Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)

01581-4500

Current MAH details:

AstraZeneca AB

SE-151 85 Stdertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Pharmaceutical Production
Sédertélje

Sweden

Current manufacturer details:

—————————————

registration was
conducted or
planned to be
conducted

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

5. Full title of

the clinical trial,
code number of
the clinical trial

A 52-week open-label safety and efficacy study of budesonide (Pulmicort®) nebulising
suspension compared to conventional asthma therapy in children aged between 4 and
8 years with asthma, Study 04-3072B.

6. Clinical trial
phase

11

7. Clinical trial
time frame

From August 1995 through November 1997
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8. Countries USA

where the

clinical trial was

conducted

9. Number of Planned:120
subjects Actual: 91

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to assess the long-term safety of the lowest individual
maintenance dose of budesonide nebulising suspension when administered for a period of
up to 1 year as compared with conventional asthma therapy in paediatric asthmatic patients
aged between 4 and 8 years.

11. Clinical trial
design

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

product, method
of
administration,
strength

12. Key Paediatric asthmatic patients who successfully completed the 12-week, double-blind
inclusion treatment phase of Study 04-3072, or who discontinued from the double-blind treatment
criteria phase because of the need for oral glucocorticosteroids (GCS) for worsening asthma.

13. Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered via a Pari
Investigational LC-Jet Plus nebuliser connected to a Pari Master compressor (Pari Respiratory Equipment,
medicinal Inc., Richmond, Virginia, USA) with a mouthpiece.

Doses started at 0.5 mg twice daily (BID) with attempts made at every visit to reduce the
dose to 0.25 mg BID, followed by 0.25 mg once daily in the morning, followed by 0.25 mg
every other day in the morning, followed by no budesonide treatment, per the judgment of
the investigator. The maximum budesonide nebulising suspension dose allowed was

1.0 mg BID.

14. Comparator,
dose, method of
administration,
strength

Conventional asthma therapy (including inhaled GCS, p2-agonists, methylxanthines and
nonsteroidal anti-inflammatory agents) as judged by the investigator.

15. Concomitant
therapy

The following medications were allowed during the open-label phase of the study with the

appropriate restrictions (eg, prior to pulmonary function tests):

e  Asthma medications: patients randomised to conventional asthma therapy could have
been treated with inhaled GCS, short-acting f2-agonists, methylxanthines and/or
nonsteroidal anti-inflammatory agents (eg, cromolyn sodium), as judged by the
investigator.

o  Oral corticosteroids: intermittent courses of oral prednisone were allowed for the
control of asthma exacerbations, as judged by the investigator.

Other medications considered necessary for the patient’s welfare were permitted at the

discretion of the investigator.

16. Efficacy
endpoints

Although this was primarily a safety study, efficacy variables included:

e Mean changes from baseline in night-time and daytime asthma symptom scores over
the 52-week treatment phase.

o Patient discontinuations (including the proportion of patients who discontinued from
the study for any reason and the proportion of patients who discontinued from the
study due to worsening asthma).

e  The proportion of patients who took oral prednisone.
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e  The average daily amount of prednisone used for asthma deteriorations.
e The number of days breakthrough (bronchodilator) medication was used.

e  Spirometry test variables (forced expiratory volume in 1 second [FEV1], forced
expiratory flow during the middle half of the forced vital capacity [FEF2s.75%] and
forced vital capacity [FVC]) performed at the clinic visits.

e  DPeak expiratory flow (PEF) measured daily in the moming and evening.

17. Safety The safety variables assessed were:

endpoints e  Reported adverse events (AEs).

¢  Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisols (hypothalamic pituitary adrenal [HPA]-axis function) in a subset of
patients.

e Changes in physical examinations (including growth measured via stadiometry), vital
signs and clinical laboratory tests (including oropharyngeal and nasal fungal
cultures).

e  Changes in skeletal age.

18. Statistical Descriptive statistics with 95% confidence intervals for means within treatment groups. A
methods Kaplan-Meier plot was used to compare differences in patient discontinuation from the
study therapy. The incidences of clinical AEs were adjusted for length of time in the study
using a proportional hazards model. Analysis of variance was used for
post-ACTH-stimulation effects on plasma cortisol. Growth velocity was estimated using
least square estimates of linear regression line slopes.

19. A total of 91 patients were randomised into the study: 61 patients to budesonide nebulising
Demographic suspension and 30 patients to conventional asthma therapy. Males comprised 62.6% of the
data of the study | randomised patients; 84.6% of the patients were Caucasian, 12.1% were Black and 3.3%
population (sex, | were Hispanic. The mean standard deviation (SD) age, weight and height at

age, race, etc.) randomisation were 832 + 15.0 months, 58.1 = 15.9 pounds (26.3 +7.2 kg) and

123.7 £ 10.3 cm, respectively. The mean * SD night-time and daytime asthma symptom
scores at randomisation were 0.70 + 0.60 and 0.78 + 0.59, respectively. The mean SD
morning and evening PEF values at randomisation were 182.9 + 56.9 and

185.8 + 58.3 L/minute, respectively, and the mean + SD FEV at randomisation was

1.28 + 0.37 L (85.85 £ 19.37% predicted FEV)).

20. Efficacy The proportion of patients who discontinued from the study in the conventional asthma
outcomes therapy group was the same as in the budesonide nebulising suspension group (ie, 13% for
both treatment groups). The Kaplan-Meier estimate of the time to discontinuation from the
study therapy showed that the discontinuation rates were similar between both treatment
groups (p = 0.676, log-rank test). No patients discontinued from the study due to
worsening of asthma. The mean + SD and median number of days on study therapy for the
patients on conventional asthma therapy were 322 + 125 and 365 days, respectively, and
were 347 £ 70 and 364 days, respectively, for patients on budesonide. Over the course of
the study, the mean total daily dose of budesonide nebulising suspension ranged from 0.88
to 1.00 mg and the median daily dose ranged from 0.8 to 1.0 mg.

Results for the night-time and daytime asthma symptom scores, and the use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment groups.
The percentage of patients requiring oral prednisone for asthma was lower in the
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budesonide group compared with the conventional asthma therapy group (56 versus 63%,
respectively), as was the mean daily amount used (0.65 versus 1.40 mg, respectively).

Table 1. hean chanre from baseline (last 14 days of double-blind) to the last obsen-ation in open-label for
nishmima and dsytime ssthma symptem scores and use of oral prednicons.

Open-Label Therapy
Variable Copventional 4sthma Budesonide Nebuliring
Therapy Snspension
(n=30) (=61}
Asthma Sympiom Score:
Mean Change from Baseling
Nighmimea (95% CT) -0.02 (-0.27,023) -0.0Y (-0.19,0.13)
Daytime (§5% CT) 0.04 (-0.30,0.21) -0.03 (-0.21, 0.149)
Prednisone Use:
Murber (%5) of Patenis that Used Oral
Prednisone Duzing the Study: 19 (63%) 34 (58%%)
Average Totzl Daily Amount Usad (mg):
Mean=SD 140=271 0.65=0.03
Median 032 026

Both treatment groups showed similar improvements in morning and evening PEF, FEV,
FVC and corresponding FEF2s5.75%.

21. Safety
outcomes

There were no deaths reported during this study. A total of 9 serious AEs (SAEs) occurred
in § patients during the open-label treatment phase (5 SAEs [10% of patients] in the
conventional asthma therapy group; 4 SAEs [8% of patients] in the budesonide group).
One budesonide-treated patient was discontinued from the open-label treatment phase due
to an AE of hyperkinesia, which was judged by the investigator to be of possible
relationship to study treatment, and from which the patient recovered. After adjusting for
length of time in the study there were no clinically relevant differences in the type,
incidence or severity of AEs between treatment groups. There were no clinically relevant
differences between treatment groups in vital signs, physical examination outcomes and
patients with clinically significant changes in nasal or oral fungal cultures.

The number of patients assessed for plasma cortisol levels was small: 14 patients in the
budesonide group and § patients in the conventional asthma therapy group. Therefore,
these results must be interpreted with caution. Assessments to determine the possible
effects of study treatment on basal and post-ACTH-stimulated plasma cortisol levels
showed no significant differences between the 2 treatment groups forup to 1 year.
Furthermore, there was no evidence of HPA-axis suppression in patients treated with
budesonide nebulising suspension (Table 2).

Table 3. Adjusted mean changes in ACTH-simubared cortisel Jevels from baselina (adjusted for center
efact).

Open-Label Therapy
Canventional Asthma  Budesouide Nebnlizing p-valge®
Therapy Suspension
(n=8) (z=14)
All Patients -115.0 -54.2 0772

» Budesonide nebulizing suspansion vs. conventional asthma therapy.

Assessments to determine the possible effects of study treatment on body length/height
(stadiometry) were performed only for patients who completed the 12-month treatment
period. The mean measured growths over | year (Week 0 to Week 52) were similar in both
treatment groups for all patients and stratified by gender at each visit. There were no
statistically significant differences in the estimated growth velocities between treatment
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groups either for all patients (p = 0.155; Table 3) or when stratified by gender (males:
p = 0.903; females: p = 0.216).

Table 3. Mean measared growth velocity {om/yr) over age year (Weeks 0 to §2) for patients completing one
vzar of opan-lzbal treatment.

Open-Label Therapy o Mean Measured Growth Velocity
{emivr)
All Patients Budesonide Nebulizing Suspension 7 5.68=1.71
Conventional Asthma Thesapy 23 4.97=2.00

Assessments to determine the possible effects of study treatment on skeletal growth
(determined by external and internal [medullary cavity] diameters, and the cortical
thickness of the mid-shaft of the second metacarpal from left hand-wrist x-rays) showed no
significant differences between treatment groups in the mean differences between observed
skeletal age and chronological age over 1 year for patients who completed 1 year of open-
label treatment for all patients or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in titrated dose ranges of

(findings) 0.25 mg every other day to 1.0 mg BID over 1 year was safe and well-tolerated for the
treatment of persistent asthma in children aged between 4 and § years. Furthermore, there
were no statistically significant differences between treatment groups on growth or
HPA-axis function.

Applicant DocuSigned by:

(Marketing : M

Authorisation j akiwmay

G70B4FE53B28405...

Holder)

Dr Jayakumar Gurunathan

(full name)
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TMepexitan 3 aHMTiiCEKOI MOBH Ha YKpaiHCBKY MOBY

3BiT mpo KJIiHiYHE BUIPOOYBaHHS

1. HasBa
JiKapchKoro 3acoly
(3a HagBHOCTI —
HOMeEp
peecTpatiiiHoro
MOCBiqUeHH)

Byneconix Actpa3eHeka (MiKHapoaHa HENATEHTOBaHA Ha3Ba — OynecoHin)

2. 3asgBHUK

Hoxnanua indopmaiis npo BIACHUKA PEECTPANIHOIO nocpiguennsn (MAH) v 3BiTi mpo
gniniune gocaimkenus (3KJ1):

Actpa CIIA, Ink (Astra USA, Inc)

50 Oric Crpir

VecrGopo, mrat Maccauycerc

Cnonyueni llItatu AMepuxu (CIIIA)

01581-4500 (50 Otis Street, Westborough, Massachusetts, United States of America (USA),
01581-4500)

[oTouna aoknanna indopmauis npo MAH:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Comepran’e
IIBenis (SE-151 85 Sodertilje, Sweden)

3. BupoOHuk

Hoxnanua indopmaiis npo BHPOOGHUKA B IKJL:

Actpa ®apmacsrotikan [TpogakmH (Astra Pharmaceutical Production)
Copepran’e
IIBenis

[loTouna foknanua indopmManis Npo BHPOOHUKA:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Coneptan’e
IIsewis (SE-151 85 Sodertilje, Sweden)

4. TlpoBeneHi
IOCTiIKEHHA:

Tak

1) THI NiKapCHKOTO
3aco0y, 3a AKUM
npoBomiacs abo
IUIAHY€ETBCSA

peecTpauis

JlikapchkHuii 3aci6 3a MOBHMM IOCHE (ABTOHOMHE IOCHE)

5. IloBHa Ha3Ba
KIIIHIYHOTO
BUIIPOOYBAHH,
KOJIOBaHHH HOMEDP
KITiHIYHOTO
BUNPOOYBaHHA

52-TwXHeBe BiAKpHTe JOCTiUKEHHA BHBYCHHS 6€3me4HOCTi Ta eeKTHBHOCTi 3aCTOCYBaHHA
6yneconiny (ITynemikopT®), cycnensii i HeOynansepa, y NOpiBHAHHI 3 TPaIUIIHHOWE
Tepaiiero acTMH B AiTeil, XBOPHX Ha aCTMY, BIKOM Bia 4 mo 8 pokis, nocmimkenna 04-3072B.

6. ®aza kai”igHOTO
BUNIPOOYyBaAHHA

III

7. Mepioxn
MpOBEAEHHA
KIiHI9HOTO
BHMPOOYBaHHA

3 cepnust 1995 p. no nucronan 1997 p.

KOH®IJEHLIMHA IHOOPMALILA,

1[0 € BJIACHICTIO KOMITAHII

135




8. Kpaiuny, ne CLIA

POBOIUIOCS

KIiHIYHE

BHIPOOYBAaHHA

9. KinpkicTb 3amuianoBaHa: 120

HOCTiKYBaHHX PakrnyHa: 91

10. Meta Ta L{iti IHOTO IOCITi KEHHS TIOJIATIH B OLIHIi 6€3NeYHOCT] TPHBAIOr0 3aCTOCYBAHHA HalHIKIOT
BTOPHUHHI I iHMBiKyaIbHOI MiATPUMYBAIBHOT K031 GyaecoHimy, cycnensil i1 HeGyaiisepa, mpyu
KITiHIYHOTO 3aCTOCYBaHHI MIPOTATOM Mepiofy A0 1 poxy B MOPIBHAHHI 3 TPAAULIIHOO Tepamielo aCTMH B
BUINPOOYBaHHA miTel, XBOPUX Ha acTMy, BikoM Bizl 4 j10 8 pokiB.

11. Ju3aitn BaraToleHTpoBe, PaHAOMI30BaHE, BiIKPHTE, KOHTPOILOBAHE 33 AKTHBHUM MPENapaToM
KTiHITHOTO JOCITiIKeHH A, [0 IPOBOJUIOCS B NAPATEIBHUX Ipymax

BUNPOOYBaHHs _

12. OcHoBHi JliTy, XBOpi Ha acT™Y, SIKi YCIINIHO 3aBepIIwiy a3y 12-TIKHEBOTO niKyBaHHS B HOABifHOMY
KpuTepil ciinoMy pexumi fociifkeHHa 04-3072 abo NPUIMHIIN Y9acTh y da3i nikyBaHHBA B
BKITIOYEHHA TIO/IBifHOMY CIIiNOMY pexuMi uepes noTpeby npuiAoMy nepopanbHAX [FOKOKOPTHKOCTEPOINiB

(TKC) ans mikyBaHHS NMOTipIieHHs nepebiry acTMU.

13. JocnimKyBaHuii
nikapceKuif 3acib,
croci6
3aCTOCYBaHHA, CHIa
aii

Bymeconin (0,125, 0,25 Ta 0,5 Mr/mu), cycriensito A HeGyafizepa, BBOLWIHA Yepes
HeOymaiizep Pari LC-Jet Plus, nix’enxaHuit 1o koMnpecopa Pari Master (ITapi PecripaTopi
Exsimment, Iuk. (Pari Respiratory Equipment, Inc.), PiumMoHz, mTar Bipmxkunis, CIIIA) i3
3ary0HHUKOM. -
03w modmHaHCA 3 0,5 Mr AiBa pasy Ha 106y (2 p/n) 31 cnpobamu 3MEHIIATH 103y mig gac
KOXHOro Bi3uTy 0 0,25 Mr 2 p/a, faii no 0,25 MT OIuH pa3 Ha J0Gy BpaHj, a notiM 0,25 Mr
yepe3 JIeHb BPaHLli, 3 MOJAIBIINM PUNMHEHHAM JIKyBaHHS 6ynecoHiIOM 3a PillleHHAM
Noc/iTHIKa. MakcuMaibHa 03B0JIeHa fo3a GyaecoHimy, cycnensil uis HeOynaiisepa,
CTaHOBHJIA

1,0 mr 2 p/n.

14. Ilpenapat
HOpPiBHAHHA, 1034,
croci6
3aCTOCYBaHHJ, CHIa
if

TpanuuiitHa Tepanis actmu (30kpeMa inransauiiiai I'KC, B.-aroHicTH, METHIKCAHTHHHU Ta
HecTepoilHi MpoTH3aNaIbHi Mpenapary) 3a PillleHHAM JOCITiTHUKA. -

15. CymyTHs
Teparis

ITin yac BinkpuToi ¢asu JOCiKEHHS JO3BOIIOCA 3aCTOCYBAHHA TakHX niKapchKuX 3aco0iB
i3 BignoBigHUMH OOMEXECHHAMM:

. Ipenapatu [1s JiKyBaHHA aCTMH: NIALEHTH, paHIoMizoBaHi A0 IPYIH 3aCTOCYBAaHHA
TpamuuiiiHoi Teparnii acTMH, MOIJIH OTPHMYBATH JIIKYBAHHA imramsuiinnvu FKC,
B2-aroHicTaMH KOPOTKO] i, METHIKCAHTUHAMH Ta/ab0 HEeCTepOiIHUMHU )
MpOTH3aNaNbHAMH NpenaparaMu (HampHK/aj, HaTpio KPOMOIUTIKAT) 3a pilleHHAM
IOCITiTHVKA.

: TlepopasibHi KOPTHKOCTEPOIAH: 3a PillEHHAM [OCIIIHAKA IO3BOTAIACA MOBTOPIOBaHI
KypCH [EpOPAIBHOTO HPEHi30HY /UL KOHTPOJIO 3ar0CTPEHb aCTMH.

JlosBoysuTHcs iHmi JTiKapchKi 3aco0H, AKi BBaXaITHCA HEOOXI THUMH [ 6J1aronoIya4s

nalicHTa, Ha po3cy AOCTiAHHAKA.

16. Kpurepii oLinku
eexTUBHOCTI

Xoua 1e 610 HacaMIIepes AOCHiIKeH A Ge3neku, 3MiHHI e(EKTHBHOCT] BRIIOYANM: -
. CepenHi 3Ha4eHH OIiHKH CUMIITOMIB aCTMH BHOYI Ta BJCHD Y MOPiBHAHHI 3 BUXiIHUM
piBHeM micns Gasu 52-THKHEBOTO JiKyBaHH.

. TIpUNHMHEHHS TIALiEHTaMH y4acTi B IOCTiUKeHHI (30KpeMa JacTka MALieHTIB, AKa
NpPHIKHKIA YIacTh Y JOCHiKerHi 3 Oyab-K0i IPUHHHH Ta JacTKa IAalieHTIB, 1Ka

KOH®IIEHIIIMHA THOOPMAILLA,

11O € BJIACHICTIO KOMITAHII
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IPUNHEHIIA YIacTh y AOCIIDKEHH] uepes Noripienns nepediry acTMH).

. YacTKa [ALi€HTiB, AKa IpuiiMana nepopatbHHi NpeAHi30H.

. CepenHbon060Ba KiIbKiCTh NPEAHI30HY, IO 3aCTOCOBYBAIACS AL JIIKYBaHHA
MOTIipLICHHS Nepebiry acTMH.

. KinpKicTh 3aCTOCYBaHHS MPHHIKMIIOBO HOBOTO (GPOHXOAMAATATOP) TIKapCHKOTO 3aco0y.

e CripoMeTpydHe T0CHiIKEHH 3MIHHHX edeKTUBHOCTI (06’ eMy GOpCOBAHOTO BUAMXY 32
1 cexynny [O®B1], mikoBoi WBHAKOCTI BHAKXY Bill Cepe/iHBOT NONOBUHA (opcoBaHOT
XUTTEBOT eMHOCTI ereHs [[T11IBs.75%] Ta GopcoBaHOT KHTTEBOI EMHOCTI JIETeHDb
[@XKEJT]) npoBoAMIOCA i Bi3UTIB 10 KIiHIKA.

. IikoBy mBHaKicTh BuAKXy ([111IB) BUMipIoBaTH MOACHHO BpaHLi T2 BBeyepi.

17. Kpurepil oliHku
Oe3nexu

OuiHIOBaHUMH 3MIHHHMH 0e3MeTHOCTi Oy u:

. Tosinomieri He6axani seumua (H). it

. Ba3alpHuit piBeHb BpaHIli Ta CTUMY/IbOBaHUH aIpEeHOKOPTHKOTPOIHMM IOpMOHOM
(AKTT) piBeHb KOPTH30ITY B IU1a3Mi KpoBi (GyHKLiA
rinoTanamo-rinogizapro-axpenanosoi [[TA] pici) y miarpyni naujeHris.

. 3MiHy npH Gi3HKATEHEX 0GCTEXEHHIX (30KpEMa POCTY, AKHH BUMIPIOETECA 33

JOTIOMOTOIO CTAiOMETPii), OCHOBHHX (hi3i0NOriYHMX IIOKA3HUKIB Ta
KITiHiKO-na6opaTopHUX aHami3iB (30kpemMa 0podapHHIeaNbHUX Ta Ha3aIbHUX rpuOKOBHX

KYJBTYP).
. 3MiHH KICTKOBOTO BiKY.

18. CratucTH4Hi
METOIU

Jina cepenHix 3HAYEHb Y MeXkaX IPYM JIiKyBaHHS BUKOPUCTOBYBAIIH OIHCOBY CTATHCTHKY 3
95% noBipunmy iHTepBasamMy. [ MOPiBHAHHA Pi3HALI B TIpUITMHEHH] IpuioMy
JOCIiIKyBaHOTO JTiKyBaHHA NallicHTaMH BUKOPHCTOBYBAIIH rpadix Kamnana-Meliepa. Hactora
xiiniaaux HS 6yna ckopurosasa Ha TPHBATICTb y4acTi B IOCIiIKEeHH] 3 BHKOPUCTAHHAM
MoJieJli IpONOpLifiHIX PU3KKiB. 11 BUSHAYECHHS CTHMYIbOBaHOTO AKTT piBHA KOPTH30ITY B
[UTa3Mi KpOBi BUKOPHCTOBYBANH AUCTIEPCiliHmii aHAII3. 1HBHAKICTE POCTY OIiHIOBAIH 3
BHKOPHCTaHHSAM OLHOK, 3[iiCHEHHX METOIOM HalMEHIIMX KBajpartiB, TAHICHCA KyTa HAXMITY
niHiiHOT perpecii.

19. lemorpadiuni
TIOKa3HUKH
JOOCIiKyBaHOI
nomynauii (cTats,
BiK, paca TOIIO)

Vchoro B ZOCHILKEHEs G0 panaomizoBaHo 91 mamienTa: 61 nauieHTa 10 rpynu
3acTOCYBaHHA OyecoHiy, cycnensii i neGynaiizepa a 30 HalieHTiB 10 rpymnd
3aCTOCYBaHHA TPaAMUiKHOT Tepanii acTMu. Y0IOBIKY CTaHOBUIIA 62,6% paHIOoMi30BaHUX
nanieHTie; 84,6% Nalli€HTIB HaNeXalH 0 €BporeoinHoi pacy, 12,1% [AIU€EHTIB K0 HErPOiAHOL
pacH, a 3,3% MNanieHTiB Ma JaTHHOAMEPHUKAHCHKE IOXOKCHH. CepenHe 3HAYCHHA +
cranaapTHe BigxwieHns (CB) Biky, Baru Ta pocTy Ha MOMEHT paHpoMizanii craHosuio 83,2 +
15,0 micsma, 58,1 + 15,9 dynTis (26,3 = 7,2 kr) T2 123,7 + 10,3 cm, Bigmosigxo. CepenHe
3HaueHHs + CB OIiHKY CHMIITOMIB aCTMH BHOYi T BIAEHb Ha MOMEHT PaHIOMI3aLlil CTaHOBHIIO
0,70 = 0,60 i 0,78 =+ 0,59, BixnosiaHo. Cepemni 3nauenns 1B + CB BpaHIli Ta BBeIEpi HA
MOMEHT paHioMizawii cranoBwin 182,9 + 56,9 Ta 185,8 = 58,3 1/x8, BiANOBiIHO, @ CEpEHE
3HauenHs O®B; cranosmwro 1,28 £ 0,37 1(85,85 + 19,37% nporHo30BaHOr0 3Ha4EHHA O®DB,).

20. Pesynsratu
eeKTHBHOCTI

YacTKa NAi€HTIB, SKA MPHITMHIIA YYacTh y JOCIIUKEHH, y rPYI 3aCTOCYBaHHS TpaguuiiiHoi
Tepamii acTMK GyJ1a TaKOIO CaMOIO SIK Y TPy 3aCTOCYBAHHA 6ynecoHiny, cycnieHsii s
HeGynatizepa (To6T0 13% it 0GOX rpym JikyBaHHs:). Po3paxyHOK qacy 10 NPUIUHCHHA
IOCIiKYBaHOTO JiKyBaHHS MeTonioM Kamnana-Meliepa n1oka3as, 110 IOKa3HUKH HaCTOTH
TpUITMHEHHS y4acTi B JOCIiKeHH] 6y noAi6Hi B 06ox rpynax nikysanes (p = 0, 676,
JNor-paHroBuit kpuTepiit). JKozeH i3 nanieHTis He NPUMMHUB y4acTh y JOCIIIKEHH] 1epe3
noripiienns nepe6iry actmu. Cepenne 3Hadents = CB Ta MeiaHa KiTeKOCTi JIHiB npHioMy
HOCIi/KYBAHOTO JiKyBaHHA 1A NALHEHTIB IPYIH 3aCTOCYBaHHA TpanuuiifHoi Tepanii acTMu
cTaHoBIIM 322 + 125 Ta 365 OHIB, BiANOBiAHO, a TaKOXK cTaHOBUMH 347 + 70 Ta 364 mui,

KOH®IIEHLITHHA IHOOPMALLIA,
1110 € BJIACHICTIO KOMITAHII 335 .




BifMOBiNHO, 114 ManieHTiB, AKi oTpuMyBanu GyaecoHin. IIpoTAroM AOCTiIKeHHA cepeH
3aranbHa 10GoBa qo3a GymecoHimy, cycrensii ;i HeGynaiisepa, cranopuna Bin 0,88 no

1,00 mr, a Mefiana noGoBoi no3u — Bin 0,8 mo 1,0 mr.

Pe3ynsTaTH OLiHKM CHMIITOMIB aCTMH BHOYi Ta BAEHB, @ TAKOX 3aCTOCYBAHHA MEPOPATLHOrO
npenHi30Hy HaBezeHi B Tabmuui 1. CepenHi 3MiHU JaHMX OCTaHHBOTO CIIOCTEPEKEHHA B
TOpiBHAHHI 3 BUXiTHUM piBHEM /U1 OLIHKH CUMIITOMIB aCTMH GyJIM CXOXKHMH Y 2 Tpynax
JIKYBaHHA.

BigcoToOK mani€eHTiB, sKi MOTpe6yBalH 3aCTOCYBaHHA EPOPATLHOrO NMPEHI30HY A
JniKyBaHHSA acTMH, GyB MEHIIUM Y IpyIli 3aCTOCYBAHHA OyNECOHiy, CycHeHsii i
HeGyaii3epa, y MOpiBHAHHI 3 [PYIIOIO 3aCTOCYBaHHA TPaIMUiNHHOI Tepartil acTMH 56y
nopiBHAHHI 3 63%, BiAMOBiAHO), AK i cepenHs A0Gopa KimbkicTs (0,65 y mopiBrAHHi 3 1,40 mr,
BiZNIOBiAHO).

Ta6uus 1. Cepenua 3mina Biji BuxiaHoro pisHs (0cTaHHi 14 iHiB NlikyBaHHs B NOABiAHOMY CIIIOMY PEXKUNI)
y TOpiBHAHHI 3 JAHMMH OCTAHHBOTO CIIOCTEPEKEHHS TiKyBAHHS Y BIAKPUTOMY peXKaMi U1 OL[IHKI CHMIITOMIB aCTMK
BHOYI TA BJIGHE, A TAKOMK 3ACTOCYBAHHA NEPOPATLHOTO NPEAHIZOHY
Jlikypauus y BiakpuromMy pemumi
IMiHHa Tpaauuitina Tepanisn Byaeconin, cycnensis ais
ACTMH HeOynaitsepa
(n=30) (n=61)
OuiHKa CUMITOMIB 8CTMH
Cepenns 3MiHa Bill BAXiAHOro piBHA
Broui (95% 1) -0,02 (-0,27; 0,23) -0,02 (-0,19; 0,15)
Baens (95% [II) -0,04 (-0,30; 0,21) -0,03 (-0,21; 0,14)
3acTocyBaHHS NPEAHI3OHY B
Kinskicts (%) mauieHTis, AKi 3aCTOCOBYBAIH
MpeAHI30H Mg 9ac AOCIiHKEHH: 19 (63%) 34 (56%)
Cepeanboa060Ba KiNBKiCTh 3aCTOCYBaHHA (ML):
Cepeniic 3Ha4eHHACB 1,40£2,71 0,65+0,93
Memniana 0,52 0,26

B 060X rpynax JiKyBaHHs crioctepiranucsa noxi6ui noxpamenns I111B, ODB;, OXKEI Ta
BinnosigHi FEF2s.75% BpaH1li Ta BBEUYEpi.

21. PesynsTatu
Ge3neku

TIpo BHNAIKH JIETABHOTO Pe3yNbTaTy B IIbOMY JOCIi/DKEHH] HE HOBifoMIIsIIOCs. 3araoM mig
yac (a3 BiIKpUTOro JikyBaHHs BUHUKIO 9 cepiiosrux HS (CHA) y 8 nargientis (5 CHZ [10%
nauieHTiB] y rpymi 3acTocyBaHHs TpaauLiiiHoi Tepamii actmu; 4 CHIL [8% nalieHTis] y rpymi
3acTocyBaHHs GynecoHiny). OHOTo Maui€HTa, KU OTpUMYBaB OymecoHin, 6yn0 BUKIIOYEHO
3 a3y BigkpuToro nikysanHa gepe3 HA rinepxinesii, jke, 3a OLIIHKOIO JOCIiIHNKA, MOTJIO
MATH 3B’S30K i3 ZOC/IKYBAHHM JKyBaHHAM; [IALi€HT OyXap Bin uporo ssuima. Ilics
BHECEHHA [IOTPABKY Ha TPHBAIICTb Y4acTi B JOCHIDKEHHI, KIiHITHO 3HATYIIHX BiIMIHHOCTEH Y
T, YacToti a6o cTyneni TsxkocTi HS Mik rpynaMu JlikyBaHHS He BiIMIi4alIocs. Kninigao
3HAYYIIEX BiAMiHHOCTE! MK rpymaMH JIikyBaHHS 3 ONJLATY Ha OCHOBHI ¢izionoriuni
TOKA3HUKH, Pe3yTbTaTH (i3sukaIbHOro 06CTeXEHHs He CIIOCTepiranocs; NarienTiB i3 KITiHIYHO
3HAUYIIMMH 3MiHaM# IPUGKOBHX KYJIBTYp HOCOBOI 60 pOTOBOT NOPOKHUHM HE 6yno.

KinbKiCTh TAI€HTIB, y SKMX OMIHIOBAH piBeHb KOPTH30IY B ITa3Mi, Gyna HeBenuKoro: 14
TaLi€HTIB Y IPyII 3acTOCYBaHHA Gy/ECOHITY Ta 8 MALIEHTIB y IPYIIi 3aCTOCYBAHHA
Tpanuuilinoi Tepanii actmu. Tomy ui pe3yibTaTi Heo6XimHO iHTeprpeTyBaTH 3 00EPEKHICTIO.
OL{HKY /1 BU3HAYEHHA MOK/IMBOTO BIUIMBY JIOCII/KYBAHOTO JIiKyBaHHs Ha 0asallbHi piBHi Ta
cTumysoBati AKTT piBHi KopTH301Ty B IUIa3Mi KpOBi 3HaYHHX BIIMIHHOCTEM MiX 2 TpynamMu
niKyBaHHS 3a nepion o 1 poky He BusBwid. Kpim TOro, o3Hak npurdivenns I'TA Bici B
TaLienTiB, AKi OTPUMYBAIH JTiKyBaHHs: GyACCOHIIOM, CycTieHsieio it Hebynaiisepa, HE™
cnoctepiranocs (Tabmumsa 2).
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Ta6nuua 2. CKopHroBaHi cepei 3minn crumynsoanux AKTI piBHiB KOPTH307Y Bl BUXiZHOTO PiBHA
(3 MONpPABKOK HA LUEHTPAILHIH ediexT).
JlikyBaHna y BiaKpHTOMY pexkuMi

Tpaauuiiina Tepanin  Byneconia, cycnensia ana p-3HaYeHHA*
ACTMH Hebyaaiizepa
(n=8) (n=14)
Vel nauiesTn -115,0 -96.2 0,772

* BacTocyBaHHs GyaecoHizy, cycnemsil 1s HeGynaiisepa, y MOpiBHAHHI 3 TPAIHLIAHOO Tepani€lo aCTMHM.

OuiHKY U1 BU3HAYEHH MOXJIMBOTO BIUTHBY AOC/IUKYBaHOTO JIiKyBaHHS Ha JJOBXHHY/3picT
Tilta (CTAiOMeTpis) IPOBOMMITHCS JIHIIIE IS TIAL€HTIB, AKi 3aBepIIWy 12-Micaarmit nepion
nikyBauHsA. CepeHi 3HAYSHHS BUMIPSHOTO 30UIBIIEHHA POCTy IpoTsaroM 1 poky (3 TikHs 0 10
TIKHS 52) Gyima moiGHIMu B 060X rpynax JiKyBaHHS JUIA BCIX MallieHTiB Ta cTpaTHikoBaHi
3a CTATTIO IiJ 4ac KOXHOTO Bi3WTY.

CTaTHCTMYHO 3HAYYIIHUX BiMIHHOCTE} B ONiHKAX IIBHAKOCT] POCTY MiX IpyNaMu JIiKyBaHH:
11 Beix mamienTis (p = 0,155; Tabmuus 3) a6o B Mexax cTpatdikamii 3a cTaTTIO (40NIOBIKH:
p = 0,903; xiuku: p = 0,216) He 6yno.

Ta6muus 3. CepefiHi 3HAYEHHS BUMIPSHOrO 36ibLIEHHS PoCTy (CM/PiK) IIPOTATOM 0fIHOro poky (TikHi 0-52) s
NAUIEHTIB, AKi 3ABEPIINIH OIHH PIK BIAKPHTOTO NKYBAHHS,

Jlikysanus y BigkpuToMy pexumi n CepeaHe 3Ha4eHHs BUMipAHOTO
sfinswenna pocry (cm/pik)
Vei naiieHTn Byneconin, cycnendin and HeOynalizepa 47 5,68+ 1,71
Tpanuuifina Teparisn acTMu 25 497+2,00

OUiHKH 1151 BU3HAYEHHS MOXUIHBOTO BILTHBY JOCIIIKYBaHOTO JiKyBaHHS Ha PiCT CKeleTa
(Bu3HaueHi 3a 30BHIIIHiM i BHyTpilIHiM AiaMeTpaMu [KiCTKOBO-MO3KOBA NIOPOKHMHA], & TAKOXK
ITBHICTIO KOPH FOJIOBHOTO MO3KY CEpE/IMHM APYToi I’ ACTHO! KiCTKM Ha PEHTreHOrpaMax JiBof
PYKH Ta 3aI’ ICTKH) He M0Ka3ali CyTTEBHX BiIMiHHOCTe! MK rpynaMu JIiKyBaHHA 3 OTTIAAY Ha
cepeHi BiTMIHHOCTI Mk cOCTepexyBaHUM KiCTKOBHM BikoM Ta KaJleHIapHUM BikoM
IpOTATOM 1 POKy cepen MaLi€HTiB, ki 3aBepImwm | pik JiiKyBaHHA Y BIIKPUTOMY pexumi st
BCiX IallicHTIB HE3aIeKHO BiX CTaTi.

