHOCTepiralucs MiJl 4ac CKPHHIHTY,
opMastizyBasiicsi abo BBaXKANMHCA KIIHIYHO HE3HAYHWMM [IiJl 4Yac MepeBipKH,
MKOHAHOI nepe/l MoYaTKoOM J103yBaHHs.
iAmoBiAHO 10 (apMaKOAMHAMIMHOTO e)eKTy CHOJIYK CIIOCTEPIraiocs 3HUKEHHS
HCTOJIIYHOrO Ta JAIiaCTONIYHOrO apTepiaibHOTO THCKY pa3oM i3 JIerKUM
OINBIIEHHAM YaCTOTH MyJIBCY.
[nrepriperanis EKI He nokaszana k1iHiYHO 3HAYYIIMX 3HAXIJIOK.

2. BucHOBOK
(3aKJTIOYEHHS )

WCTEMHHI1 BIUIMB eHaHTiOMepiB JiepkaHiauminy 3 ¢ikcoBanux kombinauiii (T)
yB noaibHum 10 sriuBy BiibHOT komOinauii (R). JI ans nopisusuus AUCt mixk
OC/IDKYBaHMM [1penapaToM Ta fpenapaToM MOpiBHAHHSA MOBHICTIO BKIIOYAINCH
B npuitHaTHHI nianason (80-125%) nns eHanTiomepi sepkaHiaumidy. Ilpore
max s 000X eHaHTioMepiB OyB BUILMM Ticis BBeAEHHs 000X NOCTIHKYBAHHX
ernaparis TNOPIBHAHO 3 eTaloHHOW Komnosuuicwo 3 90% J[II, aki Tpoxwm
epeBMLIYBAJIH JOMYCTHMHI [iana3oH: CIIBBIAHOWIEHHS Ckiajanu ONu3bKo
110%, a Il Tpoxu nepeBuilyBad BEpXHIO aonycTtumy mexy 125% (Bin 126,8%
no 128,2%).
CucTeMHHMI BIUTHB eHalnanpuiy Ta eHananpuaaty 3 ¢ikcoBaHux komGiHauiii Oys
BHOBY noaiOHMM 10 BrutuBy BiibHOT komOinauii. Il AUCt i Cmax 6yau noeHicTio
KJIIoveHi B aianazoH npuinaTHocTi (80-125%) ans enananpuny Ta eHaJanpuiaary
F;pu MOPIBHSAHHI TOCHIIPKYBAHHX Npenaparis 3 npenapataMu TOpiBHIHHS.
Hosi ¢ikcoBani komOiHanii JaepkaHimuniny rigpoxmopuay 20 Mr mmoc
eHananpwty Maneaty 20 mr He Oy/nM TMOBHICTIO OiOGKBIBAJIEHTHHMH BibHHM
P(OMGiHauiHM npenapatiB y ¢opmi tabnerok, 1mo npoparoTees Ha puHKy. OaHak
s o6ox enanriomepis Cmax Oyno Oiausekum 1o GiloekBiBaJeHTHOCTI,
€3BAKAIOYN HA HEBEIIHKY BUOIpPKY.
OO6uapi mocnimpkysani komOinalii Oynu Gesnevynumu Ta a00pe NepeHOCHIIHCA.
Kinbkicte cy0’ektiB, #ki nopimomunu npo HIABJI, Oyna nonibuowo s
ocipKyBaHUX KoMOiHaLii Ta KoMOIHALIT MOPIBHIHHS.
Bianosiano no dapmakoauHaMiyHoro edexTy NepkaHiiumiHy Ta eHanarnpuiy,
Mmicas BCIX TPbOX KYPCIB JiKYBaHHS CHOCTEPIranocs 3HMKEHHS CHCTOJIYHOIO Ta
1iaCTONIIYHOrO apTepialbHOrO THCKY.
BinpmicTs naGoparopuux nokasuukis Ta EKI™ 6ynu B Hopwmi. JKomHux kiainiuno
BHAYYIIHX BiIXWIEHb MiC/Is BBEICHHS JO3W BUSBIEHO He OyIo.

BasBHHK (BIIACHHK
eecTpauiiHoro
OCBITUEHHS )

nionuc/
(Tmianmc)

(I11B)

{Hopaodok 3sminerno nosum [Jooamrom 30 sionosiono oo Haxazy MO3 Vipainu Ne 1528 gio 27.06.2019)