22. BUCHOBOK
(3aKTOYCHH!)

V migcyMKy cIIiji 3a3HAYMTH, IO 3aCTOCYBaHHA GyIeconiny, CycneHsii it HeGynalizepa, 3
TOCTYIIOBMM iHIMBiAyaNEHIM TiAGOpOM 103H Bix 0,25 Mr uepe3 Aenb 1o 1,0 Mr2 p/ —
npotarom 1 Gyio GesneunnM Ta foGpe IEPEHOCHMIUM 1A JIIKyBaHHs MIEPCUCTYIOUOT aCTMH B
niteii BikoM Bix 4 1o 8 pokiB. KpiM TOro, CTaTHCTHYHO 3HAYYIIUX BiAMIHHOCTEH MK IpyIaMu
NiKyBaHHA 3 ormAmy Ha pict a6o ¢yHkuilo I'TA Bici He crocTepiranocs.

3agBHHK (BJTACHHK
peecrpaliiifnoro
TIOCBiMYeHHA)
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Clinical Trial Report

1. Name of Budesonide AstraZeneca (International Non-proprietary Name Budesonide)
medicinal
product
(Marketing
Authorisation
number, if
any)
2. Applicant Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Astra USA, Inc
50 Otis Street
Westborough, MA
United States of America (USA)
01581-4500
Current MAH details:
AstraZeneca AB
SE-151 85 Stdertilje
Sweden
3. Manufacturer details in the CSR:
Manufacturer | Astra
Sweden

Current manufacturer details:

be conducted

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

4. Conducted Yes

studies:

1) type of Medicinal product with complete dossier (stand-alone dossier)

medicinal

product for

which

registration

was conducted

or planned to

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

A study of 4 dose regimens of budesonide (Pulmicort®) nebulising suspension and placebo
in asthmatic children aged 8 years and younger, Study 04-3100.

6. Clinical trial
phase

I

7. Clinical trial
time frame

From 01 May 1995 through 14 June 1996
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8. Countries
where the
clinical trial
was conducted

USA

and secondary
objectives of
the clinical

9. Number of | Planned: 450
subjects Actual: 481
10. Primary The objectives of this study were to compare the relative efficacy and safety of budesonide

nebulising suspension, 0.25 mg once daily (QD), 0.25 mg twice daily (BID), 0.5 mg BID
and 1.0 mg QD, versus placebo, in paediatric patients with asthma who are aged 6 months to
8 years.

trial
11. Clinical Multicentre, randomised, double-blind, placebo-controlled, parallel-group study.
trial design
12. Key Paediatric patients aged 6 months to 8 years with a diagnosis of mild to moderate asthma as
inclusion defined by the National Institutes of Health of the United States Department of Health and
criteria Human Services, including:
e  Exacerbations of cough and/or wheezing on a frequent basis, including nocturnal
asthma, with infrequent severe exacerbations, during the last 6 months.
o Daily use of at least 1 chronic asthma medication (which could have been an inhaled
glucocorticosteroid) with periodic use of breakthrough medication for at least 3 months
prior to Visit 1.
o  For patients capable of performing consistent pulmonary function tests: basal forced
expiratory volume in 1 second (FEV) > 50% of predicted and reversibility of > 15% at
15 + 5 minutes after a standard dose of inhaled bronchodilator.
13. Budesonide (0.125 mg/mL, 0.25 mg/mL and 0.5 mg/mL) nebulising suspension,
Investigational | 0.25 mg QD, 0.25 mg BID, 0.5 mg BID and 1.0 mg QD, via a Pari LC-Jet Plus nebuliser
medicinal connected to a Pari Master compressor with a face mask or mouthpiece.
product,
method of
administration,
strength
14. Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor with a face
Comparator, mask or mouthpiece.
dose, method
of
administration,
strength
15. Patients on immunotherapy must have been on a constant dose for at least 2 months prior to
Concomitant Visit 1, and remain on a constant regimen (dose and frequency) during the course of the
therapy double-blind treatment phase of the study.

Patients on nasal steroids other than beclomethasone dipropionate (BDP) must have been
switched to BDP at Visit 1, and the dose level should have remained constant throughout the
study.
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During the baseline treatment phase, the patient’s daily chronic asthma medications (with
the exception of excluded medications) were withdrawn, reduced or kept constant per the
judgment of the investigator. Breakthrough medication was to be continued.

Other medications not intended for asthma and considered necessary for the patient’s
welfare were permitted at the discretion of the investigator.

16. Efficacy Primary efficacy variables were mean changes from baseline in daytime and night-time
endpoints asthma symptom scores over the 12-week treatment phase.

Secondary efficacy variables were:

e  The number of days that breakthrough (bronchodilator) medication was used.

e  Spirometry test variables (FEV|, forced expiratory flow during the middle half of the
forced vital capacity and forced vital capacity) performed at clinic visits in the subset
of patients capable of performing spirometry testing.

o Peak expiratory flow (PEF) measured daily in the morning and evening in the subset of
patients capable of performing PEFs.

e  Proportion of patient discontinuations from the study.

17. Safety Safety Variables:
endpoints e Reported adverse events (AEs).

e Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisols (hypothalamic pituitary adrenal [HPA]-axis function) in a subset of
patients.

e  Changes in physical examinations, vital signs and clinical laboratory tests (including
oropharyngeal and/or nasal fungal cultures).

18. Statistical

Analysis of variance was used to compare differences between treatment groups for all

methods efficacy variables with the exception of the proportion of patient discontinuations from the
study, which was analysed using Fisher’s exact test. Analysis of variance was also used for
morning basal and post-ACTH-stimulation effects on plasma cortisols. Descriptive statistics
were used to present all other safety data.

19. A total of 481 patients were randomised into the study. Patient demographics were similar

Demographic | for the 4 treatment groups. Males comprised 64.4% of the randomised patients; 80.5% of the

data of the patients were Caucasian, 13.7% were Black, 3.7% were Hispanic and 2.1% were “Other”

study ethnic groups. The mean + standard deviation (SD) age, weight and height at screening were

population 55 + 26.3 months (range 7 to 108 months), 43.1 + 16.3 pounds (19.5 + 7.4 kg) and

(sex, age, race,
etc.)

106.5 + 16.4 cm, respectively. The mean + SD duration of asthma at screening was

34.2 + 22.9 months. The mean + SD night-time and daytime asthma symptom scores at
baseline were 1.22 + 0.62 and 1.28 % 0.50, respectively. A total of 164 (34.1%) patients
were capable of performing PEF manoeuvres. The mean moming and evening PEF values at
baseline for these patients were 159.9 + 43.0 and 168.3 + 43.1 L/minute, respectively.

20. Efficacy
outcomes

A total of 471 patients were evaluated for efficacy (all patients treated). Efficacy variable
results are presented in the table below (data are expressed as the adjusted mean change
from baseline over the 12-week treatment phase, all patients treated, last value carried
forward):
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Placebo Budesonide Nebhulizing Suspension
0.22mz QD | 028 me BID | 0.f mgz BID 1.0 mz QD

Tghttims Asthma 013 028 [ Ageen BT ks 40%
Svomptom Scora (e=92) (=53} {n=97) (n=96) (e=53)
Daytine Asthmas -0.19 -0.28 -0.40% -0.46%% 037+
Symptom Score (n=92) (n=92) (o=97) (n=96) (n=53)
Number of Days Use of -236 -4.35* 520w _1G2=% 138*
Breakthrough Medication (=92) (n=93) {n=2T) (n=26) n=52)
Meming PEF 02 10.9 33.0%* 24.5¢* 17.1*

(z=32) (e=312) (n=34) (n=2%) (=34)
Evemcs PEF 19 16.8* 192 J1.0%* 141

(e=32) (n=32) (n=34) (n=29) (n=34)
FEV, 0.04 0.07 0.08 0.17* 0.11

(z=28) (n=31) (n=33) (n=29) (n=34)
+p20.050. ** p=0.010, and ***pz0 001, versus placebo

The total proportion of patients who were discontinued from the placebo group (39%) was
greater than in the budesonide groups (21%, 21%, 19% and 31% for the 0.25 mg QD,

0.25 mg BID, 0.5 mg BID and 1.0 mg QD budesonide groups, respectively). The differences
between the placebo and the 0.25 mg QD, 0.25 mg BID and 0.5 mg BID budesonide groups
were statistically significant (p < 0.011). The proportion of patients in the placebo group
discontinuing due to worsening asthma (26.3%) was also greater than for the budesonide
groups (16.0%, 13.1%, 15.3% and 21.1% of patients for the 0.25 mg QD, 0.25 mg BID,

0.5 mg BID and 1.0 mg QD budesonide groups, respectively; these differences were
statistically significant for the 0.25 mg BID budesonide versus placebo comparison;
p=0.029).

21. Safety
outcomes

One randomised patient never took study drug, therefore was not included in the safety
analysis. There were no deaths reported during the study. A total of 15 serious AEs (SAEs)
were reported during the treatment phase in 13 patients (4, 4,2, 1 and 4 SAEs in the placebo
and 0.25 mg QD, 0.25 mg BID, 0.5 mg BID and 1.0 mg QD budesonide groups,
respectively), all of which resolved completely without sequelae. A total of 6 patients were
discontinued due to AEs (2, 1, 1 and 2 patients in the placebo and 0.25 mg BID, 0.5 mg BID
and 1.0 mg QD budesonide groups, respectively). One of the SAEs leading to
discontinuation from the treatment phase was judged by the investigator to be of probable
relationship to study treatment (laryngismus; 1.0 mg QD budesonide group).

This study showed that children aged between 6 months and 8 years with asthma, receiving
budesonide nebulising suspension 0.25 mg QD, 0.25 mg BID, 0.5 mg BID or 1.0 mg QD for
12 weeks had no clinically relevant differences in the type, incidence or severity of AEs
compared with placebo. There were no apparent differences in the number of patients with
clinically significant changes in nasal or oral fungal cultures between treatment groups.
There were also no clinically relevant differences between treatment groups in vital signs or
physical examination outcomes observed.

Assessments to determine the possible effects of study treatment on basal and
post-ACTH-stimulated plasma cortisol levels showed no significant differences between the
active treatment groups and placebo from baseline to Week 12. Furthermore, there was no
evidence of HPA-axis suppression by budesonide nebulising suspension when administered
in the 4 regimens studied.

22. Conclusion
(findings)

Budesonide nebulising suspension administered in the regimens 0.25 mg QD, 0.25 mg BID,
0.5 mg BID and 1.0 mg QD was effective and well-tolerated by infants and young children
aged between 6 months and 8 years with asthma who had been previously or not treated
with inhaled corticosteroids.
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Applicant
(Marketing
Authorisation
Holder)

DocuSigned by:

@mld:umar Lurnatlan.
B7084FE53628405...

Dr Jayakumar Gurunathan

(full name)
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IMepekian 3 aHTMiicbkoi MOBH Ha yKPaiHCBKY MOBY

3BiT mpo KIIiHiYHe BUIPoOyBaHHs

1. Hassa Byneconin Actpa3eneka (MbKHapo/Ha HENIATEHTOBAHA Ha3Ba — OYHECOHIN)
TiKapcEKOTO
3acoly (3a
HasABHOCTI —
HOMEp
peecTpaliifHoro
TIOCBiTYEHHA)
2. 3agBHUK oKJIaAHa indopMallis Npo BAacHHKA peceTpauiiinoro nocsinyenns (MAH) y ssiti npo
kainiupe gocnimrenud (3KJ):
Actpa I0.Ec.Eit., Inx. (Astra USA, Inc.)
50 Oric Crpit )
Vecrbopo, mrar MaccadyceTc
Crionyueni llItatn Amepuku (CLIIA)
01581-4500
IMorouyna goxnaauna indopmauis npo MAH:
Actpa3encka AB (AstraZeneca AB)
SE-151 85 Conepran’e
IIsenis (SE-151 85 Sodertilje, Sweden)
3. BupoOHHK Joknagna indopmania npo seupodnnka B 3KJ/L:

Actpa

IIBenis

[MoToyna noxknaaHa inGopmanis npo BHPOGHHKA:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e

IlIseniz (SE-151 85 Sodertilje, Sweden)

4, TIposeneHi
JOCIiMKEeHHA:

Tak

1) T
JiKapchKOTO
3aco0y, 3a AKMM
IpOBOIMIIACS
abo MIaHyeThCs
peecTpanis

Jlikapcekwuif 3aci6 32 IOBHIM JOCKE (ABTOHOMHE [OCKHE)

5. TloBHa Ha3Ba
KIIiHIYHOTO
BHUNpOOYBaHHI,
KOIOBaHHUHI
HOMEp
KIIIHIYHOTO
BUNIpoOyBaHHA

JlociKeHHA 3aCTOCYBaHHA 4 pexumis fo3ysanns Gyaeconify ([Tynsmikopt®), cycmeHsii ma
HeGynaii3epa, Ta Iiane6o B iTell, XBOPHX HA aCTMY, BikoM 8 pokiB i Momozue, JOOCIiUKCHHSA
04-3100.

6. ®aza
KIIIHIYHOTO
BUNpPOOYBaHHA

I

7. Ilepion
MPOBEAEHHA
KIiHI{YHOTO
BUIPOOYBaHHA

3 01 tpasHs 1995 p. mo 14 uepsra 1996 p.
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8. Kpainu, me CIIA

TIPOBOAMIIOCS

KITiHigHE

BUIPOOYBaHHA

9. KinbkicTs 3amnanosaHa: 450

nocmmxysannx | daxruuHa: 431

10. MeTta Ta L{iTi HBOrO JOCTIKEHHS TONATaNH B [OPiBHAHHI BiTHOCHOT e)eKTHBHOCTI Ta Ge3neHOCT
BTOPHHHI IUTi | 3acTocyBaHHs 6yaecoHiny, cycnensii s nebyaiisepa, y n03i 0,25 Mr oiuH pas Ha o6y
KJIiHIYHOTO (1 p/m), 0,25 Mr mBa pasu Ha 106y (2 p/x), 0,5 Mr2 p/mta 1,0 Mr 1 p/ny nopiBHsAHHI 3 mIa1e6o B
BUIPOGYBaHHA | AiTeif, XBOPHUX HA acTMy, BikoM Bin 6 micauis no 8 pokis.

11. Qu3aitn BaraTolleHTpOBE, paHIOMi30BaHe, Mo/BiliHe ciimne, WwianeGo-KOHTPOIbOBAHE IOCIIiDKEHH, IO
KJIiHIYHOTO TIPOBOMMIIOCS B NIApaNeNIbHIX IPyIMax.

BHIPOOYBaHHA

12. OcHoBHi JliTH, BikoM Bij 6 MicsuiB 10 8 POKIB i3 AiarHOCTOBAHO ACTMOIO Bl JIETKOTO JI0 TIOMipHOTO
Kputepil CTyNeHs 3a Bu3HaueHHsM HaujoHalbHUX iHCTUTYTiB OXOPOHH 3710POB’ A MinictepcTBa OXOpOHH
BKITIOUEHHSA 310poB’A Ta conjanbHux cayx0 CIIIA, 30kpema:

o UacTi 3arocTpeHHs KauLO Ta/aGo XPHUIiB, BKIFOUHO 3 HIYHUMH HPOABAMH aCTMH,
HEYACTMMH 3aTOCTPEHHAMH TSUKKOTO CTYIEHS IIPOTATOM OCTaHHIX 6 MiCsMiB.

o IlloaeHHe 3acTOCYBaHHA MpUHaiMHI 1 OCTIHHOrO JTiKapChKOro 3aco0y IS JIiKYBaHHA
acTMH (AKHM Mir 6yTH iHransUifiHui EOKOKOPTHKOCTEPOiN) 3 NIEPioANIHIM -
3aCTOCYBAHHAM MPHHIHMIOBO HOBOTO JIKAPCHKOro 3ac06y MpOTAToM, WoHaliMeHIe, 3
MicsuiB 10 BisUTy 1.

o JIna nalieHTiB, 30aTHUX MOCTiHO BUKOHYBATH JOCIIDKEHHS JIETeHEeBO1 byHkil: 06°eM
dopcoranoro Bumuxy 3a 1 cexynay (O®B)) Ha BuxizHOMy piBHi > 50% NPOrHO30BAHOIO
3HAYEHHS Ta 3BOPOTHICTE> 15% wepe3 15 + 5 XBIIMH MIC/Is 3aCTOCYBaHHs CTAHAAPTHOT
I03H iHTaJLiifHOro GpoHXOIUIATATOpA.

13. Bynecowin (0,125 mr/mu, 0,25 Mr/mi ta 0,5 Mr/mi), cycnieHsiro s HeOynaisepa,
Tocnimkysaruii |y no3i 0,25 mr 1 p/n, 0,25 mr2 p/a, 0,5 mr 2 p/nta 1,0 Mr 1 p/a BBOTMIH Uepes HeOymaifzep Pari
JikapChKui LC-Jet Plus, nix’exHanmii 1o koMmmpecopa Pari Master, 3 Mackoro afo 3aryGHIKOM.

3acib, crmocid

3aCTOCYBaHH,

cma mii

14. TIpenapat

ITnane6o BBOMIIY Fepe3 HeGynaitsep Pari LC-Jet Plus, i’ ennammit o komnpecopa Pari

MOPiBHAHHA, Master, 3 Mackoro abo 3aryOHHKOM.

1033, CII0Ci0

3aCTOCYBAHH,

cia ail -

15. CymyTHs TMauieHTy, K OTPUMYBAIH iMYHOTEpAIi0, MAJIH OTPYMYBATH IOCTIfHY 03y MPOTATOM,
Tepartis HpUHaliMHi, 2 MicsniB 1o BisuTy 1 Ta MpOAOBXKYBAaTH OTPHMYBATH NOCTIifHMIT pexkuM (1032 Ta

gacToTa) T yac nepe6iry noxBiiHoi crinoi $pasu AOCHIKSHHS.

TTamieHTH, AKi OTPHMYBATH Ha3aNBHi CTEPOIAH, 32 BUHATKOM GEKIOMETa30Hy AMIPOMiOHAT
(BJIIT), Manu 6yTu nepeeneHi Ha BT min vac Bizuty 1, a 1032 Majia 3a/IMIIATACT HOCTiHHOO
HPOTATOM YCHOTO TOCIi/UKEHHS.

Ilix gac da3n GasucHoi Teparil IOACHHE 3aCTOCYBAHHA [IOCTiHOTO JKapChKOTO 3ac00y It
JTiKyBaHHS acTMH (32 BUHATKOM BHKIIIOUEHHUX MpenapaTis) 6yJIo CKacoBaHO, SMEHUICHO 103y
a60 sammanocs 6e3 3MiH 3a pilleHHsAM HOCTiAHUKA. 3aCTOCYBaHHA NPHHIUIIOBO HOBOTO
niKapChKOTO 3ac00y MPOJOBKYBAIOCH.

Ini nikapceki 3aco0H, He MPH3HAYEH] 1A JTiKyBaHHA aCTMH, ajle AKi BBOKAIHCS HEOOXiTHUMHU
U1 GIIaromoyyys NalienTa, Z03BOJIIHCA Ha PO3CYA AOCHIAHUKA.

KOH®IAEHLIIMHA IHOOPMALILA,
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16. Kpurepii
OL[iHKH
edexruBHOCTI

Cepe/iHi 3HaY€HHSA OLHKA CHMIITOMIB aCTMH BJICHb Ta BHOYi

y TIOpiBHSHHI 3 BUXiXHUM piBHEM mic/a ¢pasu 12-THXXHEBOTO JiKyBaHHA Gy/IM IEpBHHHAMH

3MIHHMMHE €()EKTHBHOCTI.

BTOpHHHIMHU 3MiHHUMH €()eKTUBHOCTI OyJIH:

o KinpkicTs AHiB 32CTOCYBaHHS MPUHIAIIOBO HOBOTO (GPOHXOMMIATATOP) JTIKAPCHKOTrO
3aco0y.

o CripoMmeTpHrdHe A0CITikeHHs 3MiHHIX edextuBHOCTI (OPB), WBUIKICTE popcoBaHOTO
BHIYXY Bill cepeaHbO1 MONOBUHH (POPCOBAHOI KHUTTEBOT EMHOCTI JereHb Ta GopcoBaHOL
JKUTTEBOT EMHOCT] JIET€Hb) MPOBOAMIOCA Tij 4ac KOXKHOTO Bi3UTY 10 KIiHiKH B MiArpymi
HAIEHTIB, 30aTHUX BUKOHATH CHiPOMETPiIO.

o TIlikoBy mBuaKicTh BuAuXy (ITLLIB) BHMiprOBaIIK II0IEHHO BPAHIIi Ta BBEYEPI B MArPYIi
MallieHTIB, 30aTHHX MPOWTH NOCIiLKeHHA BU3HayeHHa TTHIB.

e YacTKa NalieHTiB, AKa MPUIAHWIA YIacTh Y JOCIiUKEHHI.

17. Kpurepii
OIlLiHKH Oe3neKn

3MiHHi ouiHKH Oe3neKu:

o Tlosimomneni Hebaxani apuma (H).

o BasaibHuii piBeHb BPaHIIi Ta CTUMYTEOBAHHI apeHOKOPTHKOTPOIHUM ropmotoM (AKTT)
piBeHB KOpTH30ITy B TUIa3Mi kpoBi ($pyHKis rinoranamo-rinodizapro-anpenanosoi [[TA]
Bici) y miarpymni marieHTis.

e 3wminu npu disuKaTEHOMY 0GCTENEHH I, OCHOBHHX (i3i0NOri4HIX MOKa3HUKIB T2
KIiHiK0-Ta6opaTopHUX aHaNi3iB (30KpeMa opodapuHreanbHuX Ta/abo Ha3albHUX -
rprOKOBUX KYNBTYD).

18. CratucTHuHi
METOIH

Jlucnepciiinuii aHai3 BAKOPHCTOBYBAH [IA NOPIiBHAHHA BiAMIHHOCTeH MK rpynamMu
NiKYBaHHA JUIA BCiX 3MiHHUX e(eKTUBHOCT], 32 BUHATKOM YaCTKHU NMALli€HTIB, IKa OPHIAHIIA
Y4acTh y JOCIIIKEHHi, Ky aHaJli3yBaIli 3 BUKOPUCTAHHAM TOYHOTO KpuTepito Pimepa.
JlucriepciliHuil aHaNi3 TAKOX BUKOPHCTOBYBAIH [ BU3HAYCHHS (a3anbHOTO piBHA BPaHI T
crumynsosaroro AKTT piBHA KOpTH30.1y B IIasMi KpoBi. ONHCOBY CTATHCTHKY
BUKOPHCTOBYBAJIH [JIsl IPECTABICHHA BCIX iHIIHX TaHUX 3 Ge3MeKH.

19.
Jemorpadiuni
MOKa3HUKH
JOCHTiIKYBaHOT
TIOITY JIALIiT
(ctaTs, Bik, paca
TOIIO)

VcBoro B ZOCHiMKeHHs 6y710 paHaoMizoBaHo 481 mamieHTa: Jlemorpadiuni XapakTepHCTUKH
nauieHTiB 6yn noni6Hi 1s 4 rpyn nikysanss. Jonopiku cTaHOBWIM 64,4% paHIOMI30BaHUX
nauienTis; 80,5% MalieHTiB HaNeXald 40 €BPONEOiHOi pacH, 13,7% nauieHTiB 10 HErpoinHOT
pacH, 3,7% nalieHTiB MaTH JIATHHOAMEPHUKAHChKe TOXO/KEHHS, a 2,1% Hanexalu 10 «IHOIAX?
eTHiTHNX rpym. CepeaHe 3Ha4eH s + cTaHAapTHe BinxwieHus (CB) Biky, Baru Ta pocTy Ha
MOMEHT CKPHHIHTY CTaHOBHIJIO 55 % 26,3 Mica1u (B AianasoHi Big 7 no 108 Mmicauis), 43,1 £ 16,3
¢ynta (19,5 + 7,4 xr) Ta 106,5 + 16,4 cM, BianosinHo. Cepe/tHe 3HAUCHHA £ CB tpuBanocTi
aCTMH Ha MOMEHT CKPHHIHTy cTaHOBMIO 34,2 + 22,9 Micsai. Cepenne 3Hauenus + CB ONiHKH
CUMTITOMIB aCTMH BHOUI Ta BX€Hb Ha BYXilHOMY piBHi cTanoBmwio 1,22 + 0,62 Ta 1,28 + 0,50,
Bimmosiguo. 3aranoM 164 (34,1%) namicHTH MOT/IM BUKOHYBATH MaHiIy Auii st BU3HAYCHHS
TII1IB. Cepenre 3nadenns [111IB BpaHui Ta BBeUepi Ha BUXiAHOMY PiBHI B IUX TaLieHTiB
cTaHoBIWIO 159,9 + 43,0 Ta 168,3 + 43,1 1/xB, BiANOBIAHO.

20. PesynbTatu
edekTHBHOCTI

Veworo 471 namieHT miaAras oniHIi edexTHBHOCTI (yci MaLienTH, AKi OTPHMAIIH JTiKYBaHHs).
Pe3ynbTaTi 3MiHHEX eeKTHBHOCTI [IPEACTABICH] B TabIuILi HIk4e (ZaHi BUpaXeH ik
CKOPHTOBaHa cepe/iHa 3MiHa Bilt BUXIAHOro PiBHA micysa a3y 12-THKHEBOTO JIiKYBAHHS, 3
ypaxyBaHHAM YCiX MauieHTiB, AKi OTPUMAIIH JIIKyBaHH:, Ta IEPEHECCHHAM YIIEPE/l OCTaHHLOrO
3HAYEHHA):

KOH®IAEHIIMHA IHOOPMALILA,
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IInauedo Byaeconia, cycrnensia aas Hebyaaisepa
0,25mr 1 p/n]0,25mMr2 p/a]0,5mr 2 p/a|1,0 mr 1 p/a

OuiHKka CHMITOMIB aCTMH -0,13 -0,28 -0,49%** -0,42%* -0,40*%*
BHOY{ (n=92) (n=93) (n=97) (n=96) (n=93)
OLiHKa CHMIITOMIB aCTMH -0,19 -0,28 -0,40* -0,46%* -0,37*
BIIEHB (n=92) (n=92) {(n=97) (n=96) (n=93)
ﬁg;:c‘;';‘;;‘:;“npmumono 2,36 -4,39* -5,00%% -4,92%+ -4,38%
HOBOTO JlIKAPCHKOTD 3ac00y [m=32) (6=35) (=2 (=36) (a~2e)
TIIIB Bpaumi -0,2 10,9 23,0%* 24,8** 17,1*

(n=32) (n=32) (n=34) (n=29) (n=34)
ITIIIB BBeuepi 1,9 16,8* 19,2* 21,0%* 14,1

(n=32) n=32) (n=34) (n=29) (n=34)
O®B, 0,04 0,07 0,08 0.17* 0,11

(n=28) (n=31) (n=33) (n=29) (n=34)

*p-0,050, ** p-0,010, Ta ***p-0,001 y nopiBHAHHi 3 niaueto |

3araibHa YacTKa NAl{€HTIB, 1Ka NPUIMHUIA YIacTh Y IOCHiXKEHHI B IPyIi 3aCTOCYBaHHA
mane6o (39%) 6yna Ginbe, Hix y rpynax 3acrocyBaHns 6yneconiny (21 %, 21 %, 19% ta
31 % s rpyn 3acTocyBanHs GyaecoHiny B f03i 0,25 mr 1 p/m, 0,25 mr 2 p/x, 0,5 Mr 2 p/a ta
1,0 mr 1 p/n, Binnosinuo). BinMirHOCTI MiXk rpynaMu 3acToCyBaHHs Miaue6o Ta GynecoHiy B
mo3ax 0,25 mr 1 p/x, 0,25 mr 2 p/a 12 0,5 Mr 2 p/a Gyau craTucTHdHO 3Havymmu (p < 0,011).
YacTka MALi€HTIB, AKa MPHIMHWIA YIacTb y JOCTIDKEHHI B FPyYIIi 3aCTOCYBaHHA 1U1ane60
yepes 3arocTpenns nepeGiry actMu (26,3%) Gyna Takox Giblue, HiX y FpyNax 3aCTOCYBaHH
6ymeconiny (16,0%, 13,1%, 15,3% Ta 21,1% nallieHTiB y rpynax 3acTOCYBaHHs Oy NecOHIAY B
mo3i 0,25 mr 1 p/n, 0,25 mr 2 p/g, 0,5 mMr 2 p/x ta 1,0 Mr 1 p/n, BiAnoBiaHO; ui BiZMIHHOCTI
6yIJIM CTATMCTHYHO 3HAYYIIMMH [ 3aCTOCYBaHHA Gyneconiny B 103i 0,25 mMr2 p/ay
nopiBHAHHI 3 Wwiane6o; p = 0,029).

21. PesynbTaTn
Oe3mneku

OnyH paHIoMi3oBaHuH NALEHT He PUIMAaB JOCITIHKYBaHHit penapaT, ToMy He GYB BIIOYCHMH
B aHaIi3 Ge3nexu. ITpo BUMAKH JIETAIBHOTO Pe3y/IbTaTy B NOCIIKEHH] He TIOBIIOMILIOCH.
3aranom A yac a3y ikyBaHHA HOBiToMIBIIOCS PO 15 cepiiosHmx reGaxannx ssuuw (CHI) B
13 manienTis (4, 4, 2, 1 Ta 4 CHA B rpynax 3acTocyBaHHs IL1ane6o Ta Gyneconimy B 103i 0,25 Mr
1 p/n, 0,25 mr 2 p/g, 0,5 Mr 2 p/m a 1,0 Mr 1 p/n, BianosinHo), yci 3 AKKX IOBHICTIO 3HUKIH Ge3
HACJiAKIB. 3araoM 6 NMalieHTiB MPHIMHIIM Y4acTh y Hociipkenni uepe3 HA (2,1, 1 ta2
NALieHTH B IPYNaX 3acTOCYBaHHs [wiaue6o Ta Gyaeconimy B 103i 0,25 mr 2 p/z, 0,5 Mr2 p/oTa
1,0 Mr 1 p/n, Binnosinso). Onre 3i CHSI, 1o Ipy3BeNIo O BUIUTIOYEHHS NauieHTa 3 Gasu
MiKyBaHHS, 32 ONiHKOKO JOCH{AHHKA MOIJIO MaTH 3B’A30K i3 IOCIi/DKyBaHUM JIiKyBaHHAM
(mapuHrocmasM; y Ipymi 3acTocyBaHHs GyaecoHiny B 1o3i 1,0 Mr 1 p/x).

Lle mocTiKeHHs MOKa3ao, y AiTel BikoM Bix 6 Micaiis fo 8 pokiB, XBOPHX Ha acTMY, AKi
OTpHMyBaIH Gy/ECOHi, CycneHsito A HeGyaiisepa, y n03i 0,25 mr 1 p/x, 0,25 Mr 2 p/x,

0,5 Mr 2 p/m a6o 1,0 Mr 1 p/n npotsrom 12 TikHIB, KIHIYHO 3HAYYIIMX BIAMIHHOCTEH Y T,
yacroTi a60 cTyneHi Taxxocti H B nopiBHAHI 3 IWiane6o He BigMiganocs. OYeBHIHIX B
BiIMIHHOCTEH Y KibKOCTi MAL€HTIB i3 KIiHIYHO 3HAYYIIMMH 3MiHaAMHU TPUOKOBUX KYJIBTYP
HOCOBO{ a60 POTOBOI IOPOXHUHHM MK IPYIIaMH JTiKyBaHHA BHABJIEHO He Gyio. Takox He
crocTepiranocs KIHIIHO 3HAYYIIMX BiIMiHHOCTel M TpymniaMu JIiKyBaHHS 3 OTJIAMy Ha
OCHOBHI (i3i0JI0TiuHi OKa3HUKH aG0 pe3yNbTaTH Gi3MKATLHOrO OGCTENSHHA.

OLIHKH [T BU3HAYEHHS MOXUIHBOTO BILIMBY JIOCIIKYBaHOTO JiKyBaHHA Ha 6asanbHi piBHI Ta
crimynboari AKTT piBHi KopTH3OILY B IUIa3Mi KpOBi He BUABIUIM 3HAYHUX BiIMIHHOCTEH MiX
IpyNaMH JIiKyBaHHS akTUBHHIM TIperIapaToM Ta IUiane6o 3a nepiox Bin BMXigHOro piBHS 10
TkHs 12. KpiM Toro, He criocTepiranocs o3xak npuraidenss ['TA ici Gyneconizom,
cycIeHsieio A HeGynait3epa, I/l 4ac 3aCTOCYBaHHA 4 IOCHIKYBAHUX PEXHMIB JIIKYBAHHS.

22. BUCHOBOK
(3aKTIOYEHH!)

3acTocyBaHHs GynecoHiny, cycnensii s HeGynalisepa, y nosax 0,25 mr 1 p/x, 0,25 mr 2 p/xm,
0,5 Mr2 p/n Ta 1,0 Mr 1 p/a 6yno edexTuBHEM Ta JOGpe MEPEHOCHMHM Y HEMOBJIAT Ta
MaJIOJIITHIX AiiTef, XBOPHX Ha acTMy, BikoM BiX 6 MicauiB 0 8 poKiB, siki paHile OTpUMYBAIH
NiKyBaHHS iHrLILI MU TIIOKOKOPTHKOCTEpOifaMu abo He OTPHMYBAIIH.
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Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)

01581-4500

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Pharmaceutical Production
Sédertilje

Sweden

Current manufacturer details:

registration was
conducted or
planned to be
conducted

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

5. Full title of

the clinical trial,
code number of
the clinical trial

A 52-week open-label safety and efficacy study of budesonide (Pulmicort®) nebulising
suspension compared to conventional asthma therapy in children with asthma aged 8 years
and younger, Study 04-3100b.

6. Clinical trial
phase

I

7. Clinical trial
time frame

From November 1995 through June 1997
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8. Countries USA

where the

clinical trial was

conducted

9. Number of Planned: 300
subjects Actual: 307

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to assess the long-term safety of the lowest individual
maintenance dose of budesonide nebulising suspension when administered for a period of
up to 1 year as compared with conventional asthma therapy in paediatric patients with
asthma aged 6 months to 8 years who had previously participated in the double-blind
phase of the study (Study 04-3100).

11. Clinical trial
design

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

This was primarily a safety study implemented as Protocol Amendment 1 to

Study 04-3100. The original design of double-blind Study 04-3100 did not include an
open-label treatment phase. Protocol Amendment 1 added the open-label extension to the
study, allowing those patients who retrospectively or prospectively successfully completed
the 12-week, double-blind treatment phase of Study 04-3100 or discontinued due to
worsening of asthma requiring oral corticosteroids to enter the open-label phase. For those
patients who retrospectively had already completed the double-blind treatment phase or
had been discontinued due to worsening of asthma requiring oral corticosteroids at the
time of the amendment, a new Visit 6A was implemented. As a consequence, 43.3% of the
patients (43.1% of patients who received budesonide and 43.7% of patients who received
conventional asthma treatment) had already completed the double-blind treatment phase
prior to the implementation of the amendments, and thus had a time lapse between the end
of the double-blind phase and the beginning of the open-label phase, during which they
were treated with conventional asthma medications (including inhaled corticosteroids) per
the judgment of their physicians. The open-label protocol specified that the patients’
asthma was to be controlled with either titrated doses of once daily (QD) budesonide
nebulising suspension or conventional asthma therapies that could have included inhaled
glucocorticosteroids (GCS), B2-agonists, methylxanthines and non-steroidal
anti-inflammatories, depending on the treatment group the patient was assigned to.

12. Key
inclusion criteria

Paediatric patients with asthma who successfully completed the 12-week, double-blind
treatment phase of Study 04-3100, or who discontinued from the double-blind treatment
phase because of the need for oral GCS for worsening asthma.

13.
Investigational
medicinal
product, method
of
administration,
strength

Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered via a Pari
LC-Jet Plus nebuliser connected to a Pari Master compressor with a face mask or
mouthpiece.

Doses started at 0.5 mg QD in the morning with attempts made at every visit to reduce the
dose to 0.25 mg QD in the morning, followed by 0.25 mg every other day in the morning,
followed by no budesonide treatment, per the judgment of the investigator. The maximum
budesonide nebulising suspension dose allowed was 1.0 mg QD.

14. Comparator,
dose, method of
administration,
strength

Conventional asthma therapy (including inhaled GCS, B2-agonists, methylxanthines and
nonsteroidal anti-inflammatory agents) as judged by the investigator.
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15. Concomitant
therapy

The following medications were allowed during the open-label phase of the study with the

appropriate restrictions (eg, prior to pulmonary function tests):

e  Asthma medications: patients randomised to conventional asthma therapy could have
been treated with inhaled GCS, short-acting B2-agonists, methylxanthines and/or
nonsteroidal anti-inflammatory agents (eg, cromolyn sodium), as judged by the
investigator.

e  Oral corticosteroids: intermittent courses of oral prednisone were allowed for the
control of asthma exacerbations, as judged by the investigator.

Other medications considered necessary for the patient’s welfare were permitted at the

discretion of the investigator.

16. Efficacy Although this was primarily a safety study, efficacy variables were also assessed
endpoints including:

e  Mean changes from baseline in night-time and daytime asthma symptom scores over
the 52-week treatment phase.

e  Patient discontinuations (including the proportion of patients who discontinued from
the study for any reason and the proportion of patients who discontinued from the
study due to worsening asthma).

e  The proportion of patients who took oral prednisone.

e The average daily amount of prednisone used for asthma deteriorations.

e The number of days use of breakthrough (bronchodilator) medication.

e  Spirometry test variables (forced expiratory volume in 1 second (FEV)), forced
expiratory flow during the middle half of the forced vital capacity [FEF2s.75%] and
forced vital capacity [FVC]) performed at the clinic visits in the subset of patients
capable of performing spirometry testing.

e  Peak expiratory flow (PEF) measured daily in the morning and evening in the subset
of patients capable of performing PEF.

e  Changes in health status measurements, including the Modified Functional Status II
(R) Child Health Status Scale and the RAND General Health Index.

o Differences in asthma-related health care utilisation and indirect health care costs.

17. Safety The safety variables assessed were:
endpoints e  Reported adverse events (AEs).

e  Morning basal and post-adrenocorticotropic hormone (ACTH) stimulation effects on
plasma cortisol levels (hypothalamic pituitary adrenal [HPA]-axis function) in a
subset of patients.

e Changes in physical examinations (including growth measured via stadiometry),
vital signs and clinical laboratory tests (including oropharyngeal and nasal fungal
cultures).

e  Changes in skeletal age.

18. Statistical
methods

Descriptive statistics with 95% confidence intervals were presented for means within
treatment groups. A Kaplan-Meier plot was used to compare differences in patient
discontinuation from the study therapy. Incidence of clinical AEs was adjusted for length
of time in the study using a proportional hazards model. Analysis of variance was used for
post-ACTH-stimulation effects on plasma cortisol. Growth velocity was estimated using
least square estimates of linear regression line slopes.
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19.
Demographic
data of the study
population (sex,
age, race, etc.)

A total of 307 patients were randomised into the study (204 patients to budesonide
nebulising suspension and 103 patients to conventional asthma therapy). Males comprised
63.2% of the randomised patients; 79.8% of the patients were Caucasian, 14.3% were
Black, 4.2% were Hispanic, 0.3% were Oriental and 1.3% were of “Other” ethnicity. The
mean + standard deviation (SD) age, weight and height at randomisation were

57.4 £ 26.5 months, 45.0 + 18.8 pounds (20.4 + 8.5 kg) and 107.5 + 16.6 cm, respectively.
The mean % SD night-time and daytime asthma symptom scores at randomisation were
0.69 + 0.62 and 0.74 + 0.63, respectively, and the mean + SD morning and evening PEF
values at randomisation were 184.5 + 50.9 and 183.4 + 53.0 L/min, respectively.
Thirty-two percent of the patients were able to perform consistent spirometry manoeuvres.
The mean = SD FEV at randomization was 1.31 + 0.27 L (84.29 + 14.72% predicted
FEV)).

20. Efficacy
outcomes

The proportion of patients who were discontinued from the conventional asthma therapy
treatment group was statistically significantly greater than in the budesonide nebulising
suspension group (29% versus 13%, respectively; p = 0.001). A Kaplan-Meier estimate of
the time to discontinuation from study therapy showed that patients receiving budesonide
nebulising suspension remained longer on study therapy compared with patients on
conventional asthma therapy (p = 0.003; log-rank test).

The mean = SD and median number of days on study therapy for patients on conventional
asthma therapy were 308 £ 116 and 365 days, respectively, and were 343 + 83 and

365 days, respectively for patients on budesonide nebulising suspension. The mean total
daily dose of budesonide nebulising suspension was between 0.50 to 0.54 mg over the
course of the study, with a median daily dose of 0.5 mg.

Results for the night-time and daytime asthma symptom scores, and the use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment groups.
The percentage of patients requiring oral prednisone for asthma was similar in both
treatment groups (51% and 54% for budesonide nebulising suspension and conventional
asthma therapy, respectively) as was the average daily amount used (0.58 and 0.63 mg,
respectively).

Table 1. Mean chanze from basaline (last 14 days of double-blind) to the last obsarvation in open-label for
mizhtrirs and daytime asthmas symptor scores and use of oral prednisons.

Open-Label Therapy
Yariable Lonventional Budesonide Nebulizing
Asthma Therapy Suspeniion
Astima Symptom Score:
Mean Change from Baseline
Nighrime (05% CT) -0.08 {-0.19, 0.03) -0.10 ¢-0.19, -0 02)
Daytme (95% CI) -0.10 (-0.22,0.01) -0.09 (-0.18. -1.00)
Prednisone Use:
Number of Patients That Used Oral Pradnicone
Dunng the Study: 36 (34%) 103 (51%)
Average Total Daily Amount Used (mg):
Mean=5D 0:63=0.97 058=1.38
Median 0.24 0.11

The subset of patients able to perform consistent PEF from both treatment groups showed
similar improvements in morning and evening PEF. For the subset of patients able to
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4 of 6




perform consistent spirometry manoeuvres, similar improvements in FEV), FVC and
corresponding FEF»s.75% were observed between treatment groups.

Patients in the budesonide nebulising suspension treatment group had comparable
improvements in the modified Functional Status-II (R) General and Disease-Specific
scores compared with patients randomised to conventional asthma therapy. Patients in the
budesonide nebulising suspension treatment group had improvements in the RAND
Global General Health Status Index score compared with patients randomised to
conventional asthma therapy. The health care utilisation variables and indirect economic
endpoints showed that the percentage of patients with emergency room visits, asthma-
related emergency room visits and asthma-related phone calls to physicians was higher in
the conventional asthma therapy treatment group compared with budesonide. These data
indicate an improvement in the quality of life in patients treated with budesonide
nebulising suspension compared with conventional asthma therapy.

21, Safety
outcomes

There were no deaths reported during this study. There were a total of 33 serious AEs
(SAESs) reported in 28 patients (11 SAEs in 11 [11%] patients in the conventional asthma
therapy group and 22 SAEs in 17 (8%) patients in the budesonide treatment group). One
patient with a 1-year history of attention deficit disorder was discontinued from the
budesonide nebulising suspension treatment group due to an AE of unusual behaviour.
This AE was judged by the investigator to be of possible relationship to study treatment,
and it had not resolved at the patient’s final visit. The patient was referred to his primary
care physician; however, follow-up information on the patient’s recovery is unavailable.
After adjusting for length of time in the study, there were no clinically relevant differences
in the type, incidence or severity of AEs between treatment groups. There were no
clinically relevant differences between treatment groups in vital signs or physical
examination outcomes observed, and there were no apparent differences in patients with
clinically significant changes in nasal or oral fungal cultures between treatment groups.
Assessments to determine the possible effects of study treatment on basal and
post-ACTH-stimulated plasma cortisol levels in a subset of patients who had the test
performed showed no significant differences between the 2 treatment groups for up to

1 year. Furthermore, there was no evidence of HPA-axis suppression in patients treated
with budesonide nebulising suspension (Table 2).

Table 2. Adjusted mean changas in ACTH-stimaulated cortisol levels from baseline (adjusted for center
effect).

Open-Label Therapy

Conventional Asthma Budesonide p-value*
Therapy Nebulizing Suspension
(8=31) (o=6T)
Al Padents -33.0 -99.7 0.278

* Budesonide asbulizing suspension vs. ronventionsl asthma therapy.

Assessments to determine the possible effects of study treatment on body length/height
(stadiometry) were performed only for those patients who completed the 12-month
treatment period. The results showed that the mean measured growths over 1 year

(Weeks 0 to 52) were similar in both treatment groups for all patients and when stratified
by gender at each visit. Furthermore, there were no statistically significant differences in
the estimated growth velocities between treatment groups either for all patients (p = 0.113;
Table 3) or when stratified by gender (males: p = 0.068; females: p = 0.944).
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Table 3. Mean measured growth velocity (cmyT) over ope year (Weeks 0 to 52) for patients completing one
vear of opan-label trestment

Open-Label Therapy n Mean Measured Growth Velocity
(cm/¥T)
All Patients Budesanide Nebulizing Suspeasion 167 6.96=-3.34
Conventional A sthma Therapy 72 6.21-245

Assessments to determine the possible effects of study treatment on skeletal growth
(determined by external and internal [medullary cavity] diameters, and the cortical
thickness of the mid-shaft of the second metacarpal from left hand-wrist x-rays) showed
no significant differences between budesonide nebulising suspension and conventional
asthma therapy in the mean differences between observed skeletal age and chronological
age over 1 year for all patients or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in titrated dose ranges of

(findings) 0.25 mg every other day to 1.0 mg QD over 1 year was safe and well-tolerated in the
treatment of persistent asthma in infants and young children aged between 6 months and
8 years. Furthermore, there were no statistically significant differences between treatment
groups on growth or HPA-axis function.
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IMepexian 3 aHMIIHCHEKOT MOBH Ha YKPaiHCHKY MOBY

3BiT npo KIIiHiYHE BUIPOOYBaHHS

1. HasBa Byneconin Actpa3eHeka (MbKHapoiHa HE[IaTEHTOBaHA Ha3Ba — OyNECOHIN)
TiKapChKOro
3aco0y (3a
HasBHOCTI —
HOMEp
peecTpauiitHoro
MOCBiTUEHHA)
2, 3adBHUK Hoknaaua indopmauis npo Bracupka peecrpauiiinoro nocsinvenns (MAH) v
3BiTi npo wiinivyne gocnigxenns (3KJ):
Actpa I0.Ec.Eif., Ink. (Astra USA, Inc.) -
50 Oric Crpit
Vectbopo, mrat MaccauyceTc
Cnonygeni lltatn Amepuku (CIIA)
01581-4500
Hotouna goxnanna indopmauis npo MAH:
Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Comepran’e
IIsenis (SE-151 85 Sodertilje, Sweden)
3. BupoGHux Noxnagna indopmauis npo supobunka B 3IKJI: -

Actpa ®apmacstotikan ITponakus (Astra Pharmaceutical Production)
Copeptan’e

IlIBenis

MoTouna pokaanna indopmauia npo BUPoGHHKA:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Coneprar’e

IlIpewis (SE-151 85 Soderttlje, Sweden)

4, IporeneHi Tak B
LOCIIiIKeHHSA:

1) Tumn Jlikapchkuii 3aci6 3a MOBHUM JOCHE (ABTOHOMHE AOCHE)

JiKapCcHKOTO

3aco0y, 3a AKHM
npoBoxuIacs abo
IJIaHYEThCA
peecTpatis

5. IToBHa Ha3Ba
KTiHITHOTO
BUNpPOOYBAHH,
KOAOBaHUI HOMEp
KIHIYHOT'O
BUNPOOYBaHHS

52-THXHeBe BiKPUTE JOCIIi[UKEHHs BUBYEHHS Ge3MeHOCTi Ta epeKTHBHOCTI 3aCTOCYBAHHA
Gymeconiny (ITynsmikopT®), cycneHsii as HeGyimaitsepa, y OPIBHIHHI 3 TpalULiiHOIO
Teparicio acTMH B JIiTeit, XBOPHX Ha acTMy, BikoM 8 poxis i monomme, rocmimxerns 04-3 100b.

6. ®aza
KIiHIYHOTO
BUNPOOYBaHHA

III

7. Iepion
MpOBeINEeHHA
KIiHIYHOTO
BHIPOOYBAHHA

3 nucronazaa 1995 p. mo uepsens 1997 p. -
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8. Kpainy, ne CIIA

TIPOBOIHUIIOCS

KIIiHIYHe

BHIPOOYBaHHA

9. KinbkicTh 3ammanopaHa: 300

nocmimkysanux | @akrirana: 307

10. Meta Ta Iiyti BOTo AOCTIKEHHS MOMATAIY B OLIHLI 6€31IEYHOCTi TPHBATIOTO 3aCTOCYBAHHA

BTOPHHHI ILIiJti HaitHK40! iHIHBiMyanbHOT HiATpUMYBaNbHOT H03H GyIecoHiny, Cycrnensii 1 HeOymaiisepa,

KJIiHIYHOrO TIPH 3aCTOCYBaHHi POTATOM Iepiofy 10 1 poKy B MOpiBHAHHI 3 TPaAMUIHHOIO Tepami€io aCTMH

BUNpOOyBaHHA B ZiTell, XBOPUX Ha acTMY, BIKOM Bifi 6 MicALiB 20 8 pokiB, siki paHiiue Gpamu y4acTs y
noxBiliwil cuimiit dasi mocnimkenns (nocmimkenna 04-3100). .

11. Nuzaitn BaraToueHTpoBe, paHAOMi30BaHe, BilKpHTe, KOHTPOILOBAHE 33 aKTHBHUM IPENapaToM

KJIiHiYHOrO IOCITIIKEHHSA, IO POBOAWIOCS B AapaleIbHUX Tpynax.

BUMPOGYBaHHS Le 60 HacaMmepes AOCITiHKeHHS Ge3NeKH, BIPOBaKEHE SIK IONpaska 1 10 MpoToKoIry
pocmimkenns 04-3100. IepsunHMii u3aiiH noagiiHo ciinoro xocmimkenHs 04-3100 ve
BKIF0YaB a3y BiAKpUTOro JikyBanHs. ITonpapkoio 1 10 mMpoTokoiy 6yio D04aHO BiAKpHUTe
JIOJATKOBE HOCTIKEHHS, IO HAJal0 3MOTy MAali€HTaM, AKi peTpOCTIEKTHBHO a6o
TPOCTIEKTHBHO yCHilIHO 3aBepIUwIn 12-TIkHEBY dasy niKyBaHH;I B IOABil{HOMY crinoMy
pexumMi gocimkenns 04-3100 aGo MPHIMHWIA YYacTh y AOCTIUKEHHI Jepes l'IOl“lpI]IeHHX
mepe6iry acTMH, IO NOTPeOYBAIO 33CTOCYBAHHA MEPOPATLHIX rmoxoxopmxocTepomm
Y34TH Y4acTh y Bigxpuriii dasi qocmimKeHns. JIis THX NallieHTiB, AKi PETPOCTICKTHBHO Bike
3aBePUILIA bazy meBamm B [OJBiltHOMY crinoMy pexumMi abo Gy BUKIIOYEH 3
HOCIKEHHs depe3 NOTipIeHHs nepediry acTMy, 1o NoTpefyBao 3acToCyBaHHA
TepOpaNbHAX IIOKOKOPTHKOCTEPOI/iB HA MOMEHT BHECEHHS NIONPABKH, 6yJ10 MPH3HAYEHO
HOBHIi BizuT 6A. Sk HACTHiNOK, 43,3% manicHTis (43,1% mHanieHTis, AKi OTpUMYBaNH
6y11e00Hin, Ta 43,7% nauieHTiB, gKi OTpUMYBAIH TpaauUiiHy Tepalilo aCTMH) YK€ 3aBepILIITH
¢asy niysaHHs B HoABiHHOMY CJIilOMY pexuMi A0 BIPOBADKEHHS TIOTPABOK, & TOMY Mall
TPOMIKOK 4acy MiX 3akiHueHHAM (a3u 1iKyBaHHsA B IOABIHHOMY CIINIOMY pexuMi Ta
T10YaTKOM BiKPUTOI (a3l NOCIIKEHHS, i/l 9ac AKO] MAIIEHTH OTPAMYBAIIH JiKYBaHHA
npenapaTamMmu TpaauuiiHol Teparm acTMu (30KpeMa IHrasiniHHIMH
TIOKOKOPTHKOCTEPOiNaMH) 3a pillleHHAM CBOIX JiKapis. ¥ MpOTOKOi BiAKPHTOr0
IOCTiKEHHS 3a3Ha4aI0Cs, 110 aCTMY MALiEHTIB HeoGXiAHO KOHTPOJIIOBATH GYIECOHINOM,
cycrieHsiero a1 HeGynaiisepa, 3 TOCTYTIOBHM inauBigyansHUM NinGOpPOM J034 OJUH pa3 Ha
no6y (1 p/m) aGo TpaAULiiHOIO Tepali€lo aCTMH, AKa MOTJIA BKIIIOYATH iHTanaiitei
rmoxoxopmlcocrepomn (TKC), B2-aroHiCTd, METIIKCAHTHHH Ta HECTEPOIAHI [POTH3aNAIbH]
3ac0GH 3aJIeXKHO BiJl IPYMH JIiKyBaHHs, 10 AKOI NalieHTa 6yno posnoaiieHo.

12. OcHOBHi JliTy, XBOpi Ha acTMy, AIKi YCIIUHO 3aBepIIWiK (asy 12-TIKHEBOTO JTiKyBaHHA B noJBiHHOMY

KpuTepii cmrmMy pexcmvu nociimkenns 04-3100 aGo npuUNMHWIA y4acTh y (pasi TikyBaHHA B

BKITIOYEHHS IOZBIHOMY CIIimOMy pesxiMi Yepe3 oTpely npuiomy nepopanbaux I'KC s jikyBaHH:
moripmeHHs nepebiry acTMH.

13, Byneconin (0,125, 0,25 ta 0,5 Mr/mi), cycnensito fuit HeGy1aiisepa, BBOMWIM Yepes

Jocnimxysannii | HeGymaitsep Pari LC-Jet Plus, nin’eqnanuit 1o xoMnpecopa Pari Master, 3 Mackoto a6o

nikapcekuif 3aci6, |3aryOHHKOM.

croci6 JTosu nounsatucs 3 0,5 Mr 1 p/a Bpanui 3i cipo6amMy 3MEHIIUTH KO3y T 9ac KOKHOrO Bi3UTY

3aCTOCYBAHH, 10 0,25 mr 1 p/n BpaHi, a faiti no 0,25 Mr Yepes JeHb BpaHL, 3 MOAAIBIIMM NPHITHHEHHAM

cmia aii

nixyBaHHs GyfeCOHIOM 3a pilleHHAM A0CTiaHuKa. MakcHMallbHa I03BOJICHA 1038 -
6yneconiny, cycnensii it HeGyaitsepa, craHosuna 1,0 mMr 1 p/a.

14. IIpenapar

MOpPiBHAHHA, 033,

criocio
3aCTOCYBaHHS,
cwia gii

Tpanumiiina Tepanis actmMu (30kpeMa inrananiiiai ['KC, B2-aroHicTH, METIIKCAHTHHE T2
HecTepoiNHi MpOTH3aNaNbHI NPENapaTH) 3a PillIeHHAM JOCITIAHUKA.

KOHO®IEHLIIMHA ITHOOPMALIIS,
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15. CymyTHa
Teparisa

Ilix gac BiAKpHTOT (ha3sr NOCTiKEHHS JO3BOIIIOCH 3aCTOCYBAHHS TAKUX JIiKapChKUX 3aC06iB
i3 BixnmoBimHIMU 06MexeHHAMY (HANPHUKIAL, 10 POBEACHHA NOC/iKEHHA JIETeHeBOT
obynkuii):

o Tlpenapatu [ JiKyBaHHS aCTMH: NIANIEHTH, PaHAOMI30BaHi 10 [PYNH 3aCTOCYBAHHA
TpaMIiliHOT Tepanii acTMH, MOTJIM OTPUMYBATH JikyBanHs iHrasuiinmvu [KC,
B2-aroHicTaMu KOpPOTKO] Ail, METIIKCAHTHHAMH Ta/a00 HECTEPOIAHAMHU NPOTH3ANAILHIMH
npenaparamy (HaNpUKIAJ, HATPilo KPOMOTJIKAT) 32 PillleHHsAM TOCIiAHNKA.

o TlepopaibHi KOPTUKOCTEPOINH: 32 PillIECHHAM HOCIIiAHHKA HO3BOJLIHCH TIOBTOPIOBaHi
KyPCH NIEPOPATLHOTO NPEAHI30HY JUls KOHTPOJIIO 3ar0CTPEHb aCTMH.

Inwi aikapchki 3aco6H, AKi BBAXKAIKCH HEOGXIHIMH 1 6I1arononyYds NalienTa,

JO3BOJLUTUCA Ha pO3CyI AOCHTiIHHKA.

16. Kpurepii
OLHKH
e(eKTHBHOCTI

Xoua 11¢ GyJT0 HacamIepen AOCTiKeH A Ge3neky, 3MiHHi eheKTBHOCTI, SKi TaKoXK
OIiHIOBAJTH, BKJIFOYATIH:

o Cepenni 3HaYeHHs OLIHKYA CUMIITOMIB aCTMH BHOUI Ta BAEHb y NIOPIBHAHHI 3 BUXiTHUM
piBHeM micis $hasu 52-TIKHEBOTO JIiKyBaHH:.

o [IpUnNHHEHHS MANiEHTAMH y4acTi B HOCHIKeHH] (30KpeMa JacTKa NallieHTiB, 1Ka
HpHIAHAIA YIacTh Y HOCIIIKeHHi 3 Oyab-sK0i IPUYHUHU Ta YaCTKa TIALI€HTIB, AKa
NPUIMHWIA YIacTh y AOCIIKCHH] Yepe3 MoTiplIeHHs nepebiry actMu).

» UacTKa Mali€HTiB, AKa MpHiiMaa nepopaibHuii MPeIHi30H. =

o CepenHnon060Ba KibKICTh IPEAHI30HY, IO 3aCTOCOBYBANACS UL TiKYBaHHA MOTipIICHHA
niepebiry acTMu.

o KinpkicTs IHiB 3aCTOCYBaHHSA NPHHIMIOBO HOBOTO (OpOHXOAMIATATOP) JiKAapPCHKOTO
3aco0y.

o CripoMeTpuyHe A0CHiIKEHHS 3MIHHIX eeKTHBHOCTI (00’€M (HOPCOBAHOTO BAMMXY 32
1 cexynny (O®B,), WBUAKICTH HOPCOBAHOTO BUMMXY Bifl CEPEAHEOI I0JIOBHHN
dopcosanoi xutTeBoi eMHocTi Jierens [[LIPB25-75%] Ta popcoparnoi JKUTTEBOT EMHOCTI
nerens [@XKEJ]) nPOBOMIOCS THiJi Hac KOXKHOTO Bi3UTY 0 KIHiKY B MiATPYyIi Hali€HTiB,
3[ATHHX BUKOHATH CIIPOMETPIIO.

o IlikoBy mwBHAKicTs Buauxy (II11IB) BrMiproBaiy MOACHHO BpaHIli Ta BBEuepi B MArpyIi
MALi€HTIB, 30aTHUX IIPOMTH HOCIkeH A BusHayeHu [1I1IB.

o 3MiHHU B OLIHII CTAaHY 30POB’ s, 30KpEMa Pe3yNbTaTy 33 MOAN(IKOBAHOIO MIKAJIOH OLIiHKH
dynxuionansroro crarycy II (R) craHy 310poB’s Aitel Ta OLIIHKH 3araJIbHOTO CTaHy
310poB’s 3a mkanoo RAND.

o BigMiHHOCTI y BUKODHCTaHHI pecypciB OXOPOHH 310POB’ s, OB’ A3aHMX 3 aCTMOIO, Ta
HenpAMUMHY BUTPaTaMH Ha OXOPOHY 310pOB’sl.

17. Kpurepii
OILIIHKH Oe3NeKH

OuiHioBaHEMH 3MiHHUMH Ge3nedHocTi Oynu:
o TloBimommeni reGaxani ssuma (H).

o Basanpuuii piBeHsb BpaHIi Ta CTUMY/ILOBAHHH aApeHOKOPTHKOTPOIHMM I'OPMOHOM (AKTT)
piBeHb KOPTH30J1y B ILTa3Mi KpoBi (QyHKLis rinotTanamo-rinogizapro-anpenanonoi [[TA]
Bici) y miarpymi nauieHriB.

o 3Mminu npu disuKanLHOMY 06CTEKEHHI (30KpeMa pocTy, AKHi BHMIpPIOETECA 32 JOIIOMOIOI0
CTamioMeTpii), OCHOBHUX (i3i0NOTiYHIX NOKA3HUKIB Ta KIiHik0-1abopaTOpHUX aHaui3iB
(30Kpema opodhapHHreaTbHHX Ta Ha3aIbHMX IPUOKOBUX KYJBTYD).

e 3MiHH KiCTKOBOTO BiKy. -

18. CratncTnuni
METOIH

JIns cepeHiX 3HAYEHDb Y MeXKaX IPYI NiKyBaHHS BUKOPHCTOBYBAJIM ONMHCOBY CTATHCTHUKY 3
95% noBipuuMy inTepbanamu. s MOPIBHAHHSA Pi3HUL] B IPHIMHEHH] IPUHOMY
HOCIIDKYBAHOTO JIiKyBaHHS NaLli€HTaMX BUKOPHCTOBYBAIIA IPagik Kamnana-Meifepa.
YacroTa kninigaux HS Gyna ckopHroBana Ha TPUBAIICTb YYaCTi B OCHIDKEHHI 3
BUKOPHMCTAaHHAM MOJIEINI MPONOPIIHHMX pu3KKiB. [l BU3HAUCHHA CTUMYJIOBAHOTO AKTT
piBHsA KOPTH30MTY B IUIa3Mi KpOBi BUKOPUCTOBYBAIH pucnepciiunmit ananis. IIBuakicTs pocty

KOHOIIEHLIAHA IHOOPMALLIS
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OLHIOBAJIH 3 BUKOPUCTAHHAM OLIHOK, 3AiHCHEHHX METO/IOM HaliMEHIIMX KBaJPaTiB, TAHTCHCA
KyTa HaXwuiy niHilHo1 perpecii.

19. Temorpadiuni
TOKa3HUKH
JOCTiKYBaHOT
momyJiwii (crarts,
BiK, paca TOIIO)

Baramom 307 mauieHTiB 6ynu pannoMizoBaHi B focaikeHHA (204 NanieHTH A0 Tpynu
3acTocyBaHH: GyaecoHify, CycreHsii s HeGynaitsepa, Ta 103 mauienTy 1o rpynu
3aCTOCYBaHHA TpaJuIliiiHoi Tepamii acTMur). Y0IO0BiKH CTaHOBMIH 63,2% PaHIOMi30BaHHX
nanienTis; 79,8% malieHTIB HaleXaJH 10 €BpONeoiaHoi pacy, 14,3% MalieHTiB 10 HETPOIMHOT
pacu, 4,2% mnarieHTiB MaIH TaTHHOAMEPHUKAHChKE [T0XOUKECHHA, 0,3% maIieHTiB Mau cXinHe
OXOMKEHHA, a 1,3% Manu «iHIIe» eTHiTHe NoXomKeHHA. CepeiHe 3HAYSHH + CTAHAaPTHE
Bigxmwienns (CB) Biky, Baru Ta pocTy Ha MOMEHT paHOMi3alii craHoBunO 57,4 + 26,5 micAu,
45,0 + 18,8 dynra (20,4 + 8,5 kr) Ta 107,5 + 16,6 cM, Bianosinso. CepelHe 3HAYCHHA £ CB
OIIHKH CHMITOMIB acTMH BHOYI Ta BJEHb Ha MOMEHT panaoMisauii craHosuio 0,69 + 0,62 Ta
0,74 + 0,63, BignosigHo, a cepeane 3Hauenns I1I1IB + CB BpaHui Ta BBedepi Ha MOMEHT
paHnoMizanii craHosmio 184,5 = 50,9 Ta 183,4 + 53,0 n/xs, BignoBigHo. TpuauATh ABa
BiZICOTKM MawieHTiB MOTIM MOC/IiIOBHO BUKOHATH MaHimymLii cnipoMeTpil. Cepense
snagenns O®B, + CB Ha MoMeHT paHaoMizauii craHoBmio 1,31 = 0,27 11 (84,29 + 14,72%
porH€o3osaHoro 3HaueHAa OPB;).

20. Pe3ynbratl
edeKTHBHOCTI

YacTka MALi€HTIB, AKa IPUIHHIIA YIacTh y AOCIIKeHHI, y IpYIIi 3aCTOCYBaHHA TpatuLiHOT
Teparii acTMH GyJia 3HaYHO GLTBLIO, HIXK Y TPYII 3aCTOCYBaHHs GyNecoHiay, CycmeHsil s
HeGynaiizepa (29% y nopisrasHi 3 13%, Bignosigso; p = 0,001). Pospaxynok 1acy no
NPUIMHEHHS OCiIKYBaHOro JiKyBaHH:A MeTofoM Karutana-Meiliepa mokasas, 1o TadieHTH,
AKi oTpuMyBanu GyIecoHis, CycneHsito s HebyIaiisepa, TOBIIC OTPUMYBAIIH OOCTiIKYBaHe
JiKyBaHHS B IOPIBHAHHI 3 NALEHTAMH, AKi OTPUMYBaIX TPAXHLIHHY Teparilo acTMHu (p =
0,003; nor-paHrosuii kputepii).

CepenHe 3Ha4erns + CB Ta MefiaHa KillbkoCTi IHIB HpHHAOMY JOCJIiDKYBaHOTO JiKyBaHHA IJIS
MALi€HTIB IPYNH 3aCTOCYBaHHs TpaTuiliitHOT Tepanii aCTMH CTAHOBHIIM 308 + 116 ta 365 nHiB,
BiAMOBiAHO, a TAKOXK cTaHOBWIHK 343 + 83 Ta 365 nHiB, BiANOBIAHO, ANA TALEHTIB, AKi
OTpEMYBaJIH GynecoHix, cycnensito s Hebynaiisepa. IIporarom JOCIiIKEeHHA CEpeHA
3arajibHa 1060Ba 103a GyaecoHimy, cycreHsii wis HeGymaltsepa, craHoBuaa Bil 0,50 10

0,54 Mr, a Mexiana fo6oBol no3u — 0,5 mr. -

Pe3yNbTaTH OLHKH CHMIITOMIB aCTMH BHOYI Ta BJICHD, @ TAKOX 3aCTOCYBAHHA [IEpOPabHOTO
npenHi3oHy HaBezeHi B Tabmumi 1. Cepe/IHi 3MiHI (aHUX OCTAHHBOTO CTIOCTEPEXKCHHA B
TOPIBHSHHI 3 BYXiIHEM PIBHEM 11 OLIHKH CHMITOMIB aCTMH Gy CXOMKUMH y 2 rpynax
nikyBaHHs. Bincotok narjeHTiB, sKi NoTpeCyBau 3aCTOCYBaHHA NEPOPAILHOTO [peqHi30Hy Il
NiKyBaHHS acTMH, GYB CX0KHUM B 060X Ipymax JikyBarHs (51% Ta 54% Wi rpynu 3aCTOCYBaHHSA
GynecoHiny, cycrensii i neOynatizepa, Ta IpyIH 3aCTOCYBaHH: TpamuigiiiHoOl Tepaii acTMH,
BiANOBiHO), AK i cepenns no6osa KinbkicTs (0,58 Ta 0,63 Mr, BiINOBiAHO).

Ta6auus 1. Cepeans 3mina sia Buxianoro pisus (octanni 14 ani aikysanus B noasiiiHOMY
cainomy pexumi) y nopiBHANHI 3 JAHMMH 0CTAHHBOI'O CIIOCTEPEHEHHS JNiKyBaHHA Y BiIKpATOMY

pexuMi A/t OUiIHKH CHMNTOMIB aCTMH BHOYi T2 BA€Hb, 2 TAKOXK 3ACTOCYBAHHSA MEPOPAJIBLHOTO
npeaHizony.

JlikysauHs y BiAKpHTOMY peskHMi
Tpanuuifina Byneconin, cycneHnsis
Tepanisi aCTMH nasa Hebynaiizepa

3minHa

OujiHKa CHMNTOMIB aCTMH.
CepenHs 3MiHa Bl BUXiIHOTO PiBHA
BHoui (95%, 1)
Baens (95%, 1)
3acToCyBaHHA IPEIHI30HY.

KinskicTs nauieHriB, sKi 3acT0COBYBaM
npenHizoH

-0,08 (-0,19; 0,03)
-0,10 (-0,22; 0,01)

-0,10 (-0,19; -0,02)
-0,09 (-0,18; -0,00)

iz yac KOCHimKEHHA 56 (54%) 105 (51%)
Cepennpo10608a KinbKiCT 3aCTOCYBaHHS (MT)
Cepente 3Ha4eHHs=CB 0,63=0,97 0,58=1,38
MeaiaHne 3HAYECHHS 0,24 0,11
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Y miArpynax mauieHTis, 3AATHEX MOCTiHHO BUKOHYBATH MaHiyNALii AU BUMIPIOBaHHS ITHIB
B 060X rpymax NikyBaHHs, criocTepiramucs nogioui noxpamesns I111IB ppanni Ta BBeyepi. V
MiArpynax MaLi€nTiB, 30ATHIX MOCTIHHO BUKOHYBaTH MaHiMynsuii cripoMeTpi,
criocTepiranuca noxiGHi noxpamenns OPB,, ®XKEJ Ta pinnosiaxoi IIPB2s.75% MiX rpynaMu
JiKyBaHHA.

V naujenTis rpynu TiKyBaHHS GyIeCOHINOM, CyclieHsieo Ui HeGynaiisepa, criocTepiranucs
3icTaBHi MOKpaUIEHH B IOPIBHAHHI 3 MALli€HTaMH, paHIOMi30BaHIMH JI0 TPYITH 3aCTOCYBaHHA
TpaMMLiiHOT Tepanii acTMu, 3a MOAH(IKOBAHOIO MIKANIOK0 OLIHKH QYHKLIOHANEHOTO CTaTyCy
II (R) 3arapHOrO Ta CeMM}iYHOro CTaHy 350pOB’s. V MALIEHTIB IPYIH JIKyBaHHA
GymecoHiIoM, cycniensieio s HeGynaiizepa, CIIOCTepiraucs NOKpaleHHs OiHKH
3araJIbHOTO CTaHy 3I0POB’ s 3a IM0GansHOI0 1kanoio RAND y nopiBHsHHI 3 HalicHTaMH,
PaHIOMi30BAHMMH 10 TPYIIH 3aCTOCYBAHHA TPpaIMUiHHOT Tepanii acTMuL. 3MiHHI BHKOPUCTAHHA
pecypciB OXOPOHH 30POB’s Ta HENPAMHX EKOHOMIYHUX KiHIEBYX TOYOK MOKa3aH, MO
BiICOTOK MAL€HTIB, AKi 3BEPTANKCA [0 BiALIEHb HEBIMKIAIHO] AOTIOMOTH, 3BEPTANHCA 10
BiNiNieHb HEBiAKIAIHOT JOMOMOTH Uepe3 acTMY Ta Tele(pOHHUX N3BiHKIB Jikapio Yepes acTMy
6yB BHIIKM Y TPyTl 3aCTOCYBaHHA TPaAuLiiiHOT Tepamii acTMH B MOPiBHAHHI 3 IPYIOI0
3acTocyBaHH: Gynecominy. Lli naHi BKa3yIOTh Ha IOKDAIIEHHS AKOCT XUTTA B HAL{€HTIB, AKi
OTPHMYBAJIH JTiKyBaHHs 6y/lecOHiIOM, Cycnensieio it HeOynaifsepa, y MOpPIBHAHHI 3
TpaauLifHOO TEPAIIEI0 ACTMH.

21. PesyneTati
Oesnexn

TIpo BUNa/IKK JETANBHOTO PE3Y/IBTATY B IbOMY JOCIiLKEHHI HE TOBiIOMIIANIOCS. 3aranoM
noBizoMIIsLIOCA TIpo 33 cepiiosHux HeGaxanux apum (CHA) y 28 namienris (11 CHA B 11
[11%] nawienTis y rpymi 3acTocyBaHHs TpamulliiHoi Tepanii actmu Ta 22 CHA B 17 (8%)
nauieHTiB y rpymi 3acTocyBanHs 6ynecoHiny). OMHOro nauieHTa i3 CHHAPOMOM medimry
yBard NpoTAroM 1 poky B aHaMHe3i 6yJ10 BUKIIOYEHO 3 TPYIM 3aCTOCYBaHHA OynecoHiny,
cycneHsii 1 HeGynaiisepa, uepes HI, ske NpoABIAIOCA B He3pHYaliHii moseninti. Ile HA 3a
OLIHKOIO JOC/iAHMKA MOIJIO MATH 3B’A30K i3 HOCIIIXyBaHHM JiKyBaHHAM Ta HE SHUKIIO Ha
MOMEHT [iICYMKOBOrO Bi3uTy mauienTa. [Taienta 6yo HanpasieHo 10 Jikaps-TepanesTa,
OIHAK, HOJATKOBA iH(pOpMALlis PO OAYKaHHS NallieATa HeAOCTyNHA. [Tic/a BHECCHHS
TIONpaBKH Ha TPUBATICTh Y4aCTi B JOCIIIKEHH], KITHITHO 3HAYyIIUX BimMiHHOCTeH y THII,
wactoTi a6o cTyneni TmkkocTi HSI Mk rpynaMu ikyBaHHA He BiMianoCs. Kniniuao
3HAYYIIUX BiAMiHHOCTE} MiX rpyrmamu JIiKyBaHHA 3 OTILALY Ha ocHOBHI (isionoriuni
TOKA3HMKH 260 pe3ymbTaTy (i3sHKaIbHOro 0GCTEKEHHA HE CIIOCTEPIralocs; TakoX He 6yno
BUSBJIEHO OYEBMIHHX BiMIHHOCTEi Y 4aCTOTi KIiHIYHO 3HAYYIIMX 3MiH TPUOKOBUX KYJIBTYP
HOCOBOI 260 POTOBOT IOPOXKHMHU MiX FpyraMu JTiKyBaHHA. OUiHKK Ul BU3HAIEHHS
MOMUIHBOTO BIUIHBY JOCIi/’KyBaHOTO JiKyBaHHA Ha GasaibHi piBHI T2 crumynsoBaHi AKTT
piBHi KOpTH30My B IUIa3Mi KPOBi B MiArpynax NauieHTiB, AKUM NPOBOMUBCS TECT, SHATHUX
BimMiHHOCTE# MiXK 2 rpynamu JTiKyBaHHS 3a NepioZ 10 1 poKy He BUABMIIH. Kpim Toro, o3nax
npuraizenns [T A Bici B nauieHTiB, AKki OTPHMMYBaJIX NTKyBaHHS 6YIeCOHIIOM, CYCIEH3IEI0 Wist
HeGymaifzepa, He crioctepiranocs (Tabmuus 2).

Ta6auus 2. CropuropaHi cepeani sminu crumyanosannx AKTT pisnis kopTh3ony Big BUXiaHOTrO
piBHS (3 NONPABKOI0 HA LEHTPANbHUI edeKT)

JlikyBanHs V BIIKDHTOMY pexHMI
TpaauuiiiHa Tepanis BynecoHin, cycnensis p-3HadeHHA*

acT™MH s HeGyaaiizepa
(n=31) (n=67)
VYei nauientn -53.0 99.7 0,278

* 3acTocyBaHHs 6y/ecoHiay, cycnensii ans neGynaitsepa, y TIOpiBHSHHI 3 TPALHULIXHOIO TEpamieio
acTMH

ONiHKY /U1 BU3HAYESHHA MOXIIMBOTO BIUTABY AOCIIDKYBAHOTO JIKYBaHHA HA IOBXUHY/3piCT
Tita (CTaZioMeTpis) MPOBOMIIACS JHIIE JULT NALIEHTIB, SKi 3aBepIIWIH 12-micsagnuif nepion
NiKyBaHHA. Pe3yasTaTd MOKa3aiH, 0 CepeHi 3HaUCHHA BUMIPSHOTO 306LIBIIEHHSA POCTY
npotsroM 1 poky (3 TikHs 0 o TeKHA 52) Gynu noAiGHUMH B 060X rpynax TiKyBaHHA AN
BCIX MAIEHTIB Ta B MeXax crpaTadikalii 3a CTATTIO I/l Yac KOXHOTO Bizury. KpiM TorO,
CTATHCTAYHO 3HAYYHIMX BiIMiHHOCTEH B OLHKAX IIBHIKOCTI POCTY MiX IpynaMu TiKyBaHHA

KOH®IAEHLIIMHA THGOPMALILA,
1110 € BIACHICTIO KOMITAHII 536




Ui Beix matienTis (p = 0,113; TaGmuns 3) abo B Mexax crpatudixanii 3a CTaTTIO (YONOBIKH: P
= 0,068; xinku: p = 0,944) He Hyno.

Ta6auus 3. CepeHi 3HaYeHHd BHMIpsiHOTo 30ib1IEHHS POCTY (cm/pik) NpoTAroM 0aHOT0 POKY
(Tokcni 0-52) anst nanieHTiB, AKi 3aBePLUHIN 0ANH pik BixkpuTOro JiKyBaHHS

JlikyBaHHs y BiAKpHTOMY n CepeaHi 3HaYeHHSA BUMipSIHOTO
pexHUMi 3binbimenns pocty (em/pik)
Vei nanientn Bynecouia, CyCOERSIA AMA 467 6,96; 2,34
HeOynaiisepa
Tpamuuiiina Tepania acTMH 72 6,21;2,43

OWiHKH 115 BU3HAYEHHA MOXJIUBOTO BILTHBY JOCIiZKYBaHOr0 JiKyBaHHA Ha PicT CKeneTa
(BM3HaYeHi 3a 30BHIlIHIM | BHYTPilIHIM fKiaMeTpaMu [KicTKOBO-MO3KOBa TOPOKHMHA], & TAKOX
ITBHICTIO KOPH TOJIOBHOTO MO3KY Cepe/IMHE APYTOi I1' ICTHOI KiCTKH Ha PEHTTeHOrpamax
NiBOT pyKH Ta 3am’ ACTKH) He MOKa3aIH CYyTTEBHUX BigMiHHOCTEH MK rpymaMu JIiKyBaHHA 3
OrJIARY Ha cepefiHi BiIMIHHOCTI MK CIIOCTEPEXYBAHUM KiCTKOBHUM BiKOM Ta KaJICHAAPHUM
BIiKOM MPOTATOM | POKY MU BCiX MALi€HTIB HE3AIEKHO Bix cTari.

22. BucHOBOK
(3ax/r0ueHHS)

V miacyMKy cllil 3a3HaUMTH, 110 3aCTOCYBaHHA Gynecoriny, cycnensii 1yis HeOyuaiizepa, 3
TMOCTYIOBKM iHIMBiXyansHIM nigGopom fo3u Bix 0,25 Mr 4epes AeHb 10 1,0 mr 1 p/n
mpotsroM 1 poky 6y10 Gesneunim 1a A06pe MEPEHOCMMHM LA JiKYBaHHS NIEPCHCTYIOHO]
ACTMH B HEMOBILAT T3 MATONITHIX AiTeH, XBOPHX Ha acTMy, BikoM Bil 6 MicsmiB 10 8 poxis.
KpiM TOro, CTATHCTHYHO 3HAUYIIUX BifMIHHOCTEH MIK rpynaMu JTikyBaHHA 3 OTILATY Ha picT
a6o ¢ynkuiro ITA Bici He cnocTepiranocs.

3asgBHHUK (BJIACHUK
peecTpaniiiHoro
[IOCBITUEHHSA)
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Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study

Report (CSR):

AstraZeneca Canada Inc
1004 Middlegate Road
Mississauga

Ontario (ON)

Canada

L4Y 1M4

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Canada, Inc

1004 Middlegate Road
Mississauga

ON

Canada

L4Y 1M4

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

The treatment of outpatients with croup: comparison of nebulised budesonide
suspension, intramuscular dexamethasone and placebo, Study 04-9256.

6. Clinical trial phase

i

7. Clinical trial time frame

From 20 September 1993 through 10 April 1996

8. Countries where the
clinical trial was conducted

Canada

9. Number of subjects

Planned: 210
Actual: 144
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10. Primary and secondary
objectives of the clinical
trial

In children with acute croup associated with moderate respiratory distress,
nebulised budesonide suspension and intramuscular dexamethasone were
compared with nebulised placebo suspension in terms of the rate of
post-treatment hospitalisation (primary variable), need for additional racemic
epinephrine (EPI) and change in croup score (CS; secondary variables). Safety
was also compared between treatment groups.

11. Clinical trial design

Multicentre, randomised, single-blind, parallel-group study.

12. Key inclusion criteria

e  Males and females aged 3 months to 9 years.
o  Diagnosis of croup, based on the presence of each of the following three
criteria:
—  ‘Seal-like’ barking cough.
—  Presence of inspiratory stridor.
—  Medical history of inspiratory stridor.

e  Persistent moderate respiratory distress (CS between 3 and 6) despite
treatment with humidified oxygen for at least 30 minutes.

13. Investigational
medicinal product, method
of administration, strength

Budesonide 4 mg, as 4 single dose units of 2 mL of 0.5 mg/mL budesonide.
All patients (including those in the dexamethasone and placebo groups)
received racemic EPI HC, 0.5 mL, 2.25% solution for inhalation therapy
(VAPONEPHRIN®).

14. Comparator, dose,
method of administration,
strength

Dexamethasone 0.6 mg/kg intramuscular (DECADRON®) and nebulised
placebo solution as 4 single dose units of 2 mL/unit.

15. Concomitant therapy

Other medication considered necessary for the patient’s welfare was to be given
at the discretion of the emergency department staff.

16. Efficacy endpoints

The primary efficacy measure was the rate of post-treatment hospitalisation.

The change in CS and the need for additional racemic EPI over the first 5 hours
post-treatment served as secondary efficacy measures.

17. Safety endpoints

Safety comparisons were made by measuring the frequency of adverse events
(AEs).

18. Statistical methods

Continuous variables (such as the last available CS between 3 to 5 hours and
24 hours croup scoring for admitted patients) were analysed by an analysis of
covariance (ANCOVA) model with factors for treatment, study nurse and study
nurse-by-treatment interaction, and with baseline CS as the covariate. Other
explanatory variables, such as type of croup, culture results, the number of
racemic EPI treatments between 2 to 5 hours and the time to the final decision,
were included in the model if they were significant. Due to the small number of
patients per study nurse at Centre 2, all study nurses in Centre 2 were pooled
together as one study nurse with respect to statistical analysis. Other continuous
variables, such as the maximum blood pressure, the last available value of
oxygen saturation (SpQOz), respiratory rate and heart rate, were subjected to an
ANCOVA model with factors for treatment, study nurse and study
nurse-by-treatment interaction, and with their corresponding baseline values as
the covariate. If suitable, results were presented as 95% confidence intervals for
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differences between treatment groups. Where considered necessary because of
unsuitable distributions, rank transform models were applied.

Proportion variables, such as the number of patients whose change in CS from
baseline improved by 2 units, hospitalisation rates (initial and final deposition)
and the number of patients who received racemic EPI treatments between 2 to
5 hours post-treatment were analysed by a corresponding logistic model with
factors of treatment, study nurse and baseline CS, if appropriate. The centre
effect was evaluated by a contrast estimate.

Exploratory analyses were performed to identify factors that may affect patient
deposition (admission/discharge) from the emergency department. The
following exploratory factors (reliability, fatigue, travel time to hospital, travel
mode, pre-treatment with racemic EPI, type of croup and culture results) were
added to the previous logistic regression model and using a backward selection
technique to identify those important factors.

All statistical tests were 2-tailed and were considered to be significant if

p <0.048.

The number of patients who developed gastrointestinal bleeding or bacterial
tracheitis later was very small (between 0 and 2); consequently, the proportion
of patients in each group was noted.

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

The groups were comparable with respect to characteristics and baseline
assessments. The mean + standard deviation (SD) age was 23.8 + 17.9 months.
Seventy percent of patients were male (Table 4).

Table 4. Demography

Treatment Group

Paramater Budesonide Daxamethasone Placebo

n= 48 n =47 n= 49
Age (months) 24.9 + 18,5 24.0+19.1 226+ 18.4
Sex (MIF) 32116 3413 34/15
Height {cm}) 889+ 149" 86.6 + 145" 876+ 149"
Waight (kg) 13.0x4.2 13.2£5.2 126140
Caucasian / other 45/3 42/5 45/4

Results given as Mean & SU where appropriale.

* 1 result missing;

20. Efficacy outcomes

The percentage of patients recommended for hospitalisation 3 hours after
treatment was significantly lower in the budesonide and dexamethasone groups,
compared with placebo (p <0.001). However, the difference between
budesonide and dexamethasone groups was not significant. In each group,
approximately half of the patients recommended for hospitalisation at 3 hours
were still recommended after 5 hours.

In those patients who were not recommended for hospitalisation, the follow-up
questionnaire administered 72 hours after discharge revealed that 6 patients
were re-hospitalised (1, 3 and 2 from the budesonide, dexamethasone and
placebo groups, respectively). Nine physician visits for continued croup were
reported (1, 4 and 4 visits, respectively).

From baseline to S hours, 29 patients required one or more additional doses of
racemic EP]. Compared with placebo, the budesonide and dexamethasone
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groups had statistically significant lower requirements for additional doses of
racemic EPI (p = 0.03 and p = 0.005, respectively) after the results were
adjusted for covariates, such as baseline CS. However, the difference between
budesonide and dexamethasone was not significant.

Both before and after adjustment for covariates, the decrease in CS from
baseline to 5 hours was significant between budesonide and placebo (p = 0.02,
adjusted) and dexamethasone and placebo (p = 0.0001, adjusted).
Dexamethasone also caused a significant (p = 0.004, adjusted) decrease in CS
compared with budesonide.

21. Safety outcomes

Ten AEs were reported in 9 patients. One child was not randomised because of
an AE of febrile seizure at initial screening.

Of the 9 AEs occurring in randomised patients, information was lacking
regarding the severity and outcome of iron deficiency anaemia in 1 patient
assigned to the placebo group. The eight remaining AFEs were mild or moderate
in severity and resolved with complete recovery. Four of the AEs occurred in
the placebo group (Table 15).

Table 15. Adverse events in randomized patients

Treatmant Group

Addvnrse aveil Suverity Cul Bud ide o e Placebo
Dlarrhoea Mild Full recovery 1 D [}
Irgn doficlency Unknown Unknawr 4] 0 1
anaemia

Otitls media Mitd Full recovery 1 0 i}
Olitis madia Moderate Full recavery [¢] 1 1
Strap throat Moderate Full recovery 0 [ 1
Vomiting Mitd Full recavery 1 1 1
TOTAL 3 2 4

The frequency of AEs showed no notable differences between groups.

22. Conclusion (findings)

This study showed significantly better patient outcomes after 5 hours with
single-dose administration of nebulised budesonide suspension or
dexamethasone compared with placebo. The outcomes in children with acute
croup and moderate respiratory distress treated with budesonide or
dexamethasone were: 1) a more rapid clinical improvement; thus a smaller
proportion of patients recommended for hospitalisation, 2) a lesser need for
additional racemic EPI, and 3) a lower CS.

These results suggest that corticosteroids can be used safely and effectively for
the treatment of ambulatory children and, thus, reduce their rates of
hospitalisation.

Applicant (Marketing
Authorisation Holder)

DocuSioned by:

jaw,akmar Lurwnatlan

g7094Fa5IR25405..
Dr Jayakumar Gurunathan

(full name)
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CONFIDENTIAL AND PROPRIETARY 4 of/] /2/031//’\//




INepexinax 3 aHTIiMCHEKOI MOBH Ha YKPaiHCBKY MOBY =

3BiT mpo KiIiHiYHE BUNIPOOYBaHHA

1. HasBa Jiikapcbkoro
3aco0y (3a HassBHOCTi —
HOMEp peecTpaliifHoro
MIOCBiTICHHA)

BynecoHin Actpa3eHeka (MiXKHApOIHA HENIATEHTOBaHa Ha3Ba — OyHeCOHi)

2. 3aABHUK

Hoxnanua indopmanis npo BAACHHKA peecTpaliiiHoOro nocBiiueHHs
(MAH) v 3BiTi npo kainiuxe gocnipxenns (3KM):

Actpa3eneka Kanana Inx (AstraZeneca Canada Inc)

1004 Mimrreiit Poyn

Micicara

Ounrapio (OH)

Kanana

L4Y 1M4 (1004 Middlegate Road, Mississauga, Ontario (ON), Canada, L4Y 1M4)

IMoTouyna noknanua indopmanis npo MAH: .
Actpa3enexa Ab (AstraZeneca AB)

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

3. Bupo6Huk

Noxnaaua indopmauis npo Bupodnuka B 3K/I:

Actpa3enexa Kanana Ink
1004 Mimreitr Poyn
Micicara

OH

Kanana

LAY 1M4 (1004 Middlegate Road, Mississauga, Ontario (ON), Canada, L4Y 1M4)

IMoTouna JokaanHa indopmanis npo Bupobuuka:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Comepran’e
IlIsenis (SE-151 85 Sodertilje, Sweden)

4, TIpoBeIeHi KOCIiIKEeHH:

Tak

1) Tun nikapceKoro 3acody,
3a SKUM MpoBoAMIacs abo
IUTAHYETHCA peecTpanis

Jlikapcekuii 3aci6 32 HOBHMM IOChE (ABTOHOMHE JIOCHE)

5. TToBHa Ha3Ba KJIiHIiYHOTO
BHUIPOOYBaHH:A, KOJIOBaHHH
HOMep KIIiHIYHOTO
BHUIPOOYBaHHA

AMGynaropHe JiKyBaHH: KpyITy: HOpiBHAHHA OyNecominy, cycnensii
HeGyuaii3epa, BHYTpIilIHLOM 130BOTO JEKCAMETA30HY Ta M1aneo, HoCiiKeHHS
04-9256.

6. ®a3a KIiHiYHOTO
BUIPOOYBaHHA

III

7. Ilepion npoBeICHHA
KJIiHIYHOTO BUIIPOOYBaHHA

3 20 Bepecust 1993 p. mo 10 kBiTHA 1996 D.

8. Kpainu, ae mpoBOIIIOCS
KJTiHiYHe BUNMPOOyBaHHA

Kananma

9. Kinbkicts
JOCIiKyBaHHX

3arutaHoBana: 210
®axTnuHa: 144
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10. MeTa Ta BTOpHHHi Iini
KJIiHiYHOTO BUNPOOYBaHHA

V giTeii i3 rocTpUM KpyIoM, TIOB’A3aHUM i3 TIOMIPHHM PECTIPaTOPHUM JUCTPECOM,
GymecoHin, cycnensito s HeGynaiizepa, Ta BHYTPiLIHBOM’ I30BUH AekcaMeTa30H
HOpIBHIOBAJIH i3 cycneHsieto Iianebo mia HeGynaiizepa MO0 YacTOTH
rocriTanizanil meus TiKyBaHHA (neanHHa 3MiHHa) notpeGu B JONATKOBOMY
paueMivHOMYy anpeHa.mHl (EPI) Ta 3sminu B ouinui kpymy (CS: BropuHHi 3M1HH1)
Be3nedHicTh TakoX MOPIiBHIOBAIN MK IPyHaMH JIiKyBaHH.

11. Mu3aiin kaiHIIHOTO
BUNPOOYBaHHA

BaraToneHTpOBe, paHAOMi30BaHe, IPOCTe CIINe NOCHiVKEHHS, 0 IIPOBOAMIOCH B
mapajieNbHuX IPynax.

12. OcHoeHi kpuTepii
BKJTIOUEHHSA

e Yonopiku Ta xkiHKM BikoM Bix 3 Micauis no 9 pokis.

¢ JliarHOCTHKa KpYITy IPyHTY€EThCS Ha HaABHOCTI KOXKHOTO 3 TPhOX KpHUTEPIiB:
— «TroneHii» raBkaro4uii Kamems.
— HasBHicTs iHCIIipaTOPHOTO CTPHAOPY.
— IucmipaTopHuit CTPUIODP B aHAMHE3, N

e TlepcucTyrounii nomipuuii pecripatopruit guctpec (CS Bin 3 o 6) nonpu
3aCTOCYBAHHS 3B0JIOKEHOTO KICHIO IPOTATOM, IOHAHMeHIIe, 30 XBUJIHH.

13. JocmimxyBaHuH
nikapchKuit 3aci6, crnocié
3aCTOCYBaHHA, CHIa il

BynecoHin 4 Mr sk 4 0QHO030Bi KOHTeiHEepH 10 2 Ml GyecoHiny B 1031
0,5 Mr/mi.

Vi namienty (30KpeMa MallieHTH i3 TPy 3aCTOCYBaHHA IEKCaMETa30Hy Ta
1tane6o) OTpUMYBATIH paueMiunuii agpeHaniny rinpoxnopun (EPI HC), 0,5 M,
2,25% posunH A inramuiiisoi Tepanii (BAIIOHE®PHH®).

14. TIpenapat nopiBHIHHS,

J103a, CIIOCi0 3acTOCYBaHHS,

cuia il

TexcameTasoH y 103i 0,6 mr/kr (IEKAJPOH®) Ta po34uH mwiaue6o M
HeOymnaiizepa Ak 4 0AHOLO30Bi KOHTEHHEPH 10 2 MJI/KOHTEHHED.

15. CynyTtHs Tepamnis

IHmi nikapceki 3aco6u, ki BBaXKaNIHCA HEOOXiMHAMY U1 61aronoryads TMali€HTa,
TNpH3HAYANKCS 32 PilleHHAM EPCOHAY BiIiNeHHs HEBiAKIATHOT HOOMOTHL.

16. Kpurepii oninku
edeKTHBHOCTI

IlepBuHHIM KpuTepieM edeKTHBHOCTI GyIIa 4acToTa rocmitanizauii mcmus
nikyBaHHs, 3Mina CS Ta HeoOXimHiCTh Y HONaTKOBOMY paueMiyHoMy EPI
IIPOTATOM TIEPIIMX 5 TOXMH MiCIIA JiKyBaHHA CTyTyBalli BTODHHHAMH KPHTEPLAMH
e(eKTHBHOCTI. -

17. Kpurepii onliHku
Oesnmeku

TopiBHAHAA Ge3NEeKH NPOBOAMWIOCS IIIAXOM BHMIPIOBaHHS YaCTOTH HeOaKaHMX
apuux (HA).

18. CtaTHCcTHYHI METOIH

Beznepepam 3MiuHi (IK-OT OCTAaHHE JOCTyIHe 3HaueHHs CS y Mexax Bin 3—5
FOIH T4 OLHKA KpyMy NPOTATOM 24 TOXMH /I TOCHITaNi30BaHMX NALIEHTIB)
aHai3yBaJlM 3a IOTIOMOTOI0 MOJENI Konapxaumnoro ananizy (ANCOVA) 3
dakTopamu /L JTiKyBaHHA, MEICECTPH-NOCTIIHULI Ta B3aEMOAIT
MCJICCGT'[JH-JZ[OCJ‘IIILHHLH 3 ,uocmmxyaanm J‘[IKyBaHHﬂM, a Takoy 3HadeHHAMHU CS
Ha BHXiHOMY piBHi sk KoBapiaT. [HIIi MOACHIOBAIBHI 3MiHHI, K-OT THII KPYIY,
pezynbTaTH Mlxpoﬁmnormnnx KyJIBTYpalbHHX JOCIiKeHb, KITbKIiCTE
3acrocysaHb pauemiuHoro EPLy nepxon Bif 2 10 5 rofMH Ta 9acy 10 NpUHHATTA
OCTATOYHOTO pileHHs 6y BKIIOYEHI B MOJENb, IKILO BOHK OYIH 3HAYYIIMH.
qepeB HEBeJIMKY KiNbKICTh NALIEHTIB HA OJTHY MezicecTpy- JOCTIAHULIO B LEHTPi 2,
yci MOBHOB@KEHHA Me/ICECTPH-AOCTiAHNLI B uem‘pt 2 6y nepenani onHii
MeJICeCTpi-IOCTiIHKLI 100 CTATHCTHYHOTO aHaltisy. Inmi GesnepepsHi IMiHHI,
AK-OT MaKCHMANbHHI apTepiabHuit THCK, OCTAHHE AOCTYITHE 3HAUYCHHA caTypanii
kucHeM (SpO;), YacTOTH AMXaHHA Ta YaCTOTH CEPIEBHX CKOPOYCHB oy
ppaxopai B moaeii ANCOVA 3 q)aKTopaMn bin)b:s meBam-m
Mencecmom-nocmmmuero Ta B3aEMOJI€I0 Mencecrpn-nocmnnnm 3
JIOCJ'III[)K}'BaHPIM J'IleBaHHSIM a TAKOX i3 IXHIMH BiINOBiTHUMH 3HAYEHHAMH HA
BUXiTHOMY pmx-u K KoBapiaTH. 3a HeoOXigHOCTI pe3yIbTaTH 6me npencraBieHi
K 95% HoBipyi iHTepBaNH A1 BiIMiHHOCTEH MiX rpyrnamu JikyBaHH:. Konn
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BBAKAIOCS HeOOXIIHIM Yepe3 HeBiAMOBiAHMI PO3MOAL, 32CTOCOBYBAIIKC MOJIEI
MepPETBOPESHHA PAHTIB.

Iponopuiiiai 3MiHHi, 8k-0T KiTBKICTh MALi€HTIB, y skuX 3MiHa CS nokpamtuiacs
Ha 2 OIMHWUI| B NIOPIBHAHHI 3 BUXIIHUM piBHEM, 4acTOTa rociiranisauii
(II09aTKOBE Ta OCTATOYHE 3HAYEHHA) Ta KilbKiCTh MALiEHTIB, SKi OTPHUMYBAITH
panemiunnii EPI y mepioa Biz 2 10 5 ronus micns aikysarHs Gyiiu npoaHanizoBaHi
3a JONOMOTOI0 BiXNOBiaHOT ToricTHYHOT Mozeni 3 haxTopaMy JiKyBaHH,
MeIcecTporo-nocianuuero Ta CS Ha BUXiTHOMY piBHi, AKIIO 3aCTOCOBHO. «Edekt
IIEHTPY» OLHIOBAH 3a NOTIOMOTOIO OIlIHKH KOHTDACTIB.

TTomYKOBi aHATI3M BUKOHYBAIMUCS /UL BUABIEHAA HAKTOPIB, IKi MOXYTh
BIUTMBATH HA PO3MOMLN HALliEHTIB (rocmiTanizalis/BHNNCKa) 3 BiIUIEHHA
HepinknaaHoi nonomory. HaBeneHi Hibk4e nomykosi gpakropyu (HanilHiCTD,
CTOMJIIOBAHICTb, 9ac y I0PO3i 10 JiikapHi, croci6 nepecyBaHHs, onepenHe
nixysauns pauemiunuy EPI, THn kpymy Ta pesynbTaTi MikpoGionorivamx
KyNbTYpalbHHUX A0CIUKeHE) By/I1 IOfaHi 10 nonepeAHbol noricTHHOT
perpeciiiHol Mozieli Ta BUKOPHCTaHa TeXHika IOKPOKOBOTO BUKIIOUEHHS [T
BHABJICHHSA LMX BaXUIMBHX (PaKTOpiB.

Vi cratueTyHi TecTH Yy JBOCTOPOHHIMH Ta BBAXKAIUCA 3HAUYIIUMH IIpH

p <0,048.

KinbkicTh naieHTis, y AKUX Hi3HiMIe pO3BHHYNACA ILTYHKOBO-KHIIKOBA
KpoBoTeua abo GakTepianbHuii Tpaxeir, 6yna Ayxe HesHa1Ha (Bin 0 10 2); OTXKe,
YaCTKa TaKuX NalieHTiB 6y/a Big3HaueHa B KOXHiH rpymi.

19. Hemorpadiyni
MOKa3HHKH JOCIiMKyBaHOI
nomyJiLii (cTaTh, Bik, paca
TOILO)

['pymu 6yn 3icTaBHIME LIOJO XAPaKTEPHUCTHK Ta OLIHOK Ha BHXigHOMY piBHI.
CepeHe 3HaueHHs + cTanAapTHe Bixxmienns (CB) cranosmm 23,8 + 17,9 micaus.
CiMaecsT BiICOTKIB NaIliEHTIB CTAHOBHMIN YOJIOBikY (Tabmuus 4).

Tabauusa 4. Jemorpadiuni moxasHUKH

I'pyna nikyBaussa
IIapamerpu Byneconin IeKCAMETa30HOM Inane6o

n =48 n =47 n=49
Bik (micauis) 249+18,5 24,0+19,1 22,6 +16,4
Cratb (1K) 32/16 34/13 34/15
3pict (em) 88,9+ 14,9* 86,6 = 14,5* 87,6+14,9*
Maca Tina (kr) 13,0+4,2 13,2+5,2 12,6 £4,0
IIpeacTaBHHKH
eaponeolnnol pack / 453 42/5 45/4
iHwIe eTHiYHE
NOXOAKEHNR

Pe3yJIbTaTH, NpeAcTaBNeHi Ak cepeHe 3HaveHHa + CB, e ue noTpiGHO.
* | pe3yabTar BiACyTHill;

20. Pesynbratu
edeKkTHBHOCTI

BiIcoToK nawieHTiB, KM Gyna peKOMEHI0BaHa rocTliTai3awis yepes 3 rofuHI
nicsis TiKyBaHHs, GyB 3HAYHO HWYKYE B IPYNaX 3acTOCYBaHH:A OynecoHiny Ta
feKcamMeTa3oHy B mopisHAHHi 3 miaue6o (p <0,001). Oanak pisHUILT M rpynamMH
3acToCyBaHHs GyIECOHiny T iekcaMeTa3oHy He yia 3Hauywo. ¥ KokHil rpymi
npubaH3HO NONOBHHI NMALieHTIB, AKMM Gya peKOMEeH10BaHa rocmiTanizauis yepes
3 romuHy, yce e Gyna pekOMEHI0BaHa Yepe3 5 FOAHH.

V THX mMauieHTiB, KM He GyJa peKOMEHI0BaHa FOCTITANI3allis, ONATYBAbHYK 32
Nepiof MoJanblloro CnoCTEPEeKeHH, L0 BAKOPHCTOBYBAIH HEPe3 72 rogHHK
MicJIs BUITHCKH, MOKa3as, 1o 6 ranieHTis 6yJim moBTOPHO rocmitanizosani (1, 3 Ta
2 3 rpyn 3acTocysaHHs GynecoHiny, AeKkcamMeTasoHy Ta manedo, BiZIMOBiTHO).
TMoBizoMANOCS PO [eB’ATE BI3UTIB A0 Jikapsa depe3 noctiinuit kpyn (1, 4 ta 4
BIi3UTH, BiOMOBiAHO).

3a nepiox Bl BEXixHOTO PiBHA A0 5 romuH 29 nauiexTaM NoTpi6Ha Oyna onHa abo
KiJibKa fOJaTKOBHX 03 paueMiunoro EPI. V nopisusHHi 3 miaue6o, y rpynax
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3aCTOCYBAHHA GyaeCOHiIy Ta AEKCAMETa30Hy CIIOCTEPIraucs CTaTHCTHYHO
3HAYYILi MEHIIi BUMOTH ISl 3ACTOCYBAHHs IONATKOBAX /103 pauemitHoro EP1

(p = 0,03 Ta p = 0,005, BiANOBIAHO) MiC/IA MONPABKH PE3Y/IBTATIB Ha KOBapiaTH,
ak-oT CS Ha BUXigHOMY piBHi. OHaK pisHHL MiX 3aCTOCYBaHHAM Gy/ecOHiNy Ta
JeKcaMeTa3oHy He Oyiia 3HaTyIIOIO. _

STk j10, TaK i mic/1A OTPABKHU Ha KoBapiar, 3HwkeHHa CS 3a mepiof Bill BUXiZHOTO
piBHA 10 5 rogus Gyno 3HauymmM Mix Gyaeconigom Ta mraneGo (p = 0,02,
CKOpPMroBaHO) Ta fiekcaMeTa3oHoM i rraue6o (p = 0,0001, ckopirosaHo).
JlekcaMeTa3oH Takox cnpuuunss 3HaqHe (p = 0,004, ckoprrosane) stinkeHHst CS
y nopiBHsAHHI 3 GyAeCOHIIOM.

21. Pesynbsratu 6e3nexd osigommsuiocs npo 10 H B 9 mauientis. Onuy autuHy He 6yno paHIoMi30BaHO
uepes HS, sxe npossnaocs y ¢peOGpupHiil CyaoMi mif yac NepBUHHOTO
CKpHHIHTY.
Cepen 9 HJI, ki BUHHKIM B PaHAOMi30BAHUX natienTis, Oymna BigcyTHA
irdopMaLlis Mpo TAKKICTs Ta HACII KK 3anizoaediupTHOT aHeMil B 1 HalienTa,
posnofineroro fo rpyn# muaue6o. I siciv HA Gynu nerkoro abo cepeaHboro
CTYMEHA TAKKOCTI Ta SHHKIM 3 TOBHMM OXYKaHHAM. ¥ rPyIli 3aCTOCYBaHHA
wiane6o croctepiranocs yotupu H (Tabmuma 15).
Taéauusa 15, Hebaxaui aBHILIA B PAHAOMI30BAHHX NALEHTIB

I'pyna aikyBaHHA

Cryninb .

HeGaxane spume TKOCTi PesyasTar Byaeconia JexkcameTa3on Inane6o

: Jlerxoro
Jiapes crynens TloBHE OAyXaHHA 1 0 0 _
3an|3f))1e(b1uma Hesinomo Hesinomo 0 0 1
aHeMiA
Toctpuii cepeaniit  Jlerkoro TosHe onyXams 1 0 0
OTHT CTyneHA
Toctpuii cepenmift  Cepeansoro TloBHe OmyKaHHs 0 1 1
OTHT CTyIeHA
C'rp_emoxoxona CepeaHporo Tlorme oaywauns 0 0 1
aHriHa CTYIIEHA
BntoanHs Jlerkoro crynexa ITopHe oayxaHHA 1 1 1
PA3OM 3 2 4

Yacrora HSI He moka3ana CyTTEBUX BiAMIHHOCTEH MiX rpynaMu.

22. BUCHOBOK [le AOCTi/UKeHHSA TIOKA3A/I0 SHAYHO Kpallli pe3y/IbTaTH JiKYBaHHA MALICHTIB Yepe3
(3aKO4YeHHA) 5 rozmH micnA pa3oBoro 3acTocysanus Gynecouiny, cycneHsii i HeOynaiepa,
a60 JeKcaMeTa3oHy B TIOpiBHAHHI 3 niaue6o. PesynbTaTu B Aiteil i3 rocTpum
KPYNOM Ta TIOMIDHHM PECIiPaTOPHHM JMCTPECOM, AKI OTPHMYBAIH TKYBaHHA
Gyneconinom abo nexcamerasoHoM, Gynu Takumu: 1) mBHIILIE KJIiHIYHE
TMOKPAWIEHH, 8 TOMY MEHIIIA YacTKa NAaUi€HTIB, AKHM PEKOMEH0BaHA
rocmitanizauis; 2) Menma norpe6a B gonarkosomy pauemiunomy EPL; 3) MeHIUi
moka3zHuk CS.

11i pesysbTaTH CBiI4aTh PO MOK/IKBICTE Ge3neqHoro Ta eyeKTHBHOro -
3aCTOCYBaHHA KOPTHKOCTEPOIiB //isl TiKyBaHHS AiTeil B aMOyIaToOpHUX yMOBax
Ta, y Takuii CTI0Ci6, 3HU3UTH YacTOTY rocTiTasizauii.

3asBHHK (BJIaCHUK ligmicano y nporpami DocuSign:
ﬁiﬁf{zﬁ%m /mignuc/
97094F653B284D5...
JI-p Dxaskymap ['ypynatad (Dr. Jayakumar Gurunathan)
(ITIB) ]

/mipuc/

Tlewarxa: Vipaia, M. Kuis, ToBapucTBO 3 0GMEXEHOIO BiNOBIAAIBHICTIO «ACTPA3EHEKA
VKPATHA», Inentudikariinuii kox 37037434,
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Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

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

Astra Australia

5 Alma Road

North Ryde

New South Wales (NSW) 2113
Australia

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Australia

5 Alma Road

North Ryde

NSW 2113

Australia

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

A double-blind randomised, comparative study of the effect of
nebulised budesonide (Pulmicort®) and adrenaline in acute laryngo-
tracheo-bronchitis (croup), Study 04-9272.

was conducted

6. Clinical trial phase ITA
7. Clinical trial time frame From 30 August 1993 through 05 July 1994
8. Countries where the clinical trial Australia

9. Number of subjects

Planned: Approximately 80
Randomised: 67

10. Primary and secondary objectives
of the clinical trial

The primary objective was to compare the effects of adrenaline and
budesonide via nebulisation on croup symptom score over a 24 hour
period in children with acute or spasmodic croup.

11. Clinical trial design

National, multicentre, randomised, double-blind, parallel-group,
comparative study.
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12. Key inclusion criteria

e  Agerange > 6 months and < 5 years.

e  Acute or spasmodic croup, defined as a clinical syndrome
consisting of inspiratory stridor, barking cough, hoarseness and
signs of respiratory distress.

e  Croup symptom score > 6.

13. Investigational medicinal
product, method of administration,
strength

One dose of budesonide nebulising suspension, 2 mg in 4 mL.

14. Comparator, dose, method of
administration, strength

One dose of nebulised adrenaline 1:1000, 4 mL (4 ampoules).

15. Concomitant therapy

e  Other corticosteroids and adrenaline were allowed, if necessary,
2 hours after nebulisation of the study drug.

e  Other medication that was considered necessary for the patient’s
welfare could be used at the discretion of the investigator.

16. Efficacy endpoints

The primary efficacy variable was the change in clinical croup
symptom score from baseline to each time point during the study,
compared across the 2 treatment groups.

The secondary efficacy variables were:

e  Percentage oxygen saturation at each stated time point
(0 to 24 hours).

e  Duration of hospital stay.
e  Number of intubations.
e  Number of treatments with other steroids.

e  Number of subsequent adrenaline treatments.

17. Safety endpoints

Adverse event (AE) data.

18. Statistical methods

The primary efficacy variable, total croup symptom score, was
analysed using an analysis of covariance (ANCOVA), with centre and
treatment as factors. The total croup score at 0 hours was taken as the
baseline measurement (rather than the -0.5-hour score) and was a
covariate in the analysis. Analyses were performed at each of the
following time points: 0.5, 1.0, 1.5, 2.0, 12.0 and 24.0 hours. The ‘last
value extended’ principle was applied to those patients who were
discharged or withdrawn prior to the 24-hour assessment.

The primary efficacy variable, total croup symptom score, was tested
to see if there was a statistically significant change from baseline

(0 hours) within each treatment group. Results were presented as
mean change, standard error of the mean (SEM) and 95% confidence
intervals of the change within treatment groups. A confidence interval
which did not contain zero would mean a statistically significant
change from baseline.

The secondary variables were treated in the following manner:

o  The percentage oxygen saturation was analysed using
ANCOVA, with centre and treatment as factors. The baseline
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(0 hour) measurement was a covariate in the analysis and the
last value extended principle was applied.

o  Duration of hospital stay was analysed using an analysis of
variance, with treatment and centre as factors. Results were
presented as the mean difference with SEM, 95% confidence
interval and p-value.

Descriptive statistics were presented for the number of intubations,

subsequent treatments with other steroids or adrenaline, general health

score, pulse and respiratory rate and AEs. The number of patients
receiving subsequent treatments with steroids or adrenaline was
analysed together using a chi-squared test. Results were presented as
percentages with their corresponding p-values.

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

Sixty-seven patients were enrolled and randomised to treatment, of
whom 66 received study treatment and 53 completed the study.

The 66 children who received study treatment consisted of

61 Caucasian, 1 oriental and 4 children of other descent. Their ages
ranged from 7.6 months to 71.6 months. The children who received
budesonide did not differ in age, sex or duration of current croup
attack from those children who received adrenaline (see Table 1).
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Table 1. Demographic variables for APT patients.

Characteristic Budesonide Adrenaline
(n=35) (n=31)
Age (months)
Mean 209 249
SD 12.7 125
Min, Max 76,716 8.6,55.2
Sex
Male 23 22
Female 12 9
Race
Caucasian 32 29
Oriental 1 0
Other 2 2
Height (cm)*
n 32 25
Mean 84.6 92.0
SD 103 13.7
Min, Max 70,119 73,138
Weight (kg)
Mean 127 13.8
SD 32 34
Min, Max 9,23 6,20
SBP (mmHg)*
n k2 28
Mean 98 101
SD 11 18
Min, Max 68,126 62,145
DBP {mmHg)*
n 34 28
Mean 60 62
SD 9 11
Min, Max 44, 86 48,100
Pulse (b/ min)*
n 35 28
Mean 144 142
SD 17 15
Min, Max 110,183 120, 180
Duration of current croup
attack (hours)
Mean 31 26
SD 21 21
Min, Max 3,96 2,72

*Patients 102, 103, 106, 112, 113, 118, 120, 129, 226 had missing data for height
*Patients 106, 131, 210 had missing data for SBP, DBP and Pulse.
*Patient 229 had missing data for SBP and DBP.

APT = All Patients Treated.

At the time of admission, 22 children (62.9%) in the budesonide
group had suffered croup for 1 to 4 days while 15 patients (48.4%) in
the adrenaline group had croup symptoms for 1 day or more. The
remaining children had croup symptoms for less than 24 hours.

20. Efficacy outcomes

Thirty-five patients received budesonide and 31 received adrenaline.
Within each treatment group, there was a significant reduction in total
croup symptom score from baseline at each time point. The mean
total croup symptom score in the budesonide group was significantly
reduced from 7.1 (0 hours, baseline) to 5.3 (0.5 hours), 4.6 (1.0 hour),
4.1 (1.5 hours), 3.8 (2.0 hours), 3.4 (12.0 hours) and 3.3 (24.0 hours).
There was no significant difference in the reduction of total croup
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symptom score between budesonide and adrenaline throughout the
study after adjusting for baseline (ANCOVA). However, there
appeared to be a slight tendency favouring adrenaline for
improvement in the first hour (difference

[adrenaline minus budesonide] = 0.7, p = 0.0848 at 0.5 hours;
difference = 0.7, p = 0.0527 at 1.0 hour).

The onset of action of budesonide was apparent within 30 minutes
and was sustained for 2 hours, following a similar time course as
adrenaline. However, the interpretation of results beyond 2 hours was
difficult because a similar number of children in each treatment group
(budesonide: 40%, adrenaline: 50%) required additional
oral/intramuscular steroids or nebulised adrenaline after 2 hours.
There was no significant difference in percentage oxygen saturation
between budesonide and adrenaline treatment groups at any time
point. No difference was observed between the 2 groups in the
respiratory rate, pulse rate, duration of hospital stay and the number of
children requiring additional steroids/adrenaline.

21. Safety outcomes

Both treatments were well tolerated. Seventeen percent of budesonide
patients experienced side effects, which compared favourably with the
adrenaline treated group (19%). The AEs reported were consistent
with viral croup and there was no laryngopharyngeal effect reported.
No child required intubation during the study, had a serious or severe
AE, or had to discontinue the study because of an AE during the study
period.

22. Conclusion (findings)

This study confirmed that 2 mg nebulised budesonide has similar
clinical effects compared with 4 mg of nebulised adrenaline in
treatment of acute upper airway obstruction in patients with
moderately severe croup. Nebulised budesonide should be considered
as an alternative to nebulised adrenaline as first-line therapy in this
group of patients.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
| Sauakumar Gununatlan.
§7004F653B284D5..,
Dr Jayakumar Gurunathan

(full name)
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[Mepexnaz 3 aHriicbkol MOBH Ha YKpalHCBKY MOBY

3BiT mpo KJIiHiuHEe BUIIPOOYBaHHS

1. Ha3spa mikapcekoro 3aco0y (3a
HAsABHOCTI — HOMEp peecTpaliiiHoro
MOCBiTYEeHHA)

Byneconin Actpa3eHeka (MiXkHapoAHa HETIaTEHTOBAaHA HA3Ba —
OymecoHin)

2. 3agBHUK Hoknanua indopmauisi npo BAaCHHKA peecTpauiiinoro
nocpiguenns (MAH) v N
3BiTi npo kniniune gocnigmenns (IK):

Actpa Octpenis (Astra Australia)
5 Asmva Poyn
Hopr Paiin
Hoguwii ITiBgennuit Vensc (NSW) 2113
Asctpanis (5 Alma Road, North Ryde, New South Wales (NSW) 2113,
Australia)
MoTouna goknaana indopmauis npo MAH:
Actpa3eneka Ab (AstraZeneca AB) B
SE-151 85 CopepTar’e
IlIsewis (SE-151 85 Sédertilje, Sweden)
3. BupoOHHK HOoknaana indopmauis npo supodrnuka B 3K:

Actpa Octpenis (Astra Australia)

5 Anma Poyn

Hoprt Paiin

NSW 2113

Ascrpaiis (5 Alma Road, North Ryde, NSW 2113, Australia)

IMoTouyna gokaaaua indopmanis Npo BApodHNKA: =
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Comeptan’e
IIsenis (SE-151 85 Sodertilje, Sweden)

4. TIpoBeneHi JOCTiIKEHHS:

Tak

1) Tum Jikapcbkoro 3acoby, 3a AKHM
mpoBoauiacsa abo IIaHy€ThC
peecTpanis

JlikapceKwit 3aci6 3a IOBHUM IOChE (aBBTOHOMHE JOCHE)

5. IToBHa Ha3Ba KIiHIYHOTO
BUNpPOOYBaHHs:, KOJOBaHHUI HOMED
KIIHI{YHOTO BUIIPOOYBaHHS

ongiiine ciine, paHaoMi3oBane, IOPiBHAIbHE HOCHiKEHHA BIUIUBY
Gyneconiny ;s HeGynaiizepa (ITynsMikopT®) Ta apeHanidy npu
rOCTpOMY JIAPMHIOTPaxeoOpoHXiTi (Kpym), AociimkeHHs 04-9272.

6. ®asa KiiHiYHOro BUIPOOYBaHHA

IITA

7. Tlepiox npoBeneHHs KIiHIIHOTO
BUIIPOOYBaHHA

3 30 cepmaa 1993 p. mo 05 munaa 1994 p.

8. Kpainu, e TpoBOAWIOCS KIIiHi4HE
BUNPOOYBaHHA

Agcrparisa

9. KinpxicTb mocmimKyBaHuX

3aruragoBana; [TputnusHo 80
PannomizoBaHo: 67

10. Mera Ta BTOpHHHI LiNi
KITiH{YHOrOo BUMPOOyBaHHA

OCHOBHOIO METOIO0 GYJIO TOpIBHATH BIUIUB afpeHalliHy Ta 6ylecoHiny 3a
JOTIOMOTOIO PO3MIWICHHA Ha OLIHKY CHMIITOMIB KpyITy BIIpOAOBX 24
roauH y aireif 3 roctpuM abo crasMaTUYHUM KPYIIOM,

11. JTu3aiiH KIiHIYHOTO
BUIPOOYBaHHA

3aransHOHaIiOHANEHE, 6araTOLIEHTPOBE, paHIOMi30BaHe, IOMBilHE
cnine, y mapajie/IbHUX rpynax, HOPiBHANLHE HOCIIIKEHHS.
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12. OcHoBHi kpuTepii BKIOUEHHA

o Bikosuii gianazoH > 6 mica1iB Ta < 5 pokis.

o TocTpuii a60 cOa3sMaTHUHHUI KPYI, AKMH BH3HAYAECTBCA AK KITIHIYHUH
CHHJpPOM, LIO CKJIAJA€TECA 3 iHCIPaTOPHOro CTPUAOPY, FABKar0I0To
KAIUTIO, 3aXPUINIOCT] Ta 03HAK PECTipaToOpHOTO AUCTPECY.

e OuiHka CHMITOMIB KpyIIy > 6.

13. JocmimkyBaHuii TiKapChKAH
3aci6, croci6 3acTocyBaHHA, cHiIa Hil

Onna mo3a GyecoHiny, cycneHsii a1 HeGynakizepa, 2 Mry 4 MiL.

14. Tpenapat NopiBHAHHA, 1034,
CII0Ci0 3aCTOCYBaHHSA, CHIa Oii

OnHa 103a afpeHaniny mis HeGynaiisepa 1:1000, 4 mn (4 amrryn).

15. CymyTH# Tepamnis

e 3anoTpe6u H03BONAIOCS 3aCTOCYBAHHS iHIIIX KOPTUKOCTEPOINiB Ta
aJipeHaNiHy Yepe3 2 FOAMHM IiCIA POMUWISHHA JOCIi/KYBaHOTO
Tpenapary.

o Inmi mikapceki 3aco0H, AKi BBOXAIKCA HEOOXiIHMME UL
6I1aronoTyq4s Nai€eHTa, MOTJIY 3aCTOCOBYBATHCA 34 PIlICHHAM
IOCIiTHUKA, -

16. Kpurepii ouiHky e()eKTUBHOCTI

[TepBHHHOIO 3MiHHOKO €(eKTUBHOCTI Gyia 3MiHa OLIHKHA KIIHIYHHX
CHMIITOMIB KPYITy Bil BUXiZHOTO PiBHA T KOXHOTO KOHTPOJIBLHOTO
MOMEHTY 4acy BIPOAOBXK AOCIIIKEHHA y NOPiBHAHHI MiX 2 rpynaMu
JIiKyBaHHIL.

BTOpHHHAMY 3MiHHUMH e(EeKTUBHOCTI Oyu:

o BincoTok carypauii kuCHeM i KOXKHOTO KOHTPOJIBHOTO MOMEHTY
yacy (024 romus).

o TpuBanicTh rocmiTanmsanii. =
o KinbkicTs inTy6amiit.

e KinekicTs KypciB nikyBaHHA iHIIMMH CTEPOINAMH.

o KinpkicTs mojanbIuux BBEACHb aJpeHaliHy.

17. Kpurepii oninku 6e3mexku

Jani mopo HeGaxanux ssum (FLT).

18. CtaTHcTHYHI METOOU

TlepBurHy 3MiHHY e(eKTUBHOCTI, 3aTallbHy OLIHKY CHMIITOMIB KpYITy
aHANM3yBaIi 3 BUKOPUCTAHHAM KoBapiawiitHoro ananisy (ANCOVA) 3
HeHTpoM 06po6KH TaHMX Ta BUIOM JiKyBaHHA Ak $akTopis. 3aranbHa
owjinka Kpymy 4epe3 0 roguH Oyyna BHKOPUCTaHa K I0YaTKOBE
BUMipIOBaHH (a He oLiHka Yepes -0,5 rox) Ta Gyna koBapiaToM B aHaIi3i.
AHaJi3u OpOBOJIKCS B KOKHHUIA 3 TAKHX KOHTPOJIBHMX MOMEHTIB 9acy:
0,5; 1,0; 1,5;2,0; 12,0 ta 24,0 roaus. ITpyHIAI «pO3MHPEHHA OCTAHHBOTO
3HAYEHHA» 3aCTOCOBYBABCA 10 THX IMALL€HTIB, AKi Oyu Bunucani a6o
BHUKIIOYEH] 3 TOCHIMKEHHA 10 OLiHKH Yepe3 24 TOIUHMU.

ByIo NPOTECTOBAHO NEPBUHHY 3MiHHY €(eKTHBHOCTI, 3arallbHy OLIHKY
CHMIITOMIB, 100 OGAUMTH, 4u 6yJia CTATHCTUYHO 3HAYYyIIa 3MiHa BiJ
BHXixHOTO piBHA (0 roguH) B KoXHil rpyni nikysanns. Pesynsratu 6ynn
TIpeICTaBlieHi K CepeHs 3MiHa, CTaHAapTHA MOMIJIKA CEPEIHBOr0™
3xauenHsa (SEM) Ta 95% noBipui iHTepBaNy 3MiHU B TpyIax JiKyBaHHA.
Jopipunii inTepBa, AKUii He MiCTUTD HyJli, O3Ha4aB O CTATUCTHIHO
3HavyIlly 3MiHy Bifl BUXiTHOTO piBHS.

BTopuHHi 3MiHHI OL[iHIOBANH Y TaKuii c1I0Ci0:

e Bizncorok caTypalii KHCHEM aHANi3yBaJli 3 BAKOPHCTAHHAM
ANCOVA, 3 neatpoM 06poOKy JaHKX Ta BUIOM JTiKyBaHHA K
dakropis. [ouarkosrM (0 rox) BuMipioBannsam 6yna xopapiara B
AHATI31 3 BUKOPUCTAHHAM NMPUHIMITY «PO3IIMPEHHA OCTAHHBOTO
3HAYCHHAN. )
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o TpusanicTs rocmitaiizanii aHani3yBaly 3 BUKOPUCTAHHAM
JUCTIEPCIHHOro aHani3y 3 BUIOM JiKyBaHH: Ta UEHTPOM 0Gpo0KH
IaHUX AK GakTopiB. Pe3ynsTaTy Gynu NpeACTaBIeHi AK CEpeHA
pisuuig 3 SEM, 95% noBipunM iHTEpBANIOM Ta p-3HAYECHHAM.

ONMCOBY CTATHCTHKY BUKOPHUCTOBYBAJIH IS NIPEICTABICHAS KiTBKOCTI
iHTyGanilt, MoJaNbImKMX KypCiB JTiKyBaHHS iHIIMMH cTepoinamu abo
aJ[peHATIHOM, OLIHKM 3aralbHOTO CTaHy 3[I0POB’H, Y4CTOTH IMy/IbCY Ta
nuxaHHs, a Takox HS. KinbkicTs nalieHTiB, sSKi OTpAMYBAIH TOAIBINE
JiKyBaHHS CTepoifaMu aGo aApeHaTiHOM, aHaJli3yBaJli 3 BUKOPHCTaHHAM
KpHTepilo Xi-kBaapatis. Pe3ynsraTi GyIIM IPe/ICTaBIEH] K BiICOTKH 3
TXHIMH BiIOBiTHUMH p-3HAYEHHAMH.

19. JTlemorpadiuni moka3HUKH
JOCIHiIKYBaHOT IOy ALii (CTaTs, BiK,

paca Tomo)

licTaecsT ciM nauieHTiB Gy/IH BKIIOYEH] B OCTiKEHHA Ta
paHIOMi30BaHi 1uis TiKyBaHHA, 3 AKUX 66 OTPUMYBaJIM JOCIIDKYBaHE
JiKyBaHHs, 2 3aBEPLIIH JOCITiHKSHHA 53 MallieHTH.

o 66 miteii, ki OTpUMYBAIX JOCIIKYBaHe JTiKyBaHHs, BXOAWIH 61
IMTHHA eBponeoinHoi pacy, 1 ANTHHA CXiTHOro NoXoKeHH: Ta 4 NATHHY
iHII0r0 eTHIYHOTrO MOXO/KEeHHA. IxHill Bik crasoBuB Bif 7,6 Micsus 10
71,6 micsus. Jlith, ski oTpuMyBai GyneCcOHiA, He Bilpi3HANKCA 32 BiKOM,
CTaTTIO 260 TPHBATICTIO MOTOYHOTO Hamaxy Kpymy Bif miTed, sxi
OTpHMMYBaIIM afpeHaltid (JuB. Tabnuio 1).

Ta6auus 1. {emorpadiuni sminsi 1na nonyasnii Beix nainienTis, AKi
oTpumyBaan jgikyBanusi (APT).

XapakrepucTuka Byneconin Anpenasin
(n=35) (n=31)
Bik (micauis)
Cepeane 20,9 24,9
3HAYEHHA
CB 12,7 12,5
Miun., Make. 7,6; 71,6 8,6; 55,2
Cratb
Yonopiua 23 22
Kinoua 12 9
Paca
Cpponeoigna 32 29
Monuronoigna
paca 1 0
Inwa 2 2
3picT (em)*
n 32 25
Cepeane
3HAYEHHSA 84,6 92,0
CB 10,3 13,7
Min., Make. 70; 119 73; 138
Maca Tija (kr)
Cepeane 12,7 13,8
JHAYEHHS
CB 32 34
Min., Make. 9;23 6; 20
CAT (MM pT. eT.)*
n 34 28
Cepeane
3JHAYEHHA 98 101
CB 11 18
Miu., Make. 68; 126 62; 145
JAT (mm pT. cT.)*
n 34 28
Cepeane
3HAYEHHSA 60 62
CB 9 11
KOHOIIEHIIMHA IHOGOPMALILA,
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Min., Make. 44; 86 48; 100
Ilynse (yaapis/xBuauny)*

n 35 28
Cepeane 144 142
3HAYEHHSA
CB 17 15
Min., Maxke. 110; 183 120; 180
TpuBaJicTs NOTOYHOro Hamaay
Kpyny (roauH)
Cepeane 31
3HAYEHHS 26
CB 21 21
Min., Make, 3; 96 2372
* Y pauientis 102, 103, 106, 112, 113, 118, 120, 129, 226 gaui mogo 3pocry Gyu
BiacyTHi

* Y nauienTin 106, 131, 210 6yau sincyTHi gani woao CAT, IAT Ta nysscy.
* Y nauicnTa 229 6ysn BincyTHi gani mogo CAT 1a JIAT.

APT — yci nanienty, 1Ki OTpUMAIH JTiKyBaHHS. B
Ha moMenT rocmitamizauii 22 gitei (62,9%) y rpyni 3acTocyBaHHA 6y IECOHILY
cTpasaani Kpyros Bix 1 go 4 auis, sognowac 15 nauienris (48,4%) y rpymi
3ACTOCYBAHHA ANPEHANIHY MAH CHMITTOMHE KpyIy Bpofionsk 1 mus abo gosme. ¥
PEIITH AiTeit CHMITTOMH KPYITy CIIOCTEPiranucs MEHIIE Hixk 24 TOXUH.

20. Pe3ynbraTy edeKTHBHOCTI

TpHALATE II’ATh MALIEHTIB OTPHMYBaIH OyAecoHi, a 31 — afpeHaliH.
V koXHil rpyni JTikyBaHHA CIIOCTEpiranocs 3HaYHe SHIDKEHHS 3aralbHol
OLIHKM CHMIITOMIB KpYITy B [IOPiBHSHHI 3 BHXiJTHHAM piBHEM IS KOXXHOTO
KOHTPOJIEHOr0 MOMEHTY 4acy. CepeaHa 3arajbHa OliHKa CHMITOMIB
KpyTy y rpyni 3acTocyBanHa GynecoHify Oyna 3HauHO 3HmkeHa 3 7,1

(0 roauu, Buxignui pisens) 1o 5,3 (0,5 romurn), 4,6 (1,0 roaus), 4,1
(1,5 romuun), 3,8 (2,0 romunn), 3,4 (12,0 rogunn) ra 3,3 (24,0 romanm).
He 6y110 3Ha4ymIOi pisHKL B 3HIDKSHHI 3aralbHOT OLLIHKH CUMITTOMIB
KPYITy MK rpynaMu 3acTOCYBaHHS Gy/IeCOHiy Ta afpeHaliny IpoTAroM
YCHOro NOCTKEHHs Mic/s MoNpaBky Ha BuXinHuii pisens (ANCOVA).
OpHaK BCTAHOBJIEHA HEBEIMKA TEHAEHIIA HA KOPHCTD afpeHaliHy 1010
TOKpAIIEHH B NIepiry rofuHy (pisHuLs [aapenanin Minyc 6yaeconin] =
0,7, p = 0,0848 uepes 0,5 ronunw; pisauus = 0,7, p = 0,0527 4epe3 1,0
TOAVHH).

OueBHaHM TOYATOK Al 6YA€COHIAY MOYHHABCS NPOTAroM 30 XBWINH Ta
TPHUBAB MPOTAroM 2 TOIMH ITiCJIA TOTO X MEPioAy 4acy, 1o i afpeHaiH.
OpHaK iHTeprpeTalis pe3yAbTaTiB yepes 2 roxuHy Gyna CKIIafHoOIo,
OCKiNBKH B KOXHi# rpyIi ikyBaHHs Gy/a nofiGHa KilbKicTs AiTel
(6yneconin: 40%, anpenanin: 50%), aka noTpeGyBaia 3aCTOCYBaHHA
JOJAaTKOBHX TIepOpaNbHUX/BHY TPilIHEOM A30BHX CTEpOiziB abo
agpeHaliHy 1 HeGynaiizepa yepe3 2 roauHH.

He 6y710 3HauHOT pi3HMU] Y BiICOTKOBOMY 3HaY€HHi CaTypaLii KHCHEM
MiXK TpyNaMH JiKyBaHHs GyIeCOHIZIOM Ta aIpEHANIIHOM Y XKOeH
KOHTpOJIbLHHM MOMEHT 4acy. Mix /BOMa IpyNaMH He CIOCTepiranocs
BiMiHHOCTe B YaCTOTI AMXaHHSA, YACTOTI IIYJIbCY, TPUBATIOCTI
rocritanizamii Ta kinekocTi miTeit, Aki moTpebyBany 3aCTOCYBaHHS
IOJaTKOBHX CTEpOiNiB/afpeHaliHy.

21, PesynsraTn O6e31neku

OG6uBa BapiauTH NiKyBaHHA A0Ope NEPEHOCINCA. Y CIMHAALATH
BiZICOTKIB MaLi€HTIB, AKi oTpuMyBaiu GynecoHis, BiaMivanuca noGiuni
edpextH, wo Gyno GLIBLI CIPUATIHBAM Y NOPIBHAHHI 3 TPYIOI0 JNIKYBaHHS
anpenaninom (19%). losinommosani HI Binnosinaiu BipycHOMY KpYITy;
npo napinrofapinreansHuii BIUTHB He nosinomusuiocs. JKoaHa IMTHHA HE
notpeGysana inTybauii nia yac KocniUkeHHs, He Masia cepitosHuX abo
tspkiux HS a6o 3sMmymena Gyia NPUIMHHTH Y4acTs Y JOCIHIKEHHI qepe3
HS nin yac nepiomy nociimKeHHA.
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22. BucHOBOK (3aKITIOYEHHS)

Ile mocmimkeHHs miaTBEpAMITO, W0 OyNecoHin LIt Hebynalisepa B 103i
2 Mr Mae nofi6Hi kTiHiuHi edekTH B NOPIBHAHHI 3 aApeHaIiHOM 1A
He6ymaiisepa B 1031 4 MI' [is JiKyBaHHA rocTpoi 00CTPYKIii BEpXHIX
IMXAIbHAX IULIXIB y NAIEHTIB i3 MOMIpHO-TsKKMM KpynoM. Bynecorin
s HeGynaiizepa CITif po3riAAaTH K albTEPHATHBY aipeHANiHy UL
Hebyaiizepa AK Tepanito nepioi JiHil B Uil rpyni nauieHTiB

3agBHUK (BIaCHUK PeECTpaLliifHOTO
[TOCBiTYCHHA)

IMigmucano y nporpami DocuSign:

/mipnuc/
97094F653B284D5...

I-p Iixaskymap ['ypynaran (Dr. Jayakumar Gurunathan)
(T11IB)

/mimc/

ITeuatka: Ykpaina, M. Kuis, Topapuctso 3 o6MexeHoro BinmosinansHicTio «t ACTPASEHEKA

VYKPATHA », Inentudikaniiinmit xox 37037434.

Ileit mepexnan 3 aHITIHCHKOI MOBH Ha YKpPalHCBKY MOBY 3pO0JEHO MHOIO, NEpeKIajadeM

Koctrouuk IOmiero CepriiBHOIO
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Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

Astra Australia

Astra Pharmaceuticals Pty Ltd
5 Alma Road

North Ryde

New South Wales (NSW) 2113
Australia

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Australia

Astra Pharmaceuticals Pty Ltd

5 Alma Road

North Ryde

NSW 2113

Australia

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertlje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

A double-blind, randomised, placebo-controlled study of the effect of the
nebulised budesonide (Pulmicort™) in laryngo-tracheo-bronchitis (croup),
Study 04-9294.

6. Clinical trial phase 1A
7. Clinical trial time frame From March 1994 through April 1996
8. Countries where the Australia
clinical trial was conducted
9. Number of subjects Planned: 86
Actual: 83

10. Primary and secondary
objectives of the clinical trial

The primary objective was to compare the effects of repeated administration
of nebulised budesonide and placebo on total croup symptom score, in
children with acute or spasmodic croup.
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11. Clinical trial design

National, single-centre, Randomised, double-blind, placebo-controlled,
parallel group study.

12. Key inclusion criteria

e  Age range > 6 months and < 8 years.

e Acute or spasmodic croup, defined as clinical syndrome consisting of
inspiratory stridor, barking cough, hoarseness and signs of respiratory
distress.

e  Stable (2 consecutive, consistent scores in the hour prior to entry) croup
symptom score > 4.

13. Investigational medicinal
product, method of
administration, strength

Budesonide nebulising suspension, 2 mg/4 mL every 12 hours for up to
36 hours (4 doses) or until discharge from hospital (whichever occurred
first).

14. Comparator, dose, method
of administration, strength

Placebo (nebulising suspension minus budesonide), 4 mL every 12 hours for
up to 36 hours (4 doses) or until discharge from hospital (whichever occurred
first).

15. Concomitant therapy

Nebulised adrenaline was allowed during the study if considered necessary
by the treating physician. Other medication considered necessary for the
welfare of the patient was given at the discretion of the investigator.

16. Efficacy endpoints

The primary efficacy variable was the total croup score.
The secondary measures of efficacy were:

e  Duration of hospital stay.

e  Relapse rate.

o  Percentage of oxygen saturation.

e  Number of intubations.

° Number of adrenaline treatments.

17. Safety endpoints

Adverse event (AE) data.

18. Statistical methods

The primary efficacy variable, the total croup symptom score, was analysed
using a repeated measures analysis of variance (ANOVA) model to account
for the variation in scores over time. Comparisons were made to see if there
was a statistically significant change from baseline (0 hour) within each
treatment group and whether there was a significant difference between
treatments at each assessment.

The percentage oxygen saturation was presented as descriptive statistics for
the available patients at each assessment since many patients received the
nebulised drug with oxygen instead of atmospheric air.

Where duration of hospital stay was calculated, it was analysed on a
logarithmic scale using ANOVA with treatment as a factor. Results were
presented as geometric means with 95% confidence intervals and p-values.
Descriptive statistics were presented for the number of adrenaline treatments,
and the number of patients completing each administration of study therapy.
It was originally stated that relapse rate would be defined as readmission
within 3 days of completing treatment. The actual data collected on the case
report form identified patients requiring further medical intervention, rather
than readmission, within 3 days. Relapse rates for each treatment were,
therefore, not presented.
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Descriptive statistics were presented for AE data.

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

Eighty-three patients were randomised to treatment, of whom 82 completed
the study and were included in the APT analysis.

The demographic variables for the all patients treated (APT) analysis are
summarised in Table 3. The 2 groups appeared to be well matched in terms
of their demographic variables. Overall, the 82 patients (64 males) had a
mean = standard deviation (SD) age of 27 = 21 (range 6 to 93) months and
the mean + SD duration of the current croup attack was

25 + 29 (range 1 to 96) hours.

Table 3. Demographic variables of APT patients.

Characteristic Budesonide Placebo
(n=42) (n=40)
Age (months) Mean 27.1 258
SD 173 121
Min 6 9
Max 93 52
Sex Male 32 32
Female 10 §
Race Caucasian 42 a8
Oriental 0 2
Height (com)’ Mean 850 80.7
sD 294 169
Min 47 50
Max 136 109
Weight (kg) Mean 140 135
SD 4.2 3.0
Min 5 8
Max 30 19
Pulse (beats/min)’ Mean 139.4 1299
SD 18.0 149
Min 100 100
Max 180 170
SBP (mmHg)* Mean 1055 1149
SD 27 17.6
Min 76 9
Max 138 147
DBP (mmHg)* Mean 587 627
SD 164 77
Min 36 50
Max 77 75

# Height was only measured for 16 patients (Budesonide = 6, Placebo = 10},

@ Pulse was only measured for 70 patients {Budesonide = 35, Placebo = 33).

* SBP/DBP was only measured for 15 patients (Budesonide = 6, Placebo = 9).
The croup history of patients included in the APT analysis is shown in
Table 4.
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Table 4. Croup history of patients included in the APT analysis.

Budesenide Placebo
(n=42) (n=40)
Type of Croup*
Acute laryngotracheabronchitis ke 36
Spasmodic croup 7 4
Duration current croup attack (h)
Mean 259 239
sD 210 197
Median 20 18.0
Min 20 10
Max 96.0 96.0

* Patient 003, Budesonide, had missing data for type of croup.

20. Efficacy outcomes

Two hours after the first nebulised dose, both the budesonide and placebo
groups showed a similar and significant improvement in croup symptoms, as
indicated by the change from baseline in the mean + standard error of the
mean (SEM) total croup symptom scores (budesonide: -1.4 + 0.4;

placebo: -1.0 + 0.2) and by the fact that the croup scores of the budesonide
and placebo groups were not significantly different. By 6 hours, the mean =
SEM change from baseline in budesonide-treated children had increased
further, whereas in the placebo group there was no further change
(budesonide: -2.3 % 0.3; placebo: -0.8 + 0.3). The mean + SEM total croup
score in the budesonide group was significantly lower than in the placebo
group (p = 0.0006). These differences were similarly evident at 12 hours
(budesonide: -2.4 % 0.4; placebo: -1.3 £ 0.3; p = 0.009) and 24 hours
(budesonide: -2.5 £ 0.4; placebo: -1.5 + 0.3; p = 0.03). There was no
significant difference between the budesonide and placebo groups in terms of
the number of patients completing each administration of study therapy.
There was no difference between budesonide- and placebo-treated patients in
terms of oxygen saturation, the duration of hospital stay, the number
receiving additional adrenaline or in the number of occasions on which
adrenaline was administered. No patients were intubated.

For budesonide and placebo groups, the number of patients requiring further
medical intervention for croup within 3 days of completing treatment was 1
and 8, respectively. This difference was statistically significant (p = 0.013).

21. Safety outcomes

Eight patients experienced AEs that warranted their withdrawal from the
study. Two patients experienced increased respiratory distress, and in one of
these cases, the respiratory distress was considered severe in intensity and
serious in nature. The remaining 6 patients discontinued due to emotional
distress. In these cases, the emotional distress was as a result of placing the
nebuliser mask over the face of the child. The mode of administration of the
study drug may also have been responsible, either directly or indirectly, for
some of the most commonly reported AEs (ie, emotional lability, vomiting
and mental distress).

22. Conclusion (findings)

In conclusion, administration via a nebuliser of 2 mg budesonide at 12-hourly
intervals was more effective than placebo in reducing total croup symptom
scores in children with acute or spasmodic croup.
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Applicant (Marketing
Authorisation Holder)

DocuBigned by:

Jayalewmar Curwratlian,

97084F853R264DS...
Dr Jayakumar Gurunathan

(full name)
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Ilepexsan 3 aHTIiHCEKOI MOBH Ha YKPaiHCBKY MOBY

3BiT mpo KIiHIYHE BUIPOOYBaHHA

1. Haspa sikapcbkoro 3aco0y
(3a HasBHOCTI — HOMED
peecTpariiisoro
TIOCBiT4ECHH)

Byneconix Actpa3eHeka (MbKHapoXHa HeIIATEHTOBaHa Ha3Ba — OyNeCcoHin)

2. 3adBHHK

JlaHi BAacHHKA peccTpauiiinoro nocsingenns (BPI1), 3azuadeni y 3BiTi
npo kiiniuHe eunpodyeauns (3KB):

Actpa Apctpais (Astra Australia)

Actpa ®apmacsrotikanc ITti JItx (Astra Pharmaceuticals Pty Ltd)

5 Anema Poya, Hopr Paitn, Hosuit ITiBgennnit Yensc, 2113, AscTpania
(5 Alma Road

North Ryde

New South Wales (NSW) 2113

Australia)

Nani BPII na noroyHuii MOMEHT:

Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Coxnepran’e, llsenis (SE-151 85 Sodertdlje

Sweden)

3. BupoOHuk

Hani Bupo6uuka, 3a3aayeni y 3KB:
AcTtpa ABcTpaiis

Actpa ®apmacsiotikanc ITTi JIta

5 Ansma Poyn,

Hopr Paiin,

Hosuii ITiBxenHnit Yensc, 2113,
ABcTpanis

Jani BHpOOHHKA HA MOTOYHHH MOMEHT:
Actpa3eHeka Ab

SE-151 85 Copmepran’e,

IBewisn

4. ITpoBeneHi NOCTiHKEHHA:

Tak

1) Tim JTikapcbkoro 3aco0y, 3a
SKHM MpOBOAwIacs abo
TUIAHYETHCS PEECTpALis

Jlikapchkuii 3aci6 3a TOBHUM JOCHE (ABTOHOMHE ZI0CHE)

5. IloBHa Ha3Ba KJIiH{YHOTO
BUNPOOYBaHHA, KOJAOBaHHI
HOMep KJIiHIYHOTO
BUNPOOYBaHHA

Toxgiiine caine, pannoMizoBane, I1aleGo-KOHTPOILOBAHE BUNPOOYBaHHS 3
ominky edeKTUBHOCTI posmwieHoro Gyneconimy (ITymemikopT [Pulmicort™])
pH JIApUHTOTPaxeoOpoHXiTi (kpymi); Bunpobysanns 04-9294.

6. ®a3a KIiHITHOTO
BUNpOOyBaHHA

1A

7. Ilepiox npoBeeHHA
KJiHi9HOro BUNPOOYBaHHA

3 Gepesnd 1994 poky no kBiteHb 1996 poky

8. Kpaiuu, ne mpoBOAWIOCA
KIiHi9He BUIPOOYBaHHA

Ascrpanis

9. KinbkicTh FOCITiKyBaHHX

3armraHoBaHa: 86
daktiynHa: 83

10. Merta Ta BTOpHUHHI Iimi
KJTiH{9HOTO BUNPOOYBaHHA

MeToro BUIpoOYyBaHHS Oy0 BU3HAYUTH BIUTMB IIOBTOPHOTO 3aCTOCYBaHHSA
posmieHoro GyaecoHiny NOpiBHAHO 3 IUIale60 Ha 3aralbHUH MOKA3HHIK
OLIHKM CHMIITOMIB KpYIIy B AiTe#l i3 rocTpuM ab0 criasMaTHIHHM KpPYTIOM.
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11. Tu3aiin KiiHigHOTO
BHUNpPOOYBaHHA

HarlionanbHe, OHOIEHTPOBE, paHIOMi30BaHe, oABiliHe ciine,
w1aneGo-KOHTPONLOBaHe BUNIPOOYBaHHS B IAPAIECILHHUX IPyTax.

12. OcHOBHi kpuTepii
BKJIIOYECHH

e Bik y nianasoni Bix > 6 Micsuis 1o < 8 pokis.

o Toctpmii a60 ca3sMaTHYHUIA KPYTI, 110 BU3HAYAETHCA AK KIiHIYHAN
CHHJPOM, SIKHii CKIaIa€cThesl 3 TAKWX CUMIITOMIB AIK iHCIIipaTopHUA
CTpU/IOp, TAaBKAIOY M Kallle)b, OXPUILTICTE TOJIOCY Ta O3HAKH
pecmipaTopHOro AUCTPECY.

e CraGinpHHUi NOKA3HUK OIiHKYM CUMITOMIB Kpymy > 4 (cTaOlibHi
MOKa3HUKH IPH 2 MOCHiIOBHUX OLiHIOBAHHAX MPOTArOM COAUHH [0
BKJIFOUEHHA Y BUIIPOGYBaHHA).

13. JocimkyBaHuit
Jikapchkuit 3aci6, croci6
3aCTOCYBaHHA, CIJIA il

ByzecoHil, CyCnieHsist is pO3MIICHH, 2 MI/4 MJI KOXHi 12 roAuH NpoTAroM
36 rogud (4 mos3u) aGo KO BUIMCKH 3 JikapHi (3a/1€XHO BiJl TOTO, WO
BinOynertsca paHille).

14. TIpenapaT NOpiBHAHHI,
103a, CrIoci6 3acTOCYBaHHA,
cuia mii

TLnane6o (CycTieH3is /s pO3MUWIEHHS, IO He MICTHTh GyNECOHiN), 4 MII KOXKHI
12 roaus npoTsarom 36 roauH (4 103u) aGo IO BHIKMCKH 3 JIiKapHi (3a/IEKHO
Biz TOrO, IO BiNOYmETHCA paHilIe).

15. CymyTHa Teparis

IIpoTsarom BUMpOGYBaHHA JO3BOJIANOCA 33 MOTPeOU 3aCTOCOBYBATH =
po3MMIeHHUI afpeHaiH, SKIIO Jikap BBaXaB Lie 3a HeoOxinHe. [ Tiku,
NOTPiGHI Wi XOPOIIOro caMONOYyTTs MAli€HTa, 3aCTOCOBYBAIIMCS Ha PO3CY I
JOCIiTHUKA.

16. Kputepii ouinku
e(EeKTIBHOCTI

IepBUHHMM KpHTepieM eeKTUBHOCTI GYB 3arabHul NOKa3HUK OLiHKK
KpyHy. BTOpHHHUMY KpHTepiAMH e(eKTUBHOCTI Gyriu:

e Tpusamicts nepeGyBaHHA B JIiKapHi

e UYacroTa pelyANBiB

e BincoTkose 3HaueHH KHCHEBOI caTypamii -
e KinpkicTs Bumankis intybantii

o KinbkicTs BUIA/KiB 3aCTOCYBaHHA afipeHATiHY

17. Kpurepii oninku 6e3neku

Jaui mono neGaxanux ssui (HA).

18. CtaTUCTHYHI METOIH

OcHOBHHIT KpUTEPiH ePeKTHBHOCT] (3aTalbHUIt IOKA3HUK OLHKH CHMIITOMIB
KpYITy) aHANi3yBaBCs i3 3aCTOCYBAaHHAM MOJIENi MUCTIEPCiliHOrO aHamizy
MOBTOPHMX BUMiproBans (ANOVA), Iie BpaXOByeTbCA AUHAMIKA 3MIH
110Ka3HHKIB. [TpH K0XHOMY OLHIOBaHHI IPOBOMMIIKCA NOPiBHAHHA, 00
3’SICYBATH, UM € CTATHCTMYHO 3HadyIui 3MiHH Bij BuXimHOTO piBHA (0 roxut)
y KOXHIil rpymi JIiKyBaHHS Ta YK € CYTTEBA Pi3HULLA MiX 3aCTOCOBAHIMH
mpenapaTaMu.

TIpH KOXHOMY OLiHIOBaHHI BiICOTKOBE 3HAYEHH: KICHEBO caTypalli
OLIHIOBAJIOCS METO/IAMH OMMCOBOT CTATUCTHUKY Y THX MALli€HTIB, IKUX LE
CTOCYBAIOCA, OCKLUJIBKH GaraTo MallieHTiB OTPHMYBAH PO3IIICHHH
JikapchKuif 3aci6 i3 kucHeM 3aMicTh aTMOC(HEPHOTO TOBITPAL.

V pasi po3paxyHKy TPUBAJIOCTI rocmiTaisauil aHasnis npoBoOJAMBCA 33
JOTIOMOrok0 NorapudMitHoi mKany i3 3acrocysantsiM ANOVA, ne taxropom
6yB 3acToCOBaHui nipenapar. Pe3yiIbTaTh 6yJIM NpeICTaBIIeH] Y BUNIAA -
cepe/HiX reOMeTPUYHIX i3 95 % JOBipYMMH iHTepBaJIaMHU Ta P-3HAUCHHAMH.
MeTOo/H OIUCOBOT CTATHCTHKH 3aCTOCOBYBAINCS A aHANI3Y KiIbKOCTI
BHIAJKIB 3aCTOCYBAaHHA ajpeHalliHy Ta KUIbKOCTi NAIli€HTIB, AKi 3aBepILAITH
KOXeH ceaHC Aoc/imKyBaHol Tepanil. CrodaTky 610 3a3Ha4€HO, 10 JacToTa
pelMNBiB BU3HAYATIMETHCA Ha MiACTaBi MOBTOPHO rocmiTanisawii mpoTAroM
3 nHiB micis 3aBepmieHHs JikyBaHH1. PakTHIHI JaHi, OTpUMAaHI 3
{HMBiZyaNBHIX peecTpaliiHuX (HOpM, TO3BOMIIM BUABUTH NALIEHTIB, K
OpoTAroM 3 JHiB MoTpeOyBail MOAANBIION0 MEAUYHOTO BTPYIaHH, 2 HE
TNOBTOPHOI rocmiTanizamii. OTke, 4aCTOTY PELMIUBIB IPU 3aCTOCYBaHHI -

KOH®IJEHLIIMHA THOOPMALILA,
LL[O € BJIACHICTIO KOMITAHII 235




KOXXHOTO 3 TpenapaTiB He §yJio NpeAcTaBIcHo.

Jani momo HA aHamnizyBanucs METOJaMK ONKMCOBOI CTATUCTHKH.

19. OemorpadidHi mokasHUKH
JOOCIiKyBaHOI HOITYJIsLiT
(crats, Bik, paca TOIIO)

Jlna oTprMaHHs NiKyBaHHA Gy pangoMisoBaHi 83 manienTy, 82 3 axux
3aBepIIIM BUNpoGyBanHs Ta Gy BIUIIOYEH] B aHANI3 JaHUX y BUOIpII BCix
MAL€HTIB, AKi OTpUMyBaiH JikyBaHHA (APT).
Hemorpadidni moKa3HUKY IS aHATI3Y JAHUX YCiX NAIi€HTIB, AKi OTpUMYBAH
nixysanns (APT), naBezero B Tabnuni 3. JiemorpadiuHi MOKa3HUKK
nauicHTiB 2 rpyn 6y/1d LUIKOM 3iCTaBHIMH. 3aranoM, cepenHii Bik

82 panieHTiB (64 nanieATH 90710BIYOI cTaTi) + cTaHAapTHE BimxwieHHA (SD)
craHoBUB 27 + 21 micsitis (y AiamasoHi Bix 6 1o 93), cepeaHs TPUBATICTE
MOTOYHOTO Hanaxy kpymy + SD cranoBuna 25 + 29 roauH (y Aiana3osi Bin

1 no 96).
Tabnuns 3. Jlemorpadiuni nokasHUKM BCiX HauieHTiB y Budipui APT
BynecoHi ITnane6o
XapakTepuCTHKa )Eﬁ= 42}111 {nil:lﬂ'}
Bix (Mmicauis) Cepenne 27,1 25,8
3HaYCHHA
SD 17,3 12,1
Min. 6 9 N
Makec. 93 52
Crats Yonosiva 32 32
Kinoua 10 8
Paca €BponeoigHa 42 38
Mouronoinna 0 2
3picr (cM)* Cepenne 85,0 80,7
3HAYCHHA -
SD 29,4 16,9
Min. 47 50
Maxc. 136 109
Maca Tina (xr) Cepenne 14,0 13,5
3HAYEeHHA
SD 4,2 3,0
MiH. 9 8
Makc. 30 19
Mynsc (yaapis/xB)* Cepenne 139,4 129,9 -
3HAYSHHA
SD 18,0 14,9
MiH. 100 100
Makc. 180 170
Cucroniusuii Cepense 105,5 114,9
apTepialbHHUIi THCK 3HAYCHHA
(CAT) (MM prt. cT.)*
SD 22,7 17,6
Min. 76 96 =
Makc. 138 147
HiacroniuHuit CepenHe 58,7 62,7
apTepiaIbBHUN THCK 3HAYECHHA
(BAT) (Mm pr. cT.)*
SD 16,4 7,7
Mih. 36 50
Makec. 77 75

# 3pict Gyno BuMipaHo nuwe y 16 nauiexTis (Gyaecouin = 6, maue6o = 10).
@ Tlyase Gyno eamipaHo uwe y 70 manienTis (Gyaeconia = 35, mwianebo = 35).

* CAT/IIAT Gyno sumipaHo nuime y 15 nauienris (SyaecoHin = 6, miaue6o = 9).
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JHani moxo nepebiry Kpymy y Mali€HTiB, BIIIOYSHNX B aHANi3 y BUOIpIi
APT, 3a3naueHo B Tabauui 4.

Tabnuus 4. Jlani wozno nepeGiry Kpyny y nalieHTiB, BRIIOYEHUX B aHani3 y BuGipui APT

BynecoHin TInaueGo
(n=42) (n=40)

Tun kpymny*

Toctpuii TapHHTroTpaxeoGPOHXIT 34 36

CrniasmMaTH4HHit Kpyn 7 4
TpuBanicTs NOTOYHOrO Hamaxy kpyny (rox)

Cepentic 3Ha4eHHA 25,9 23,9

SD 21,0 19,7

Meniana 22,0 18,0

Miu. 2,0 1,0
Maxc. 96,0 96,0

* 'V nauienra 003 3 rpynu 6ynecoHimy 6yaH BiiCyTHI AaHi OAO THITY Kpymy.

20. PesynbraTu e(eKTHBHOCTI

Yepes 2 roAMHH Iicius po3nuiIeHHs nepuiof 1o3u B 000x rpynax (OynecoHimy
Ta Iwiane6o) CrocTepiranocs 3icTaBHe CyTTEBe MOKPAINEHHA CHMIITOMIB -
KpyITy, 0I0 BU3HAYAJIOCH 38 3MiHOIO CEPEAHBOTO 3aralbHOTO MOKA3HUKA
OLIIHKY CHMIITOMIB KpYILy Bifl BUXiTHOTO PiBHA + CTAaHIapTHA OMHIKA
cepennboro 3uauenus (SEM) (Gyzmeconin: —1,4 + 0,4; mwianebo: —1,0 £ 0,2),

a TaKOXK 33 TUM (paKkTOM, 110 TTOKa3HUKH OLHKH KPYITy B rpynax OyaecoHimy
Ta wiauebo CyTTeBo He BinpisHanucs. Uepes 6 roayH 3MiHH CEpPeHBOTO
TOKa3HMKa Bix BuxigHoro piBHA £ SEM y niTel, AKMM 3aCTOCOBYBAIH
OynecoHin, Gynu e CyTTEBIINMHU, TOA1 K Y Ipymi Iianefo NoAanbIIuX 3MiH
He BimsHaganocs (6ymeconin: —2,3 £ 0,3; wrane6o: —0,8 + 0,3). Cepenniit
3araJbHHI MoKasHUK ouiHku Kpymy + SEM y rpyni 6ynecoRiny 6yB 3Ha2HO
HIDKYHMM, HDX y rpymi mwiane6o (p = 0,0006). Li simvinHOCTI 6y11 oaHaKoBO
ouyeBuaHUMH Yepe3 12 roqud (6yneconin: —2,4 + 0,4; mwiane6o: —1,3 + 0,3;

p = 0,009) Ta 24 roaunu (6yneconia: —2,5 = 0,4; nnane6o: —1,5+0,3;p=
0,03). He BHABIIEHO CYTTEBOI PI3HULI MiX rpynaMH 3acTOCYBaHHA OYAeCOHILY
Ta m1anebo y KimeKocTi malieHTiB, AKi 3aBEpLIXIIM KOXKEH CEaHC
JOCHTimKyBaHoi Teparii. He BUABIeHO pi3HUII MK rpynamu 6yAecoHiny Ta
mianefo y KUCHEBilH caTypallii, TPUBaJIOCTI rocmitanizanii, KilbKocTi
HALEHTIB, AKi J0IAaTKOBO OTPUMYBANIH agpeHaliH, a60 KUIbKOCTi BUIAAKIB
3aCTOCYBaHHA afpeHaniny. JKogHoMy mauieHTy He IPOBOAMIIM iHTYOaito.

V rpynax Gyneconiny Ta mnauneGo KiIbKiCTh NALli€HTiB, AKi MoTpeGyBann
HOJAIBIIOr0 MEMYHOFO BTPYYaHHA 3 IPUBOAY KpYITy B 3-IeHHHMM nepion
niciiA 3aBepIueHHA NTiKyBaHHs, cTaHoBMIa 1 Ta 8, BimmosizHo. L{s pisHums
OyJNa CTaTHCTHYHO 3Hagymoo (p = 0,013).

21. PesynbraTu Ge3nexn

V 8 nanientis BuHuKIM HS, AKi cTai OpHYHHOIO iX BUKIIOUECHHS 3
punpoOyBauus. V 2 nauieHTiB po3BUBCA 3HA4HUIT peCIipaTOpHHMIi JUCTpEC,
TPHIOMY B OZHOMY 3 ITHX BUIAfKiB Horo 6y0 BUSHAHO TAXKKHMM 32
iHTEeHCHBHICTIO Ta Cepiio3HUM 3a XapakTepoM. PemTa 6 maiieHTiB MPUNMHAIY
JKYBaHHA Yepe3 eMOLiiHmiA cTpec. YV IMX BUNagKax eMoLiiiHuii cTpec OyB
CIpMYHHEHUH HaAATaHHAM Mack HeOynaiizepa Ha oOmmawa quTnHH, Croci6
BBEJEHHA HOCIIUKYBAHOTO Ipenapary Mir Takox 6yTH IpsamMoro abo
OIOCEepeIKOBAHOK MPHYUHOKO AeAkux HS, ki peecTpyBammcs HalfdacTime
(eMoltiiina naGiipHicTh, GMIOBaHHA Ta NCUXIYHUI CTpec).

22. BUCHOBOK (3aKJIFOYEHHS)

3acrocyBaHHa OyIecoHiny B 103i 2 MT 3 12-roAVHHIMU iHTEpBaNaMu 3a
JOTIOMOror0 HeGynaiizepa 6y10 epeKTUBHIMINM IS SHIDKEHHA 3arajlbHuX
NOKa3HUKIB OLIHKM CUMIITOMIB KpYITY y HiTel i3 roctpuM a6o cra3MaTHIHUM
KpyIIOM, Hix I1aie6o.
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Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAAH) details in the Clinical
Study Report (CSR):
Astra Pharmaceuticals
Home Park

Kings Langley
Hertfordshire

WD4 §8DH

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

3. Manufacturer

Manufacturer details in the CSR:
Not reported.

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

Pulmicort® Respules® versus Oral Steroids: a ProspectivE Clinical
Trial in Acute ASthma (PROSPECTS): CHILDREN, Study 04-9305

6. Clinical trial phase

ITIb

7. Clinical trial time frame

From 28 November 1994 through 27 February 1997

8. Countries where the clinical trial
was conducted

United Kingdom

9. Number of subjects

Planned: 100
Actual: 48 randomised.

10. Primary and secondary objectives
of the clinical trial

The primary objective was to compare the efficacy of nebulised

budesonide with oral steroid in the management of acute asthma

following hospital admission.

Secondary objectives were:

e  To compare the rate of improvement in forced expiratory
volume in 1 second (FEV) between treatments during the first
8 hours.

e  To compare other efficacy parameters between treatments at
24 hours:
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—  Lung function (peak expiratory flow [PEF], forced vital
capacity [FVC]).

—  Respiratory and pulse rate.

—  Oxygen saturation.

—  Asthma symptom severity.

e To compare the efficacy of inhaled steroid treatment (nebulised
budesonide in hospital followed by budesonide Turbohaler® on
discharge) with systemic oral steroids (oral steroids in hospital
followed by a 3-day course of oral steroids on discharge) in
terms of lung function (PEF), asthma symptom control recorded
in diary cards, relapse and re-admission rates recorded at
clinical visits 3 and 24 days following discharge from hospital.

e To compare between treatments the time taken to reach 75% of
predicted normal PEF.

11. Clinical trial design

Double-blind, double-dummy, randomised, parallel-group study.

12. Key inclusion criteria

Children, male and female, between the ages of 5 and 16 years with
severe asthma sufficient to warrant hospital admission and evidence
of tachypnoea and tachycardia (appropriate for age).

13. Investigational medicinal product,
method of administration, strength

Nebulised budesonide (Pulmicort® Respules®): 2 mg every & hours.

Inhaled budesonide (Pulmicort® Turbohaler®): 800 ug twice daily
(BID) or 400 pg BID.

14. Comparator, dose, method of
administration, strength

Oral prednisolone 2 mg/kg (maximum 40 mg) according to the
protocol.

15. Concomitant therapy

Terbutaline nebuliser solution (Bricanyl® Respules®) was provided
as rescue medication.

Rescue medication was changed to Bricanyl® Turbohaler® when
Pulmicort® Turbohaler® started.

16. Efficacy endpoints

The primary outcome variable was the improvement in FEV
measured 24 hours after treatment initiation.

17. Safety endpoints

Adverse events (AEs) and vital signs.

18. Statistical methods

Data from all completed and withdrawn patients (including treatment
failures) were incorporated into an All Patients Treated analysis. All
efficacy variables recorded at clinic visits were analysed for change
from Baseline to 4 and 24 hours between treatments. The last value
extended principle was used where data from the 24-hour acute phase
were missing, on the condition that the patient had at least

1 assessment of efficacy after entry.

For continuous data (lung function, bronchodilator use, oxygen
saturation, pulse and respiratory rate) an unpaired t-test for between-
treatment comparisons was used (pulse and respiratory rate after

24 hours and pulse after 4 hours). In the event that the data were not
normally distributed, the Wilcoxon rank sum test was used instead
(all other variables). For within-treatment comparisons, either the
paired t-test was used (pulse and respiratory rate after 24 hours and
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pulse after 4 hours) or the Wilcoxon signed rank test if the data were
not normally distributed (all other variables). An area under the curve
analysis of FEV during the first 8 hours was used to calculate a
weighted average for each patient. The treatment groups were then
compared by the Wilcoxon rank sum test.

For ordinal data (asthma symptoms), the Wilcoxon rank sum test for
between-treatment comparisons was used. For comparison within
treatments, the Wilcoxon signed rank test was used.

Fisher’s exact test was use to compare relapse rates between
treatments and a log-rank test (from survival analysis) was used to
analyse the time taken to achieve 75% of predicted normal PEF.

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

Demographic data are included in Table 1. The 2 treatment groups
were comparable with respect to age, sex, race, height and weight.

Tabie 1;: Demographic details

Nebulised Budesonide Oral Frednisolone
Numbor of patients 22 24
Age (yeurs)
Mean x SD 87+27 BBx31
J 22 24
Min - Mag 5.t-13.8 5.2-15.5
Sex n(%)
Male 15 (68) 14 (58}
Female 732 10 (42)
Weight (kg}
Mean £ SD 292295 344182
N 22 23
Alin - Max 156.482 159- 7138
Height (cm)
Mean  SD 130.6 £ 17,3 1328.16.3
N 22 24
Min - Max 104.0-161.0 105.0 - 15¢.5
Race n(%)
Cauca§ian 19 (86) 23 (96)
Negroid 0 14
Mongoloid ¢ 0
Other 3Q14) 0

20. Efficacy outcomes

A total of 43 patients were evaluable for the primary efficacy
variable. After 4 and 24 hours of treatment, no significant difference
was found in either the percentage change or the absolute
improvement of FEV; between the budesonide and the prednisolone
groups (percentage change 28.4% versus 16.5% after 4 hours and
49.9% versus 22.6% after 24 hours; absolute change 0.08 versus
0.12 after 4 hours and 0.19 versus 0.10 after 24 hours). Within
groups, there was significant evidence that the absolute change in
FEV, at 24 hours increased in patients treated with nebulised

budesonide (p = 0.0073) and after 4 hours of treatment, the absolute
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improvement in FEV | was significant only in the oral prednisolone
group (p = 0.0481). There was no significant difference in the mean
value of FEV; measurements taken during the first 8 hours with
respect to the treatment groups (0.88 and 0.90, p=0.9345).

The severity of asthma symptoms decreased significantly within both
treatment groups at 4 and 24 hours. After 4 hours: cough -0.60
(p=0.0098) and -0.65 (p = 0.0301), wheeze -0.95 (p = 0.0002)

and -0.91 (p = 0.0007), shortness of breath -0.95 (p = 0.0004)

and -0.74 (p = 0.0028) for the budesonide and prednisolone groups,
respectively. After 24 hours: cough -1.00 (p = 0.0001) and -0.63
(p=0.0117), wheeze -1.60 (p = 0.0001) and -1.21 (p = 0.0001),
shortness of breath -1.65 (p = 0.0001) and -0.88 (p = 0.0009),
respectively. After 4 hours, the change in severity of symptoms was
not significantly different between group but after 24 hours, the
severity of shortness of breath had fallen significantly more in the
groups that had received nebulised budesonide (adjusting for baseline
severity, p = 0.03). There were no significant differences between the
budesonide and prednisolone groups in the improvement of PEF
measurements after either 4 (4.2 versus 21.6) or 24 hours (25.0 versus
10.5) and the only improvement which was significant was in the
nebulised budesonide group after 24 hours (p = 0.0065).

FVC and oxygen saturation did not change significantly within or
between groups after 4 hours (FVC: 0.12 versus 0.10; oxygen
saturation: -0.8 versus -0.2 for the budesonide and prednisolone
groups, respectively) or 24 hours (FVC: 0.19 versus 0.10; oxygen
saturation: -0.2 versus 0.3). Pulse and respiratory rate did fall
significantly within groups after 4 hours (pulse -10.2 [p = 0.0141] and
-8.2 [p = 0.0147]; respiratory rate -6.1 [p = 0.0031] and -3.7

[p = 0.0485]) and after 24 hours (pulse -16.5 [p = 0.0002] and -12.7
[p = 0.0071]; respiratory rate -7.7 [p = 0.0059] and -5.9 [p = 0.0024])
of treatment, but again, this fall was not significantly different
between groups. The mean use of nebulised terbutaline during the
first 4 hours (0.45 and 0.54) and 24 hours (0.92 and 1.55) was not
significantly different between groups. During the follow-up period
of the study, no significant differences were found between groups
with respect to diary card data and data recorded at Visits 2 and 3.
Relapse rates were not significantly different (14% and 13% of
patients in the budesonide and prednisolone groups, respectively) and
no patients were admitted to hospital. In addition, the median time to
achieving 75% of predicted normal PEF was not significantly
different between the treatment groups (4 days versus 3 days).

21. Safety outcomes

There were 11 AEs recorded during the study period and frequency
and distribution was similar between both treatment groups. Only

1 patient withdrew because of an AE and this was not considered to
be causally related to the study treatment. There were no serious AEs
during the study.
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22. Conclusion (findings)

The results suggest that treatment with inhaled budesonide is at least
as efficacious as a short course of oral prednisolone in the treatment
of severe asthma in children admitted to hospital. The safety
evaluation showed no relevant differences between the groups with
regard to AEs. In view of the fact that inhaled budesonide offers
certain advantages over oral prednisolone in terms of its low systemic
activity, it would seem likely that this treatment regime could provide
an effective substitute for oral prednisolone in the management of
patients requiring hospital admission for acute asthma.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
‘ Jayakumar Swrvnatlan.
9TUA4FA5IB2B406..

Dr Jayakumar Gurunathan

(full name)
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[lepexnan 3 aHrmifichKOi MOBU Ha

3BiT mpo KIIiHiYHE BUIIPOOYyBaHHS

YKpaiHCbKY MOBY

1. Ha3sga Jikapcbkoro 3aco6y (3a
HAsABHOCTI — HOMEp peecTpalifHoro
MOCBiTIeHHSA)

Byneconin Actpa3enexa (MiXKHapo/Ha HENATEHTOBAHA Ha3Ba —
6ynecoHin)

2. 3asgBHHK

Jani Baackuka peecrpauiitnoro nocsigyenns (BPIT), 3a3naueni v
3BiTi mpo kainiuHe Bunpotysannsg (3KB): -

AcTtpa ®apmacsiorikaic (Astra Pharmaceuticals)

XoyM Iapk, Kiurc Jlenrni, Xeproopammp, WD4 8DH (Home Park,
Kings Langley,

Hertfordshire

WD4 8DH

Jdani BPII na norouynuii MoMeHT:

Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Conepran’e, lIsenis (SE-151 85 Sodertilje,

Sweden)

3. BupobHuk

Jani sBupofnnka, 3a3nayeni y 3KB:

He nosizomieHo.

Jani prpofHNKA HA NOTOYHMIT MOMEHT:
Actpa3eneka Ab

SE-151 85 Comeprarn’e,

IIsewnis

4. TIpoBeneHi DOCIiDKEHHSA:

Tak

1) Tun nikapceKoro 3acody, 3a SKUM
npoBoAmIacs abo IIaHyeTbes
peecTpallia

JlikapchkHit 3aCi6 3a HOBHHM HOChE (aBTOHOMHE JIOCHE)

5. TloBHa Ha3Ba KIiHIYHOrO
BUNpoOyBaHH:A, KOJOBAHUH HOMED
KITiHIYHOTO BUNpOOYBaHHA

TMopisuanus npenaparty [TynsmikopT Pecr’ons (Pulmicort® Respules®)
3 TIepOpaNBHUMH CTEPOiaMU: MPOCTICKTUBHE KIIiHiYHE BUNIPOOYBAHHS 32
y4acTIO nmauieHTis i3 roctpoto actmoro (PROSPECTS): ITH;
punpobyBanusa 04-9305

6. ®a3a KIiHI{IHOr0 BUIPOGYBaHHA

IIIb

7. Iepiox mpoBeACHHS KIiHIYHOTO
BUNPOOyBaHHA

3 28 suctomana 1994 poky mo 27 motoro 1997 poky

8. Kpainu, e mpoBOAWIOCS KIiHIYHE
BUIIpoOyBaHHA

BenukobpuraHis

9. KinbkicTh mociimKyBaHUX

3amanosana: 100
QakTiuHa: 48 paHAOMi30BaHHUX.

10. MeTa Ta BTOpHMHHI 1iJi KJiHIYHOTO
BUMpoOyBaHHA

Mertoro BunpoGysanus Gyno nopiBHATH €(PeKTHBHICTE POMUIEHOTO
6yIecOHiLY Ta MepOPATIBHOTO CTEPOIAY Y BEICHHI NALI€HTIB i3 TOCTPOIO
aCTMOIO TiCJIA TocmiTanizarii.

BTOpHMHHHMH LiJIAMH Oy TaKi:

o  IlopiBHATH MiX rpymnaMH JiKyBaHHS IOKpAIIEHHS TOKa3HUKIB
06’emy dopcoBaHOro BUAUKY 3a mepiry cekynay (O®PB1) mpotsarom

nepmux 8 roauH.

IopiBHATH MK rpynamu JTiKyBaHHA iHIIi MOKa3HUKH eeKTHBHOCTI
yepe3 24 TOAUHH:

(yHKILA ereHs (MikoBa WBHAKICTS Buauxy [ITIIB],
¢opcopana xuTTEBa €MHICTD JereHs [OIKEI]);

4acToTa JUXaHHA Ta ITYJIECY,

KOH®IIEHLIAHA IHOOPMALILS,
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- KHCHEBA caTypallis;
- TAXKKICTH CHMIITOMIB aCTMHU.

o  [opiBuaru ecbexmamcrb iHransauiiisoro crepoiny (po3MUICHUH
Gy[ecoHin y NiKapHi 3 MOJANBIIMM BBEIEHHAM Gyﬂecomny 3a
nomoMoroto irranaropa Typ6oxanep [Turbohaler®] micis
BUITMCKH) Ta CHCTEMHHX NIEPOPAJIBHIX CTEPOIiB (MepopabHi
CcTepoinu B JiKapHi 3 MOAATLIIHM 3-IEHHHM KYpPCOM NpuioMy
NepopasbHUX CTEPOIMiB Mic/s BHIMCKH) 3 TOUKH 30pYy (yHKLIT
nerenb (ITI1IB), KOHTPOJIEO CUMIITOMIB aCTMH, 3ahiKCOBaHUX y
IOACHHAKY NALiEHTA, YaCTOTH PELMANBIB Ta BUNA/KIB IOBTOPHOT
rocmitanisalii, 3apeecTpOBaHKX M/l Yac Bi3HTIB 10 KIiHIKA yepe3 3
Ta 24 [Hi MicId BUMMCKY 3 JIiKapHi.

o  TlopiBHATH MiX IrpyIaMH JiKyBaHHs yac, AKUA MUHYB 0
nocsarHeHHA 75 % nporuozosaHoi HopManbHoi [1IIB.

11. Tuzaiin KIiHIYHOTO BANIPOOYBaHHS

Tomsiiixe crimne, 3 OABiHHO iMiTali€r0, paHAOMi30BaHE BUPOOYBaHH
B TapaJIeJbHUX rpynax.

12. OcHOBHIi KpHUTEPii BIIIOYEHHA

Jlith 9onoBidoi Ta xiHo4of cTaTi BIiKOM Bif 5 10 16 pOKiB i3 THKKOKO
ACTMOIO, 1O € MiICTABOIO I rocHiTali3alii, Ta 03HaKaMu TaximHoe i
Taxikapaii (BiZmoBifHO 10 BiKY). -

13. Jocnimxysanuit ikapcsknit 3acio,
croci6 3acTocyBaHHs, CHIA Ail

Posnunennii 6yneconin (Pulmicort® Respules®): 2 Mr koxHi 8 roauH.
Iuransuiiianit 6yneconin (Pulmicort® Turbohaler®): 800 Mkr xBiti Ha
106y (BID) a6o 400 mxr BID.

14. TlpenapaT NOpiBHAHHA, A033,
croci6 3acTocyBaHHA, CHIa il

IMepopanbHuil peaHi30I0H 2 MI/KT (MakcumyM 40 MT) 3TiHO 3
MPOTOKOJIOM.

15. CymyTHa Tepanis

TepGyTanin, po34uH i posnwieHHs (BpukaHin Pecr’ons [Bricanyl®
Respules®]) Hajasascs sk pe3epBHHI JTikapchKuit 3aci6.

Iliciis Mo4aTKy 3acTOCyBaHHA npemapaty Pulmicort® Turbohaler®
pesepBHHUii nipenapar Gyo 3amiseHO Ha Bricanyl® Turbohaler®.

16. Kpurepii ouinku edeKTUBHOCTI

OCHOBHHM KpHuTepieM 6yo nokpaiierHs nokaszuika ODB,,
BU3HAYEHOTO uepe3 24 TOAMHY MIC/IA IIOYATKY JIiKyBaHH.

17. Kputepii oIliHKH Ge3IeKH

He6axani seuma (H) Ta ocHoBHI (i3ionoridni nokasHUKM.

18. CraTHCcTHYHI MeTOON

Jlnst ananizy nanux y Bubipi BeiX mauientis, Ski oTpuMyBain
nixyBaHHs, Gy/0 06’eqHaHO JaHi BCIX natieHTis, AK 3aBepIIIy
BUNpoGyBaHHs ab0 BHALLTH 3 HBOTO (y TOMY YHCIi JaHi matienHTis i3
TEPANEBTHIHOKO HeBJauero). Yci NOKa3HUKH ed}emunﬂocn,
3apeecTpOBaHi i Yac KniHiYHUX Bi3uTiB, Oynu npoanaisoBaHi s
NOPiBHAHHA MIX rpynami niKyBaHHs 3MiH yepe3 4 Ta 24 TOIHHH Bill
BUXIAHOTO piBHA. V pasi BIICYTHOCT] AaHHX NPOTATOM 24-TOAHHHOL
rocTpoi (ha3w 3aCTOCOBYBABCA MPUHLIMI BHKOPHCTAHHSA OCTAHHBOTO
JOCTYIHOTO 3HAYEHHS, 32 YMOBH 110 B NauienTy Oyno npoBesieHo xo4a ]
OIHE OLHIOBAHHA €()eKTHBHOCTI MiCIIs BK/IIOYEHH y BUNPOOYBaHHS.

I{oao Oe3nepepBHUX AAHHX (cbymcum JiereHb, BHKOPHCTAHHA
GPOHXONMITHKA, KHCHEBA CaTypallif, 4acToTa MybCy Ta JAMXaHHA), UL
IOPiBHAHHA MK IpyNIaMH 33CTOCOBYBABCA HeMApHHUiA t-kpuTepiit
(1acTOTa MyJIBCY Ta AYMXAHHA Yepe3 24 TOAMHMU Ta YacToTa MyJIkCy Yepes
4 ropuuan). Y pasi HEHOPMaJILHOTO poanonmy JaHKX 3aCTOCOBYBABCs
Kpmepm CyMH paHriB ViskokcoHa (U1 BCiX iHIIMX MOKa3HUKIB). [l
TOpIiBHAHB Y MeXax OJHIE] IPYIH 3aCTOCOBYBABCS IAPHUHA t-kpuTepiit
(uacToTa IMyJBCY T2 NUXAHHA Yepe3 24 TOAKH Ta YaCTOTa IMyJIbCY Hepe3
4 roauHu) a60 3HAKOBHIA PAHTOBHH KpUTepili ViTKOKCOHa, AKILO JaHi He

KOHOIIEHIIMHA [HOOPMALLLA,
I1I0 € BJIACHICTIO KOMITAHII
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GyJIM HOPMANBEHO PO3HOALIEH] (i BCix iHMMX mokasHuUKis). [
PO3paxyHKy 3BaXXEHOTO CEPEeHBOro y KOXHOTO NallieHTa aHAIi3yBal
wromy mix kpueoro O®B1 npotsrom nepimmx § roaus. Iicnd uporo
TNIOPiBHIOBAIIM TPYI¥ JIIKYBaHHA 33 JOTIOMOT'0IO KPHTEPil0 CyMH PaHIiB
VinKkokcoHa.

I1{os0 MOpSAKOBUX AaHUX (CUMIITOMH aCTMH), JUIA TIOPIiBHAHB MK
rpyNaMy 3aCTOCOBYBaBCs KpHTepiit cymMu paHriB Vinkokcona. s
TNOpiBHAHHA B MeXaX OZHi€l IPYIH 3aCTOCOBYBABCA 3HAKOBUH PaHTOBUH
KpuTepiit VinkokcoHa.

3a J0NoMOTO0 TOYHOro Kputepiio dimepa NopiBHIOBAIN YacTOTY
PeIMMBiB Mix rPyNamu J1iKyBaHH, a JOrpaHIoBHit KpUTepil (3 aHamizy
BIDKMBaHOCTi) BUKOPHCTOBYBAJIM 11 aHAII3Y 4Yacy, AKUi 3Hafo0UBCSA
I JocarHeHHA 75 % Bia mporno3osaHoi HopMainbHoi [1TIB.

19. TemorpacdiuHi MOKa3HUKH
JOCIIIKYBaHOT OMyJIALii (CTaTh, BiK,
paca ToIo)

TleMorpadiuni noxasxuku HaesieHo B Ta6mui 1. JIpi rpynu ikyBaHHS
6ynu 3icTaBHAMH LOAO BiKY, CTaTi, pack, pOCTy Ta Bard NALI€HTIB.

Tabauus 1: lemorpadiuyni nokasHuKH

Posnusennii GyaecoHix Tep OP‘?J"'H"“
npenHizoaon
KinbkicTb naienTis 22 24
Bik (poxiB)
CepenHe 3Ha4eHHA £
CTaH8PTHE BiAXUICHHS 8,727 6,8+3,3
(SD)
22 24
Min. — Make. 5,1-13,8 5,2-15,5
Cratb, n (%)
Yonosiya 15 (68) 14 (58)
XKinosa 7(32) 10 (42)
Maca Tina (kr)
Cepeane 3HaueHHA = SD)| 29,2+9,5 334+16,2
N 22 23
Min. — Make. 15,6 - 482 15,9-71,3,
3picT (cm)
Cepenne 3HayeHns £ SD 130,6 £17,3 132,8+ 16,3
N 22 24
Min. ~-Maxc. 104,0-161,0 105,0-159,5 _
Paca, n (%)
€poneoiaHa 19 (86) 23 (96)
Herpoinna 0 1)
MoHrooigHa 0 0
Tnme 3(19) 0

20. Pe3yneTaT eeKTHBHOCTI

Vcporo 43 malieHTH MiAIArany OUiHIOBaHHIO 32 IIEPBHHHEM KpUTEpieM
edextuHOCTL. Yepes 4 Ta 24 rOXMHH IICIIA MOYATKY JiKyBaHHS HE 0YI10
BHSIBJICHO CYTTEBOI Pi3HHUL Hi Y BiICOTKOBOMY, Hi B abCOIIOTHOMY
OKpaleHHi nokasauka O®B; Mix rpynamu 3acTocyBanns GynecoHiny
Ta IpeHi30NIOHY (BincoTKOBa 3MiHa 28,4 % npoTu 16,5 % yepes

4 romunn T2 49,9 % npoTu 22,6 % 4epe3 24 roauHH; abCoMOTHA 3MiHa
0,08 mpotu 0,12 uepes 4 roguau T2 0,19 nporu 0,10 Yepes 24 ronuHm).
V Mexax KOXHOI 3 Ipyl OTpUMaHO NepeKOHIMBHIA I0Ka3, o abCoMoTH
3mina nmoxasuuka O®B; uepes 24 roAMHM NiBUINMNACA Y NALIEHTIB,
SIKHM 3aCTOCOBYBaH po3miwienuii 6yxecoHin (p = 0,0073), a yepes

KOH®IIEHIIAHA THOOPMALLLS,
IO € BJIACHICTIO KOMITAHI
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4 TOAMHY IicNs ovarty JiKyBaHHA aGcomoTHe nokpauieHas O®B1 6yno
3HauyI¥M JHIIE B TPyHi NEpopaIsHOro npeaHizonony (p = 0,0481). He
Oy710 BUABIEHO CYTTEBO] Pi3HULI MiX IpyNaMH JIiKyBaHHA B CEPENHBOMY
3HaveHHi nmoxasuukis OOB 1, BUMipsHUX NpoTAroM nepmux § roguu
(0,88 Ta 0,90, p=0,9345).

TsoKKicTh CHMITOMIB aCTMH 3HaYHO 3MEHIUIIAcA B 000X Irpynax
JikyBaHHA gepe3 4 Ta 24 roguny. Yepes 4 roguau: kamens —0,60 (p =
0,0098) Ta —0,65 (p =0,0301), xpumu —0,95 (p = 0,0002) Ta 0,91 (p =
0,0007), 3agumka —0,95 (p = 0,0004) Ta —0,74 (p = 0,0028) y rpynax
3acTocyBaHHs GyIecoHify Ta NpeHi30I0HY, BianosiaHo. Yepes

24 romuuu: Kamens ~1,00 (p = 0,0001) Ta —0,63 (p = 0,0117), xpuim
-1,60 (p =0,0001) Ta—-1,21 (p = 0,0001), 3ammmxa —1,65 (p = 0,0001) Ta
—0,88 (p = 0,0009), BigmosixHo. Yepes 4 roauHu 3MiHH B TKKOCTI
CHMIITOMIB CYTTEBO He BiApi3HANNCA MiXk rpynaMH, aje depe3 24 roAnH
TSDKKICTB 3a/IUIIKH 3MEHUIAIACA 3HAYHO CYTTEBIIe B IPyMi, Xe
3aCTOCOBYBAJIM PO3MUISHNHN GyAecCOHi (3 MONPaBKOIO HA TKKICTh Ha
BHUXigHOMY piBHi, p = 0,03). He 6yn0 CyTTeBHX BiAMiHHOCTEH Mix
rpynamu GyecoHify Ta npeHi30I0Hy B NOKpaieHHi nokasnukis ITIIB
ani yepe3 4 rogunu (4,2 Ta 21,6), aHi uepes 24 roqunu (25,0 Ta 10,5);
€[IMHe TOKpalIeHHs, AKe OyIo 3HaUyIIHM, criocTepiraiocs B rpyli-
3aCTOCYBaHHS PO3MUIEHOro GynecoHiny uepes 24 romunu (p = 0,0065).

Cyrresux 3min y ®XKEJI Ta kMCHeBil caTypallii He cocTepiranocs Hi B
Mexax ofHiel rpynd, Hi Mk rpynamu gepes 4 roguau (OXKCEI: 0,12 ta
0,10; xucuesa catypauis: —0,8 Ta —0,2 B rpynax Oyaecoriny Ta
HpeHi30JI0HY, BignoBiaHo) Ta yepe3 24 roxguau (OXKEJL: 0,19 1a 0,10;
KycHeBa catypauis: —0,2 Ta 0,3). UacToTa MybCy Ta AUXaHHA CYTTEBO
3HM3MIIACA B MeXax rpyn yepe3s 4 romunu (mynsc —10,2 [p = 0,0141] ta
—8,2 [p = 0,0147]; yactota auxanus —6,1 [p = 0,0031] ta 3,7 [p =
0,0485]) i uepes 24 roauny (mynsc —16,5 [p = 0,0002] Ta -12,7 [p=
0,0071]; uactora muxanms —7,7 [p = 0,0059] Ta —5,9 [p = 0,0024]) micnsa
HOYATKY JIIKYBaHHA, ajie 3HOBY )X TakKH, Iie 3HIKCHHS CYTTEBO He
BigpizHwIocs Mix rpymamu. CepeHsa KiNbKiCTh BUMAIKIB 3aCTOCYBaHHA
posmaieHoro TepGyTaniny npotsaroM nepmux 4 roaus (0,45 ta 0,54) ta
24 roaun (0,92 Ta 1,55) cyTTeBO He Biapi3HATAcA MiX rpynamMHu.
ITpoTAroM mnepiofy HOAAIBIIOrO CIIOCTEPEKEHHSA MiCIIA BUNPOOYBaHHL
He GyJ10 BUABJIEHO 3HAYYIIMX BiAMIHHOCTEH MiX rpynaMu y
IOAEHHAKOBHX 3alliCaX Mali€HTIB, 3apeccTpoBaHuX Mij yac Bisuti 2 Ta
3. YacroTa pelauBiB cyTTeBO He BiapisHanaca (14 % ta 13 % nauieHTis
y rpynax GyIecOHiLy Ta IpeqHi30I0HY, BilMOBiHO), XO/IEH MAIliEHT He
6ys rocnitanizoBanuit. KpiM Toro, cepeaHilt yac 1o nocarnexss 75 %
Bia nporxo3zopanoi HopmansHoi [IIIB cyTTEBO He BifpPi3HABCA MK
rpymamu JikysaHnHs (4 agi Ta 3 mHi).

21. Pesynbratu Oe3reku

IpoTsarom sunpoGyBaHHs 6yno 3apeecTpobano 11 HA, yactora Ta
PO3MOALT SKix 6YIH HOAIGHUMH B 000X Ipynax jiikyBaHHs. Jlmue

1 nauient BUGYB i3 BunpoGyBanud yepes HA, sxe 0yi10 BU3HAHO TaKHM,
IO He MaE MPUIHHHO-HACIIIKOBOTO 3B’A3KY i3 3aCTOCYBaHHAM
JOCIiIKYBaHOro npenapary. [IpoTarom BunpoSyBaHH:A cepiosnux HA
He OyI10.

KOH®IIEHUIMHA IHOOPMALILS,
110 € BJIACHICTIO KOMITAHII
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22. BUCHOBOK (3aKJIFOUSHHS)

Pe3ynbTaTi BUNPOGYBAaHHA CBiT4aTh, IO JiKYBaHHA {HTaALiHHIM
6yaecoHiIoOM € IpUHAMHI Tak caMo e(peKTHBHMM, K KOPOTKHI Kype
npuitoMy NepopaisHOro MPEeNHi300Hy, NpH JTiKyBaHHI TKKOI aCTMH Y
rocmiTanizosanux Aiteit. Ouinka Ge3meky Nnokasana BiACYTHICTh
3HAYymuX BimMirHOCTel y HS Mix rpynamu. 3 oriaay Ha To# ¢akr, mo
iHransanilinuii GyaecoHin Mae AesKi MepeBaru mepej NepoparbHIM
NpeHi30I0HOM 3aBIAKM HU3bKl CHCTEMHiN aKTHBHOCTI, iMOBIpHO, BiH
Mir 61 cTaTH e)eKTUBHOIO 3aMiHOIO NEPOPAILHOTO NPEAHI30I0HY NPH
BeICHHI NALiEHTIB, AKi HOTPeGYIOTh rocHiTaNi3amii 3 MPUBOLY rocTpol
aCTMHU. o

3asgBHUK (BIaCHUK PeECTpaliiiHOro
MOCBiTIEHH)

MMignucano y mporpami DocuSign:

/mipgnuc/
97094F653B284Ds5...

I-p Jxaskymap Typynaran (Dr. Jayakumar Gurunathan)

(TIIB)

/minmuc/

INeuarka: Vkpaina, M. Kui, ToBapucTBO 3 0OMEKEHOIO pimnosinaneHicTIO KACTPASEHEKA

VKPATHA », Inentudikaniiiamii kox 37037434.

Ileit mepexIaj 3 AHIMIHCHKOI MOBH Ha YKpalHCBKY MOBY 3pOOJICHO MHOIO, NEpEKIajadeM

Kocrtrounk IOsmieto CepriiBHo10

KOHOIIEHLIAHA IHOOPMALILS,
1[0 € BJIACHICTIO KOMITAHII
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Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical
Study Report (CSR):
Astra Pharmaceuticals Ltd
Home Park

Kings Langley
Hertfordshire

WD4 8§DH

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:
Not reported

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

Oral Steroid Sparing Capacity of Pulmicort® Respules® in Chronic
Asthma (OSCAR), Study 04-9332

was conducted

6. Clinical trial phase 1ITb
7. Clinical trial time frame From 22 May 1996 through 15 January 1998
8. Countries where the clinical trial United Kingdom

9. Number of subjects

Planned: 106
Actual: 76 randomised; data from 73 were evaluable for the primary
efficacy variable.

10. Primary and secondary
objectives of the clinical trial

The primary objective was to compare the mean reduction in oral

steroid dose taken by adult, severe oral steroid dependent asthma

patients treated with 2 mg twice daily (BID) nebulised budesonide,

with placebo after 15 weeks.

Secondary objectives were:

e  Tocompare, between treatments, the proportion of patients able
to achieve a reduction in daily oral steroid dose whilst
maintaining lung function.

CONFIDENTIAL AND PROPRIETARY
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e  To compare, between treatments, the number of asthma
exacerbations which required a standardised, short course of oral
steroid (Precortisyl Forte® 50 mg/day for 7 days) over the
15-week treatment period.

° To compare, between treatments, the mean cumulative dose of
oral steroid over the 15-week treatment period.

e To compare, within and between treatments, the changes in peak
expiratory flow (PEF) rate, forced expiratory volume in 1 second
(FEV)), and forced vital capacity (FVC), respectively, and
asthma symptoms recorded at clinic visits.

e  To compare within and between treatments, the diary card PEF,
asthma symptoms and inhaled bronchodilator use.

e To compare within and between treatments, the improvement in
oral steroid associated visible side effects over the 15-week
treatment period.

e To compare between treatments, the effects on lung function,
symptoms and visible oral steroid side effects after 15 weeks
study treatment, with the effects on lung function, symptoms and
visible oral steroid side effects at the end of the 4 weeks open
treatment period.

11. Clinical trial design

Double-blind, randomised, comparative, parallel-group study.

12. Key inclusion criteria

e  Patients, male or female, must be aged 16 to 65 years inclusive.

e  Patients aged between 55 and 65 years must have documented
variability in FEV over the immediate 6 months prior to entry.

e  Adults with severe oral steroid dependent asthma.

13. Investigational medicinal
product, method of administration,
strength

Double-blind phase: Nebulised budesonide 2 mg
Open label phase: Nebulised budesonide 2 mg or 1 mg

14. Comparator, dose, method of
administration, strength

Double-blind phase: Nebulised placebo

15. Concomitant therapy

Oral steroid therapy (starting at the run-in dose and being reduced if
appropriate). A reduction in oral steroid dose was initiated if the
patient remained stable, in comparison with Baseline symptoms and
lung function, for the preceding 3 weeks (in the opinion of the
investigator). Patients for whom a reduction was appropriate had their
oral steroid dose reduced. The advised rate of reduction was as
follows:
e  For oral steroid requirement of > 15 mg/day, reduce dose by
5 mg/day per visit interval.
e  For oral steroid requirement of < 15 mg/day, reduce dose by
2.5 mg/day per visit interval.
Oral steroid dose reduction could begin or continue in the open label
phase.
Patients who suffered an asthma exacerbation during the study were
treated with an additional standardised short course of oral steroid at
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50 mg/day for 7 days. Further courses of treatment could be provided
if symptoms did not improve in 7 days. Once control was regained,
patients reverted back to the daily oral steroid dose that was successful
in maintaining stability. Patients who required additional alternative
oral steroid sparing therapy were to be withdrawn from the study.
Patients whose asthma symptoms gradually deteriorated were treated
by stepping up their daily oral steroid to the previous dose which
maintained asthma control.

16. Efficacy endpoints

The main efficacy variable was the mean reduction in oral steroid dose
after 15 weeks treatment. In addition, the effect on lung function,
symptoms and visible oral steroid side effects of 4 weeks open
treatment was considered.

17. Safety endpoints

Adverse events (AEs).

TE. Statistical methods

Data from all completed and withdrawn patients were incorporated
into an All Patients Treated analysis. There were 74 evaluable
patients. Each of the following 8 assessments from the patients” diary
card were summarised using the 7 days of data prior to each clinic
visit.

Was your sleep disturbed by your asthma last night (yes/no).
Grade of night-time symptoms (0-3).

How many times did you use your reliever inhaler last night?
Morning PEF (best of 3)

Grade of daytime asthma symptoms (0-3).

SN ol

How many times did you use your reliever inhaler medication
today?

7.  Evening PEF (best of 3).

8. What was the dose of oral steroid you took today?

The analysis of the mean reduction in oral steroid dose was based on
the change from Baseline (last 7 days of run-in) to Week 15 (7 days
prior to Visit 7). The mean reduction in oral steroid dose from
Baseline to 15 weeks was analysed between treatments by the
Wilcoxon rank sum test. The percentage of patients achieving a
reduction in oral steroid dose, as determined from the change in oral
steroid dose calculated for the previous analysis, was compared
between treatments by a chi-square test. The percentage of patients
achieving a reduction in oral steroid dose whilst maintaining lung
function was compared between treatments by a chi-square test.
Maintenance of lung function was defined as, at worst, a 10%
reduction in morning PEF from Baseline to 15 weeks. The cumulative
dose of oral steroid over the whole 15-week treatment period was
compared between treatments by the Wilcoxon rank sum test. This
analysis was based only on those patients continuing to 15 weeks and
was standardised to represent a 15-week (105 days) period. Patients
with at least 99 days of diary card data during the 15-week treatment
period were considered eligible for analysis. The change in diary card
variables 1 to 7 from Baseline to both 9 weeks (7 days prior to Visit 5)
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and 15 weeks (7 days prior to Visit 7) and the change from 15 weeks
to 19 weeks (open period) were analysed both between and within
treatments. Morning and evening PEF were analysed in terms of both
the absolute change and the percentage change from Baseline. The
changes in sleep disturbance, asthma symptom severity and $2-agonist
use were analysed between treatments by the Wilcoxon rank sum test
and within treatments by the Wilcoxon signed rank test. The changes
in morning and evening PEF were first tested for normality. Where the
data were normally distributed, the 2-sample t-test (between) and the
paired t-test (within) were the methods of analysis. Otherwise, the data
were analysed by Wilcoxon rank sum test (between) and the Wilcoxon
signed rank test (within). The number of exacerbations experienced by
each patient, adjusted for length of time in study to represent a period
of 105 days (15 weeks), was compared between treatment groups by
the Wilcoxon rank sum test. The change in the frequency and severity
of asthma symptoms from Baseline (Visit 2) to both Visit 5 (Week 9)
and Visit 7 (Week 15) and from Visit 7 to Visit 8 (open period) were
analysed between treatments by the Wilcoxon rank sum test and
within treatments by the Wilcoxon signed rank test. Data from the
patients’ final visit were carried forward if the patient had
discontinued early from the study. The lung function measurements
taken at each clinic visit (PEF, FEV1, FVC) were analysed with
respect to the change in lung function from Baseline (Visit 2) to both
Week 9 (Visit 5) and Week 15 (Visit 7), and the change from Visit 7
to Visit 8 (4-week open period). Peak expiratory flow was also
analysed in terms of the percentage change from Baseline, in addition
to the absolute change. The data were initially tested for normality.
Where data were normally distributed, analyses were performed by
the 2-sample t-test (between treatments) and the paired t-test (within
treatments). In the presence of significant non-normality, the
Wilcoxon rank sum test (between) and the Wilcoxon signed rank test
(within) were used instead. Data from the patient’s final visit were
carried forward if the patient had discontinued early from the study.
The change in the oral steroid associated visible side effects from
Baseline to 15 weeks was compared between treatments by the
Wilcoxon rank sum test. The protocol stated that a per-protocol (PP)
analysis would be performed on the primary efficacy variable. Since
only 8 of the 76 randomised patients were eligible for PP analysis, it
was not appropriate to perform a PP analysis.

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

The 2 treatment groups were comparable in terms of demographics at
entry (Table 1).
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Table 1; Demographic ¢haracteristics

Nobulised budesonide Placebo
Nuntber of patienie N 38 96
Age (years) Moan=SD 48199 47.0£303
N 38 36
Min - Max 26 - 66 28 . 65
Sex: n{*) Male 14 @37 13 (36}
Female 2469 23 (G4}
Height {cm)
Mean & SD 104.0211.0 166.6 £ 120
N 38 3%
Min . Max 134 - 190 145 - 193 -
Weight (kg)
Mean & S0} 113+ 19.6 B1.5+19.2
N 38 38
Min - Max 60 - 137 43 - 126.9
Smokiog status: n(%)
Never 17 {46) 21158}
Past 15 (39) 11431
Cuerent G{18) 4013
If current, grams/woek
Mean = S 280G+ 152 72.3+66.5
N G 3
Min - Max 10 50 7. 140
Algohol status: n(%)
Never 23 (B1) 14 (40}
Past. 0 0
Current 15 (39 L 21 (80}
tf current, uaits/week
Mean + 51} 129133 73276
N 5] 21
Min - Max 1-46 1-28

20. Efficacy outcomes

After 15 weeks of treatment, there was no evidence of a difference
between treatment groups with respect to the change in oral steroid
dose from Baseline to 15 weeks, although it was observed that 36%
(27/74) of patients did not have their dose reduced by the Investigator,
despite their asthma being stable.

There was no evidence of a significant difference between treatment
groups with respect to the percentage of patients able to reduce their
oral steroid dose by 15 weeks treatment, nor the percentage able to
reduce their oral steroid dose whilst maintaining lung function.

There was no significant difference between treatment groups with
respect to the cumulative dose of oral steroid taken over the 15-week
treatment period.

The number of exacerbations experienced during the 15-week
treatment period was significantly lower in the nebulised budesonide
group compared with the placebo group (0.35 exacerbations versus
1.10; p < 0.05).

Afier 15 weeks’ treatment, the improvement in the severity of both
cough and breathlessness, as assessed at clinic visits, was significantly
greater in the nebulised budesonide group compared with placebo
(mean change in severity: cough, -0.16 versus 0.23;

breathlessness, -0.34 versus 0.06; both p < 0.05). The observed
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improvement in breathlessness within the nebulised budesonide group
was statistically significant (p < 0.05).

Within the placebo group, there was a significant fall in PEF after

15 weeks, both in absolute and percentage terms (both p <0.05).

Between treatments, the change in the number of nights with sleep
disturbance after 9 weeks, as assessed at the clinic visit, was
statistically significant in favour of placebo (0.55 versus -0.37 nights;
p < 0.05). However, it was noted that the placebo patients had a
statistically significant higher Baseline giving them greater scope for
improvement (2.66 versus 4.06 nights; p < 0.05).

With respect to the change in diary card assessments from run-in to
15 weeks, statistically significant results were observed in favour of
nebulised budesonide for sleep disturbance (-0.05 versus

0.93 nights/week; p < 0.01) and the severity of night symptoms (-0.08
versus 0.15; p < 0.05). The increase in sleep disturbance observed
within the placebo group was statistically significant (p < 0.01). No
significant differences were observed between treatments with respect
to the change in diary card assessments from run-in to 9 weeks.

Within the placebo group, both morning and evening PEF had fallen
significantly, both in absolute and percentage terms, after 9 weeks
(morning: both p < 0.01; evening: both p < 0.05).

There was no evidence of a difference between treatments with
respect to the change in oral steroid side effects after 15 weeks’
freatment.

The introduction of 4 weeks’ open treatment with nebulised
budesonide led to a significantly greater response to treatment in the
group who had previously received placebo, compared with those
patients who had received nebulised budesonide throughout the study
with respect to the change in the clinic assessments of overall
symptoms (p < 0.05), sleep disturbance (p = 0.0001), cough

(p <0.01), breathlessness (p < 0.05) and PEF (absolute: p <0.01;
percentage: p < 0.05) and the change in the diary card assessments of
morning PEF (absolute and percentage: p < 0.05), sleep disturbance
(p < 0.001) and night-time 2-agonist use (p < 0.05). Within the group
who had previously received placebo, the improvements in the clinical
assessments of sleep disturbance {p < 0.001), cough (p < 0.05) and
PEF (absolute: p < 0.01; percentage: p < 0.001) and the diary card
assessments of morning and evening PEF (absolute and percentage:

p < 0.05), sleep disturbance and night-time symptom severity (both

p < 0.01) were statistically significant.
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21. Safety outcomes

Three hundred and eleven AEs were recorded during the 15-week
blinded treatment period and 40 AEs were recorded during the open
treatment period. Sixty-three patients were recorded as experiencing at
least 1 AE. There were 13 serious AEs (SAEs) during the treatment
phases of the study. None of the SAEs were considered to be causally
related to the study treatment. Thirteen patients were recorded as
discontinuing due to an AE. There was no difference between the
groups with regard to the nature and incidence of AEs.

22. Conclusion (findings)

This study demonstrated that the addition of 2 mg BID of nebulised
budesonide to regular oral steroid treatment can result in the
improvement of asthma symptoms and a reduction in the number of
asthma exacerbations while offering the potential for oral steroid
reduction.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:

jag:zakumr Curwnathan

94FE53822405.,

Dr Jayakumar Gurunathan

(full name)
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[epexnan 3 aHrmiicbKOi MOBH Ha

3BiT Ipo KIIiHiYHE BUIPOOYBaHHS

YKpaiHCBEKY MOBY

1. Hassa mixapcekoro 3acofy (3a
HAsBHOCTI — HOMeEp peecTpaniitHoro
MTOCBiYCHHS)

Byneconin Actpa3eHeka (MiXkKHapoAHa HeaTeHTOBaHA Ha3Ba —
6ynecoHin)

2. 3adBHUK Jdaui BnacHuka pecerpauiiinoro nocpinyenus (BPIT),
3a3HaveHi v 38iTi npo kainiyne sunpodysanug (3KB):
Actpa ®apmacerotikainc JItn (Astra Pharmaceuticals Ltd)
Xoym Tapk, Kinrc Jleurni, Xeptdopamup, WD4 8DH (Home Park,
Kings Langley,
Hertfordshire,
WD4 8DH)
Haui BPIT na norounuii MOMEHT:
Actpa3eHeka AB (AstraZeneca AB)
SE-151 85 Cogepran’e, llIsenis (SE-151 85 Sodertilje,
Sweden) ~
3. BupoGHux Hani BupedHuKa, 3a3Haveni y 3KB:

He noBigoMieHo

Haui BupoOHuKa Ha NOTOYHMIT MOMEHT:
AcTtpa3eneka Ab

SE-151 85 Coxneprarn’e,

Hlsenis

4. TIpoBeneHi NOCTiIKEHHS:

Taxk

1) Tun nikapcekoro 3acoly, 3a IKUM
nmpoBoauiacs abo IUTaHyeThCA
peecTparis

JlikapcrKwif 3aci0 3a MOBHUM AOCHE (aBTOHOMHE JIOChHE)

5. IloBHa Ha3Ba KIIiHIYHOTO
BUNpPOOYBaHHA, KOJOBaHUI HOMEp
KJIiHIYHOTO BHIIPOOYBaHHA

Crepoin-36epirarounii epexr npenapaty [Iynsmikopt Pecri’tons
(Pulmicort® Respules®) mpu JsikyBaHHi xpoHiuHoi actmMu (OSCAR),
BunpoGyBanHs 04-9332

6. ®aza xiHiyHOrO BUNPpOOYBaHHA

IITb

7. Iepiox npoBeeHHs KIiHIIHOTO
BUIIpOOYBaHHA

322 tpaBHa 1996 poxy mo 15 cigna 1998 poky

8. Kpaium, ne npoBoamnocs KiliHiuHe
BUNPOOYBaHHA

Bennko6puraHisa

9. Kinpxicts gociimkyBaHuX

3amraHoBaHa: 106
QakTu4Ha: 76 paHIOMi30BaHUX; JaHi 73 NalieHTiB MmiIAraiu
OLIiHFOBaHHIO 32 IEPBUHHIM KpHTEpi€M e()eKTHBHOCTI.

10. Meta Ta BTOpHHHI HiJli KIiHiYHOTO
BHIIPOOYBaHHA

Metor BunpoOyBaHHA 6yJI0 MOPiBHATH CEPENHE 3HIDKSHHS 031
HEpOPANIBHOTO CTEPOINY, IO NPUIMAIOTh KOPOCHi NALIEHTH 3 TKKOK
CTePOiA-3aISKHOI0 aCTMOIO, Ticis 15 THXKHIB 3acTOCYBaHHA -
posmmteHoro GynecoHiny B mo3i 2 Mr asiui Ha 106y (BID) abo
wianebo.

BTopHHHHUMH LiIsiMu GyITH Taki:

TMpoBecTy MOPIiBHAHHA MiX IPyNMaMy MIOA0 YACTKH IIALi€HTIB, AKi
3MOIJIM JOCATTH 3HIKEHHS UIOJSHHOT J03H TEpOPAJILHOTO
cTepoiny Ge3 moripmeHHs GyHKUIT JTereHs.

IMpoBecTy MOpiBHAHHA MiX rpynamH IIOA0 KiJIbKOCTI 3arOCTpEHb
aCTMH, fKi BUIMAraloTh CTAHIapTHOTO KOPOTKOYAaCHOTo KypCy
npuitoMy niepopaiisHoro crepoiny (Ilpexoprusun ®opre

KOHQIIEHLIIHA IHOOPMALLLS,
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[Precortisyl Forte®] 50 Mr/meHp npoTaroM 7 QHiB) BIPOJAOBK
15-TixHeBOTO Mepiony JiKyBaHHA.

¢  TIpoBecTH NOPiBHAHHS MiX IpyHaMH IIOJ0 CEPEIHBOI
KyMYJIATUBHOI JI03H NIEPOPAIBHOTO CTEPOILy IPOTArOM
15-TIKHEBOTO IIEPioAy JMiKyBaHHA.

o  TIpoBecTH MOPiBHAHHA B MEXKax IpyN Ta MiX IpyIaMH 100 3MiH
y mokasHHMKax HikoBoi mBuakocTi Buauxy (IM1B), 06’emy
dopcopanoro BHAUXY 3a nepury cekynny (OPB;) Ta ¢popcoBaHoi
XKUTTEBOI eMHOCTI JereHsb (DXKEIT), a Takok y CHMITTOMAaX aCTMH,
3apeeCTPOBAHUX IIiJT Yac KNiHIYHUX Bi3UTIB.

o  IIpoBecTH MOPIBHAHHA B MEXaX rPYII Ta MiXK IpyIIaMH 3aITHCIB Yy
IOJEHHUKAX MallicHTiB moxo ITIIB, cuMOTOMIB aCTMH Ta
BHUKOPHCTaHHA iHramaniiiHux GpoHXOJITHKIB.

e  TlpoBecTH NOPiBHAHHA B MEXaX IPYIl Ta MiXK rpynaMH IOJA0
3MEHIUESHHA BUIAMUX TOOIYHIX e(heKTiB [IepOpasIbHOTO CTEpoiny
TPOTAroM 15-TH)KHEBOTO Nepiofy JMiKyBaHHI.

e  TlopiBHATH BIUIMB IpenapatiB Ha QYHKLUIO JieTeHb, CHMITOMH Ta
BuaMMi oGiuHi edexTH NepOpaLHOrO cTepoiny micii 15 TikHiB
JOCIIIKYBaHOI Teparlii, a TAKOXK BIUIUB Ha (yHKIIiO JIETeHb,
CHMITOMH Ta BUIMMi OoOiYHi e)eKTH NepopanbHOTo CTEPOIRY 10
3aBepLICHHi 4-TIKHEBOTO Nepiofy JIiKyBaHHA Y BiIKpHTOMY
pexXIMi.

11. Mu3aiis kniHigHOTO
BUNpoOyBaHHA

TMonsiitHe ciine, paHAOMi30BaHe, IOPiBHAIbHE BUNIPOOYBaHHA B
mapaeabHUX TpyMax.

12. OcHOBHI kpuTeEpil BKIMOYEHHA

¢  Bik mamienris (2050Bid0i a60 xiHOUHOI CTaTi) Ma€ CTAHOBUTH Bin
16 1o 65 pokiB BKITIOYHO.

¢  V mauientiB BikoM Big 55 10 65 pokiB MaioTh 6yTH
JOKYMEHTAIBHO I ATBepKeHi fani mono auHamiku ODB, 3a
OCTaHHi 6 MicAIiB X0 BKIIOYEHHA Y BUNIPOOyBaHH:.

e  Jlopocii MalieHTH 3 TSOKKOK CTePOIA-3aJIe:KHOI0 aCTMOIO.

13. MocnimkyBaHuii JikapchKHit
3acib, crocib 3acTocyBaHHA, cwIa Ail

IMopgsiitnuit cainuit eTan: posmuteHuit 6yaecoxin 2 Mr
Binkpurnii eram: po3nwieHui OyaecoHin 2 Mr abo 1 Mr

14. TIpenapat NOpiBHAHHA, 8034,
€TIoci§ 3acTOCYBaHH:A, CHiIa mil

TopgiltHuit cinmuit eTam: po3muieHui npenapar mwiane6o

15. CynyTHa Tepania

Tepanisi nepopallbHUM CTEPOiTOM (AKy pO3IOYHHAIOTE Y BBiAHil 103i
Ta 3HIXKYIOTh 38 HEOOXiTHOCTI). 3HIDKEHHA TO3U MEPOPAIBHOIO
CTEpOify PO3MOYHHANY, AKIIO MPOTATOM NOHEPeHIX 3 TIDKHIB CTaH
maricHTa 0yB ¢TabLIEHUM MOPIBHAHO i3 cUMITTOMaMH Ta QYHKI€E0
JiereHb Ha BHXiJHOMY piBHi (Ha poscyn mociigHuka). Jlozy
HEepPOPATBHOTO CTEPOIMY 3HINKYBAJIH NAllieHTaM, y AKHX Le 6yio
IouinsHO, PekoMeHayBanacs Taka MIBUAKICTD 3HIDKCHHS IO3M: -~

o  Sxmo Bumaranocs > 15 Mr/IeHs epopaibHOrO CTEPOiny, A03Y
3HIDKYBaJTH Ha 5 MI/ACHD NPOTATOM iHTEpBally MiXK Bi3HTaMu.

e  Slxmo BuMaranocs < 15 MI/feHs epopabHOro CTEPOINY, A03Y
3HIKYB&JIH Ha 2,5 MI/IeHb MPOTATOM iHTEpBATY MiXK BisUTaMH.

3HIKEHHA T03H MIEpOPaIBHOrO CTEPOILY MOTJIO IIo4aTHCA abo
MPOAOBKYBATUCA HA BiIKPUTOMY €Talli.

TlanieHTH, y SKHX MPOTArOM BHIPpoOYBaHHA Bif0yNOCA 3aTOCTPEHHA
acTMH, JIOIATKOBO OTPUMYBAJIH CTAHAAPTHHUI KOPOTKOYACHUM KypC
HpHIOMY NIEPOPATBHOTO cTepoiny B K03i 50 Mr/aeHs mpoTaroM 7 AHiB.
Sxmo yepe3 7 AHIB CHMOTOMH HE NOKpaIlyBaIHCs, MOTIIH
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TPU3HAYATHCS OJANBII KypCH JiKyBaHHA. SIK TillbKM KOHTPOMB
BiHOBJTIOBABCs1, MALliEHTH NMOBEPTAIKCA IO K000BOT 03K
MEepPOPAIIBHOTO CTepoify, dka 6ysa e)eKTHBHOK I MiATPUMaHHA
crabinsHoro crany. ITanieHTH, ski noTpeGyBaiu iHIIOI 10AaTKOBOT
cTepoin-36epiraroyoi Tepamii, Maiu 6yTH BUKITIOUEH] 3 BUIPOOYBaHHS.
IManieaTaM, y AKX CUIMIITOMH aCTMH IIOCTYIOBO MOTipIIyBauce,
MIOKPOKOBO 3011BIIyBaN 1060BY 03y IEPOPATLHOTO CTEPOIMy 10
HONEPEANBO] O3H, TIPH AKili 3a6e3MeuyBaBca KOHTPOJIb aCTMH.

16. Kpurepii ouinku egekTUBHOCTI

OCHOBHHM MOKa3HUKOM €(eKTHBHOCTI 6YII0 CepefHe 3HIDKEHHA 03U
HepOpaTBHOro cTepoimy micis 15 TwkHiB nikyBanHA. KpiM Toro,
PO3TIIANABCA BIUTHB Ha QYHKIIiIO JIEreHb, CHMITOMH Ta BUIUMI 100 4Hi
e)eKTH IEPOPAIBHOTO CTEpPOiny NPOTAToM 4 TIDKHIB JiKyBaHHA Yy
BiIKPHUTOMY PEXHMi.

17. Kpurepii ouinku 6e3mexu

Heb6axani suma (HAT).

18. CratucTHuni MeTOOH

JUts ananisy manux y BMOipLi BCi NamieHTiB, SKi OTpUMYyBaIN
JiKyBaHHS, Gy)0 06’€IHAHO NaHi BCIX MALHEHTIB, AKi 3aBEPIIAIA
BUNpoGYBaHHS a00 BUHLUIK 3 HBOT0. AHAJI3Y IiUIATaau JaHi

74 nauienTis. JaHi B IIOJZEHHUKY Malli€HTa 33 KOXXHUM i3 HABEACHUX
HIDKYE 8 IOKa3HMKIB MiICYMOBYBaJMCA 3a 7-IeHHUl nepion 1o
KOXHOTO KJIiIHiYHOTO Bi3HTY.

1. Yu 6yB MunHyN0i Houi Bal coH nopylueHuil y 38’ 43Ky 3 aCTMOIO
(Tax/Hi).

CTynisb THKKOCTI cmMOTOMIB y HiuHM gac (0-3).

3.  Ckinbkd pasip MUHYT01 HOYi BU KOpHCTYBaIKCs IHIaIATOPOM LI
TIONErMEeHHSA JUXaHHA?

Pankosuit mokasuux IMIIB (xpammif i3 3).
5.  CryniHb TKKOCTI CMMIITOMIB acTMH y neHHuH dac (0-3).

Ckinbky pa3iB Bu cEOroHi KOPUCTYBANHCS iHTANATOPOM AJIs
TOJIEerIeHHs AUXaHHA?

7. BeuipHiif mokasuuk ITIIB (kpamuii i3 3).
8. Sky mo3y mepopaibHOro cTepoiny Bu npuitHamy cboromHi?

AHali3 cepeiHbOTO 3HIKECHHS 03K IIEPOPaILHOTO CTEPOIMy .
IPYHTYBABCA Ha 3MiHi Bill BIXifHOTO piBHA (OCTaHHI 7 OHIB BBiIHOTO
nepiony) no Twxusa 15 (7 nuiB no Bisury 7). [IopiBHAHEA cepeXHBOTO
3HIDKEHHA I03H TIEPOPAILHOTO CTEPOiTy MiXK IpyNaMH Bill BUXiZTHOTO
piBHs 10 15-ro THXHA NPOBOAMIH 32 JIOTIOMOTOI0 KPHTEPilo CyMHU
panriB VilkokcoHa. BincoTkoBy 4acTKy NauieHTiB, AKi JOCATIM
3HIKEHHS JO3H IIEPOPANILHOTO CTEPOIy, L0 BU3HAYANIOCS 32 3MiHOFO
J03H, PO3pPaxoBaHOI LA MONePENHBOTO aHalli3y, TOPiBHIOBAIIH MiXK
rpyIaMH 3a JOIOMOrOI0 KpUTepito Xi-kpaapat. BifcoTkoBy 4acTky
TANIEHTIB, SKi TOCATIH 3HIKEHHA JO3U [epOPANBHOTO CTEPOimy 3i.
36epekeHHAM (PYHKIUT JIereHb, IOPiBHIOBAJIM MX IpyliaMH 3a
JOIIOMOTO10 KPHTEPIlo Xi-kBaapaT. 30epexeHHA QyHKILT ereHsp
BU3HAYANOCA K 3MeHIeHHs paHkoBol [1I1IB Bix BuxigHOro piBHA 0
15-ro TikHA Ha 10 % y HaliripimoMy Bunaaxy. KyMmymatusHy 103y
HEPOPaJIFHOTO CTEPOiNy NPOTATOM YChoro 15-TikHeBOro mepioay
JiKyBaHHA MOPIBHIOBAIH MiXk IPyIIaMH 3a JOTIOMOI0I0 KPHTEPilo CyMHU
pauriB VinkokcoHa. Lleit aHani3 NpoBOAUBCA 3 JaHUMH JIMIIE THX
NAL€EHTIB, AKi OTPUMYBANIH JIiKyBaHHA POTATOM 15 TIDKHIB, Ta OyB
CTaHIAPTH30BaHUM TaKUM YMHOM, 10O BiITBOPHUTH NEPioxn y

15 Twxuis (105 guis). V BUOGipKy [T aHAN3Y BIUTIOYATICS NALi€HTH,
AKi poTAroM 15-TIXKHEBOro nepiofy JiKyBaHHA Maly B IIOACHHHUKY
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3aIMCH IoHaliMeHIe 3a 99 aHiB. 3MiHa B MOKa3HUKaX MIOACHHKKA 33
myHKTamMH 1-7 Bin BuxigHoro piBHA Ko 9-ro TwkH:A (7 nHIB 10

Bisury 5) ta 1o 15-ro TixHs (7 AHiB no Bisuty 7), a Takox 3MiHH Bif
15-ro no 19-ro TixHA (BiOKPHUTHI NEpiof) aHaNi3yBaTUCA SIK MK
TpyIaMH, Tak i B Mexax KOXHoI 3 rpyn jlikyBaHH:. [Tokasunuxu [THIB
BpaHIli Ta BBeUepi aHAT3yBajIuCA AK W00 abCOMOTHOI, TaK i moao
BIZICOTKOBOI 3MiHK Bii BUXiZHOTO piBHA. 3MiHH y NOpYIIEHH] CHY,
TSDKKOCTI CHMIITOMIB aCTMH Ta 3aCTOCYBaHHi B2-aroHicrin
aHAII3YBATKCA MK TPYyNaMH 33 OMOMOTOI0 KpUTEPilo CyMH PaHTiB
VinKokcoHa, a B MexXax OJHi€l rpyny — 3a JOIIOMOT'OI0 3HaKOBOTO
PAHTOBOTO KpuTepito Vinkokcona. CrioyaTky 3MiHM paHKOBHUX i
BeuipHix nmokasHukiB [111IB aHanizyBanucs Ha HOPMAIBHICTE. SKIIO
JaHi 6yJI1 HOpMaJbHO PO3MOALIEHI, METOJaMU aHaNli3y 6ynn
2-BrbOipKOBHif t-kpuTepil (MK rpynamMu) Ta napHuii t-xpurepii (y
Mekax rpynu). B iHmomy BUnaaky JaHi aHami3yBalnucs 3a AOIOMOI 00
KpHUTepifo cymu paHriB VikokcoHa (MiXK rpynaMH) Ta 3HaKOBOTO
PaHroBoro Kputepiro YinkokcoHa (y Mexax rpynu). Kinexicts
3arOCTpeHsb, AKi BUHHUKATM B KOXKHOTO TallieHTa, 3 TIONPAaBKOK Ha
TPHBAIICTE YUacTi B ZOCIiIKEHHi, IO penpe3eHTye nepion y 105 anis
(15 TwxHiB), HOPIBHIOBAIU MiXK IPYIIaMH 3@ JOIIOMOTOI0 KPUTEPIio
CYMH paHriB YiikokcoHa. 3MiHU B acTOTi Ta TAKKOCTI CUMIITOMIB
acTMH Big BuxigHoro pisus (Bisur 2) no Bisuty 5 (TwxaeHs 9) Ta
Bizury 7 (Twxnens 15), a Takox Big Bisury 7 o Bisuty 8 (Biaxpuruii
niepio/) MOpiBHIOBAIX MK IrpyHamMH 3a IONIOMOTOI0 KpUTepilo cyMu
paHriB ViIKOKCOHa, a B MexaxX OJHi€l rpynu — 3a JOIOMOT 0K
3HAKOBOTO PAaHrOBOTO KpuTepito YilKkokcoHa. SKIIo narieHT -
[IepeNYacHO MPHITHHSAB YIacTh Y BUIPOOYBaHHi, BUKOpPHCTOBYBAIHCS
JaHi, oTpuMaHi miJ uac #oro ocTaHHLOro BisuTy. PYHKII{IO JIeTeHs, AKa
BHU3HAYaNacs miJ 4ac Ko)XHoro kiidiyHoro Bisuty (ITIIB, OB,
OXKEII), aganizysain 3 TOUKH 30pYy 3MiH Y QYHKIII ieTeHb Bin
puxigHoro piBua (Bisur 2) no Twxua 9 (Bisur 5) Ta Twkwa 15

(Bisur 7), a Takox 3MiH Bix Bisury 7 no Bizury 8 (4-TwkHeBHH
Bigkputuii nepion). I1{o cTocyeThcs NikoBOT IBUAKOCTi BUAKXY,
IOOATKOBO JI0 a0COMIOTHOI 3MiHHM 3HAYESHHS aHAJIi3yBall TaKOX
BiICOTKOBE 3HAYEHHS 3MiHH Bifl BUXixHOTO piBHA. [laHi ciepiry
aHaJIi3yBarcsA Ha HOPMAIBHICTE. SIKIo HaHi 6yT1u HOpMAaIbHO
PO3MOILIeHi, aHaN{3H IPOBOIMIIHCS 3a JIOTIOMOT0I0 2-BHOIpKOBOIO
t-kpuTepito (MK rpyHnaMH) Ta apHOTO t-KpUTepito (Y MeXKax Ipymnu).
V pasi cyTTeBOI HEHOPMAJILHOCTi 3aCTOCOBYBANUCA KpUTEpik CyMU
paHris VikokcoHa (Mik TpynaMHi) Ta 3HAKOBHII paHTOBHUMH KpHUTEpil
VinkokcoHa (y Mexax rpynu). SKIIo nauieHT nepeA4acHo IPHITMHAB
y4acTh y BUnpoGyBaHHi, BUKOPUCTOBYBAIHACA JaHi, OTpHMaHi IiJ 9ac
HOro ocTaHHBOrO Bi3UTY. ITOpiBHAHHA 3MiH Y BUAUMUX NMOGIYHIX
e(heKkTax nepopaabHOro CTEPOiAY MiX rpynaMu Bil BUXiXHOTO PiBHA 0
15 TIOKHIB IIPOBOMIUIM 33 JOTIOMOTOIO KPHUTEPil0 CYMH paHTiB
Vinkokcona. ¥ mportokoni 6yio 3a3HaqeHo, o Mae OyTH NpoBeIeHui
aHaJIi3 IEPBHHHOTO MOKA3HMKa e(EeKTUBHOCTI y BHOIpIIi NalicHTiB 6¢3
TIOpYILeHE IpoTokoy. OCKUIBKY TaKOMY aHalli3y MiIArain JaHi
nue 8 i3 76 pannoMi3oBaHuX nanieHTiB, foro npoBeneHHA OyII0
HEJOLTbHUM.

19. JeMorpadiuHi mokasHUKH
TOCIimKyBaHOT MOMYJLALT (CTaTh, BiK,
paca ToIo)

IemorpadiuHi moka3sHUKU MaLieHTiB 000X Ipyll HAa MOMEHT BKIIOYEHHS
y BunpoGysauns Oynu sictaHimu (Tabauus 1).
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Tabauns 1. Temorpadiuni nokasHukn

Poanunennii Gyaeconia Ilnaue6o
KinbkicTh mauieHTin 38 36
Bik (poxis) CepenHe 3Ha4eHHA
+ CTaHAapTHe 48,1 +£9,9 47,0 £10,3
piaxunenuA (SD)
N 38 36
MiH. — Make. 26-66 29-65
Cratb, n (%) Yonosiua 14 (37) 13 (36)
Kinoua 24 (63) 23 (64)
3picT (cM)
CepeaHe 3HaYeHHA
+SD 164,0 + 11,6 168,8 +12,0
N 38 36
MiH. — Makc. 134-190 145-193
Maca Tina (kr)
CepenHe 3HaueHHA
£SD 77,3+ 19,6 81,5+19,2
N 38 36
Miu. “Makc. 50-137 43-126,9
CraTtye kypus: n (%)
Hikonu 17 (45) 21 (58)
YV MUHyTOMY 15(39) 1131)
Ha ueit vac 6 (16) 4(11)
Y pasi craTycy «Ha peif vac» —
rpamiB Ha THAIEHD
CepeaHe 3HaYeHHA
£SD 28,6 15,2 72,3 + 66,5
N 5 3
Min. — Make. 10-50 7-140
CraTyc BXHBAHKS 8JIKOr0/I0:
(%)
Hixonu 23 (61) 14 (40)
Y muHynomy 0 ]
Ha 11eif yac 15 (39) 21 (60)
Y pasi cratycy «Ha ueif wacy —
OJMHHUD HA THXKACHD
Cepeaye 3HaUCHHR
+SD 12,3+13,3 73-176
N 15 21
Miu. — Makc. 1-45 1-26

20. Pesynbrard epeKTUBHOCTI

Yepes 15 THKHIB MiCIIA OYATKY JIIKyBaHHA He OyJi0 BUABJICHO pi3HULI
MDX rpynaMu JTiKyBaHHA y 3MiHi J03H IepopanbHOTO CTEpOimy Bill
BHXiJTHOTO piBHA 10 15-r0 TIKHA, X049a 0YJIO BCTAHOBIIEHO, MO Y 36 %
(27/74) nauieHTiB TOCTi IHUKOM He GYIIO 3HIDKEHO NO3Y, HE3BAKAI0YH
Ha cTabini3amito acTMH.

He Gyno BUsABIEHO CYTTEBOI Pi3HUI MDK IpyIaMy Yy BiICOTKOBil
YacTLi MauieHTiB, SKi 3MOIIN SHU3UTH AO3Y NIEpOPaILHOTO CTEPOiLy
mpoTAroM 15 TIDKHIB JiKyBaHHS, a TAKOX Y BiICOTKOBIiM yacTni
MalieHTIB, AKi 3MOTTH 3HU3UTH K03y IEPOPATBHOTO CTEpOoimy 6e3 3MiH
y ¢byHKLil JereHs.

He 6ymo cyTTeBol pi3HUII MiX rpynaMu y KyMyJIATHBHIM 1031
MepOpaNILHOTO CTEPOIMY, MpUHATII IpoTAroM 15-TiKHEBOrO Nepioxy
JiKyBaHHI.

KinbkicTs 3arocTpeHs, 1110 BUHUKIN HPOTArOM 15-THXXHEBOTO IIEpioxy
JiKyBaHH#, OyJ1a 3HAYHO HIDKYOIO B IPYTIi 34CTOCYBAHHA PO3IMIEHOTO
OynecoHiny, Hix y rpymni mane6o (0,35 3aroctpenns mporu 1,10; p<0,05),
IMicns 15-TH>KHEBOTO JIIKYBaHHA 3MEHIIEHHS TSHKKOCT KallIo Ta ~
3a/IUIIKH, OLiHIOBAHO! Mifl Yac KIiHIYHUX Bi3UTiB, 6YI0 3Ha4YHO
CYTTEBIIIUM Y IPyIIi 3aCTOCYBaHHs PO3NMWICHOro GyecoHiAy, HiX Y
rpymni mrane6o (cepenHs 3MiHa OKa3sHUKIB TSUKKOCTI: kamens —0,16 Ta
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0,23; sagumka —0,34 Ta 0,06; B 060x Bunangkax p < 0,05). Bussnene
3MEHILIEHHA 33 UIIKH B IPYIIi 3aCTOCYBaHHS PO3MIWIEHOTO OYAeCOHiy
6y1n0 crarrcTHYHO 3HaYyIHM (p < 0,05).

V rpymni mmane6o croctepirayiocs cyrreBe 3mMeHueHHA [111IB gepes

15 TIKHIB, AK B a0COMMOTHOMY, TaK i y BiICOTKOBOMY BHUpaXeHHI

(8 06ox Bunagkax p < 0,05). [Ipn nopiBHsHHI Mik rpymamu 6yio
BCTaHOBJICHO, IO Yepe3 9 TIDKHIB 3MiHa KinbKocTi Hodel i3
MIOPYLIEHUM CHOM, IO OILiHIOBaJIacs Mix Yac KIiHIYHUX Bi3UTiB, Oyna
CTaTHCTHYHO 3HAYYIIOI0 Ha KOpHCTh mianedo (0,55 mporu —0,37
Houeii; p < 0,05). ITpote Gyno 3a3Hau€HO, L0 NAllieHTH 3 IPYNH
wiane6o MaJll CTaTUCTHYHO 3HAYYIIO Tiplili MOKa3HUKU Ha BUXigHOMY
piBHi, 10 3a6e3meyno iM MUpPOKe Hoje Wi MoKpameHHs (2,66 IpoTu
4,06 Houeit; p < 0,05).

1o crocyeThbes 3MiH MOKA3HUKIB Y LIOJEHHAKAX NMAli€HTiB Bil
BBIZHOTO Mepioy 0 15-r0 THKHA, CIIOCTEPITANUCS CTATHCTUYHO
3HaYyyIli pe3yJbTaTH Ha KOPUCTh PO3NIIEHOr0 OyASCOHIAY MOAO0
nopyueHb cHy (—0,05 npotu 0,93 Houeit/TwxkaeHs; p < 0,01) Ta
TSOKKOCTI HiYHHX cuMiToMiB (—0,08 mpotu 0,15; p < 0,05).
ITigpumenuit nokasHUK MOPYIIEHb CHY, AKUI BiflsHauaBcd y rpymi
mwiaue6o, 6yB cratucTiyHO 3HauymwM (p < 0,01). He 6yno BusaBieHO
CYTTEBHX BiIMiHHOCTEH MiX rpynaMy y 3MiHi OL[iHOK Yy IOJIeHHHKAX
TarieHTiB Big BBiqHOro nepioay mno 9 TIKHIB.

V rpyni miane6o Sk paHKoBi, Tak i BewipHi nokxazHuky ITIIIB yepes

9 TIDKHIB 3HaYHO 3HU3WINCA B aOCOMOTHOMY Ta BiICOTKOBOMY
BUpaXKeHHi (paHoK: B 060X Bumazkax p < 0,01; Beuip: B 060X BUIaakax
p <0,05).

He 6y1n0 BusBIeHO pi3HHIII MiX rpyHaMu y 3MiHax noGiyHUX e(eKTiB
MIePOPANILHOTO CTEPOiny micii 15 TIKHIB JKyBaHHS.

Pe3ynbpTaToM BBEIEHHA 4-TIXKHEBOTO TIepioy 3aCTOCYBaHHS
PO3MIIEHOro GyAeCOHINy Y BiAKpUTOMY PEXUMI cTajla 3HA4HO GlIibIa
BHpaXKeHIiCThb BiAMOBiAi Ha JIiKyBaHHA B IpyHi, AKa paHille OTpHMYyBaja
mwiane6o, NOpiBHAHO 3 MallieHTaMH, AKi OTpMMYBaIU PO3IIMICHUH
GynecoHin mpotarom ycsoro BunpoGysanus. Lle crocyBanocs 3MiH y
cyMapHi# KiHiuHiH oriHmi cummToMiB (p < 0,05), B oLiHIi NOpYIIEHHSA
cHy (p = 0,0001), xanumo (p < 0,01), 3amumku (p < 0,05) ta ITIIB
(abcomoTHe 3HaueHHA: p < 0,01; BincoTkoBe: p < 0,05), a Takox 3MiH Y
moAeHHHKOBUX onjiHkax ITIIB (aGcomoTHe Ta BiICOTKOBE 3HAUEHH:
p <0,05), mopyuiess cHy (p < 0,001) Ta 3acrocyBaHHs 32-aroHicTa B
Hiynmit yac (p < 0,05). V rpymi, sKa panime oTpuMyBaia mianebo,
TIOKpalieHHs Y KIiHIYHUX OLiHKaX HopyuIeHs cHy (p < 0,001), xammo
(p < 0,05) ta 1B (abcomoTHe 3HaueHH:: p < 0,01; BincoTKoBE:

p <0,001), a TakoK y II0JCHHHUKOBYX OLiHKaX PAHKOBOI Ta Be4ipHbOT
ITIIB (aGcomoTHe Ta BiacoTkoBe 3Ha4eHHA: p < 0,05), mopymeHs cHy
Ta THKKOCTI HIYHHX cMMITOMIB (B 060X Bunajgkax p < 0,01) 6ynu
CTAaTUCTHYHO 3HATYIIUMH.
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21. Pesynbratu Ge3reku

IpotsaroM 15-TiKHEBOro NepioAy JIIKyBaHHA B CIIIIOMY pexumMi 6yio
3apeectpoBano 311 HA, a npotarom nikyBaHHA y BiIKPHTOMY

pexumi — 40 HSL V 63 nanieHTiB BUHHKIO IIOHaAMEHIIIE 110

onsomy HA. Ipotsirom BumpoOyBaHHs Ha eTalax JiKyBaHHS
3apeectpoBano 13 cepitozuux HA (CHST). XKonwue i3 CHA He 6ymo
BH3HAHO TAKMM, 1[0 Ma€ IPHYNHHO-HACTIAKOBH 3B’ 430K i3
JOCIIiKYBaHUM MpenapaTtoM. TpuHANUATH NaUieHTiB TP HIWHIIA
JikyBaHHA y 3B’ 13Ky 3 HS1. He 6ymo BusABNeHO pi3HHLI MiX rpynaMu y
xapakTepi Ta innuaenTHOCTI HJL

22. BUCHOBOK (3aKJIFOUEHHS)

Bunpo6yBaHHsS NPOAEMOHCTPYBaIO, 10 Pe3yabTaTOM AOJaBaHH
pozmieHoro 6ynecoHiay B f03i 2 Mr BID no perynsapHoro npuioMy
HEePOPATBHOTO CTEPOIAY MOKE CTATH HOKpalleHHA CHMIITOMIB aCTMH Ta
3MCHILEHHA KUTbKOCTI 3ar0CTpeHb aCTMH, @ TAKOXK 3HIDKCHHA T03H
TIEpOPANIBHOTO CTEPOIAY.

3asBHMK (BJIIACHHK peecTpalliitHoro
MOCBiTICHH)

[Mignucaro y nporpami DocuSign:

/mipruc/
97094F653B284D5...

I-p IIxaakymap Tvpysarad (Dr. Jayakumar Gurunathan)
(I1Ib)

/mipgmuac/

IMeuarka: Ykpaina, M. Kuis, ToBapucTBo 3 06MexeHor0 BinnoBinansHicTIo (ACTPASEHEKA

VKPAIHA», Inentudikaniitnmii xog 37037434.
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Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

AstraZeneca S.p.A
Current MAH details:
AstraZeneca AB
SE-151 85 Sodertilje
Sweden

3. Manufacturer

Manufacturer details in the CSR:

registration was
conducted or
planned to be
conducted

AstraZeneca S.p.A
Current manufacturer details:
AstraZeneca AB
SE-151 85 Sodertilje
Sweden
4, Conducted Yes
studies:
1) type of Medicinal product with complete dossier (stand-alone dossier)
medicinal
product for
which

5. Full title of

the clinical trial,
code number of
the clinical trial

Nebulised budesonide for the treatment of croup (acute laryngotracheobronchitis) in
childhood. Efficacy and safety study of therapy and prophylaxis of recurrence with
nebulised budesonide for children with croup, Study CI-BUN-0001.

6. Clinical trial
phase

111

7. Clinical trial
time frame

From 10 November 1999 through 04 August 2000.

8. Countries
where the
clinical trial was
conducted

Italy
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9. Number of
subjects

Planned:

Acute treatment phase — Group 1: 100; Group 2: 104 (52 budesonide and 52 placebo)
Prophylaxis — Group 3: 120 (60 budesonide and 60 placebo)

Actual:

Acute treatment phase: 22 (11 budesonide and 11 placebo)

Prophylaxis: 65 (30 budesonide and 35 placebo)

10. Primary and
secondary
objectives of the
clinical trial

e  To investigate whether nebulised budesonide (2 mg) leads to a clinically significant
improvement in respiratory symptoms in children with mild croup (Westley croup
score 1 to 3).

e To determine the clinical benefit of nebulised budesonide (2 mg) in addition to oral
or parenteral dexamethasone (0.3 mg/kg) in children with moderate to severe croup
(Westley croup score > 3)

e To assess the efficacy of a prophylaxis with nebulised budesonide (0.5 mg once daily
[QD]) in the prevention of disease recurrences for children at high risk of recurrent
croup.

11. Clinical trial
design

Multicentre, national, double-blind, randomised, placebo-controlled, parallel-group study.

12. Key Acute treatment phase
inclusion Either sex aged 3 to 144 months with a diagnosis of croup.
criteria Prophylaxis
Either sex aged 3 to 144 months, inpatients recovered from croup attack or outpatients
with an episode of croup diagnosed in the previous 2 weeks, with a high risk of recurrence.
13. Group 1: Budesonide nebulising suspension 0.5 mg/mL, 2 mg (4 mL) single dose, inhaled
Investigational continuously from a standardised nebuliser/compressor system.
medicinal Group 2: Single dose of oral or parenteral dexamethasone (0.3 mg/kg), then immediately
product, method | after, budesonide nebulising suspension 0.5 mg/mL, 2 mg (4 mL) single dose, inhaled
of continuously from a standardised nebuliser/compressor system.
administration, | Group 3: Budesonide nebulising suspension 0.125 mg/mL, 0.5 mg (4 mL) QD in the
strength evening, inhaled continuously from a standardised nebuliser/compressor system, for

3 months up to first recurrence.

14, Comparator,
dose, method of
administration,
strength

Group 1: Placebo nebulising suspension, 4 mL single dose, inhaled continuously from a
standardised nebuliser/compressor system.

Group 2: Single dose of oral or parenteral dexamethasone (0.3 mg/kg), then immediately
after, placebo nebulising suspension 4 mL single dose, inhaled continuously from a
standardised nebuliser/compressor system.

Group 3: Placebo nebulising suspension, 4 mL QD administered in the evening, inhaled
continuously from a standardised nebuliser/compressor system, for 3 months up to first
recurrence.

15. Concomitant
therapy

Other medications that were considered necessary for the patient’s health status could be
given at the discretion of the Investigator.

16. Efficacy
endpoints

Primary efficacy variables:

Groups 1 and 2: Change in croup score after treatment as compared to baseline values;
time to return to a croup score of 0 (Group 1) or = 1 (Group 2); time for a 2-point
improvement in the croup score (Group 2 only).
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Group 3: Incidence of first recurrence during follow-up; time to first recurrence during
follow-up.

Secondary efficacy variables:

Groups 1 and 2: Duration of hospitalisation; proportion of patients remaining in hospital at
24 hours from admission; use, timing and duration of other specific treatments/procedures
(ie, nebulised adrenaline, additional steroids, intubation or transfer to intensive care unit).
Group 3: Severity and duration of recurrences during follow-up; proportion of children
requiring further medical care during follow-up.

17. Safety
endpoints

Primary safety variable: adverse events (AEs).

Secondary safety variables: assessment of cortisol level in 24-hour urine samples and
blood cell count in a subset of patients.

18. Statistical

The sample size requested for the study protocol was not reached by the end of the

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

methods enrolment period. Thus, no formal statistical analyses were performed, but a descriptive
approach was used to test the homogeneity of demo-anamnestic parameters. Efficacy of
the study treatments was evaluated as time to reduce the croup score in the acute phase,
and time and incidence of croup recurrence in the prophylaxis phase.

19. Demographic data are presented in Table la (acute phase) and Table 1b (prophylaxis

Demographic phase).

Table 1a, Demographic characteristics of the patients® population

BUDESONIDE (N = 11) PLACEBO (N = 11}
SEX: Males (n, %) 5 (45.5%) 9 (81.8%)
________ Eemalestn,%) | 6(545%) 2 (18.2%)
AGE, years (mean + 50 4.1 +£2.7 37436
HEIGHT, cm_(mean = SD) 104.0 +19.0 97.3 £25.6
WEIGHT, kg (mean + SD) 18.1 265 17.5+103
CROUP SCORE:
Group 1 {n, %). 7 (63.6%) 6 (54.5%)
Group 2 (n, %) 4 (36.4%) 5 (45.5%)
Table 1b., Demographic characteristics of the patients’ population
BUDESONIDE (N=30) PLACEBO (N = 35)
SEX: MalesTn, %) 23 (76.7%) 25771.4%)
Femuales (n, %) 7(23.3%) 10 (28.6%)
AGE, years (mcan = 5D) 4.1 +£2.1 47 %23
HEIGHT, em {mean £ SD) 102.2 16.6 106.5 = 16.5
WEIGHT, z_(mean + SD) 19.2 £ 8.6 20,0 7.5

All patients were Caucasian. The 2 treatment groups in both study phases were

homogenous in terms of age, sex, height and weight. In the acute phase, 7 patients in the
budesonide group and 6 in the placebo group had mild croup at study entry (croup

score = 1 to 3), whereas 4 patients in the budesonide group and 5 in the placebo group had
moderate to severe croup at study entry (croup score > 3).

20. Efficacy
outcomes

Acute treatment phase

A marked and progressive decrease in total Westley croup score was reported in both
groups. In Group 1, a complete disappearance of symptoms was reported from 2 hours
post-dose in the budesonide group and from 8 hours post-dose in the placebo group. In
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Group 2, a complete disappearance of symptoms was reported from 8 hours post-dose both
in the budesonide and placebo groups.

The return to a croup score of 0 for Group 1 or = 1 for Group 2 was reached by all patients
in both groups. The mean (standard error [SE]) regain time was 1.5 (0.4) hours in the
budesonide group and 2.5 (1.0) hours in the placebo group. The median regain time was
0.75 hours in both groups and was significantly faster in females (1.0 hours) than in males
(2.9 hours).

The 2-point improvement (for Group 2 only) was achieved in all patients in both groups
(5 in the budesonide and 4 in the placebo group). Mean improvement time was 0.63 hours
in the budesonide group and 0.70 hours in the placebo group, with a median improvement
time of 0.5 hours in both groups.

All patients treated with budesonide were discharged from hospital. Nine patients (81.8%)
treated with placebo were discharged from hospital, but the remaining 2 patients had
prolonged hospitalisation due to asthmatic crisis and intercurrent disease.

Four patients in the budesonide group and 5 in the placebo group required a specific
treatment for croup, mainly due to a lack of improvement.

Prophvlaxis

The recurrence of croup occurred in 5 patients (17.9%) in the budesonide group and in

10 patients (31.3%) in the placebo group.

The time to first recurrence was 89.7 (SE: 6.2) days in the budesonide group and 112.8
(SE: 10.7) days in the placebo group.

Discontinuation of the study treatment due to croup recurrence occurred in 5 patients
(20.0%) in the budesonide group and in 12 patients (34.3%) in the placebo group.

Eight patients (26.7%) in the budesonide group and 13 patients (37.1%) in the placebo
group took specific medications for croup recurrence and/or upper respiratory tract
inflammations/infections.

21. Safety
outcomes

Acute treatment phase

A total of 22 AEs were reported, 7 in the budesonide group (5 patients) and 15 in the
placebo group (9 patients).

Most of the AEs consisted of respiratory symptoms related to croup or of a seasonal
inflammatory nature, or affected the gastrointestinal apparatus. All the AEs were of mild
or moderate severity and spontaneously recovered, without sequelae. All the reported AEs
were considered as unlikely to be related to the study drug.

All events except 2 (one in each group) required a specific treatment.

Serious AEs (SAEs) were reported in 2 patients treated with placebo.

Prophylaxis

A total of 64 AEs were reported, 21 in the budesonide group and 43 in the placebo group.
Adverse events were reported in 14 patients (46.7%) in the budesonide group and in

20 (57.1%) in the placebo group. Most of the AEs consisted of respiratory symptoms
related to croup recurrence or to upper respiratory tract inflammation. All reported events
were considered as unlikely to be related to the study drug except for 2 cases: a probable
correlation with study drug was defined in one patient treated with budesonide
(maculopapular rash) and a possible correlation was defined in one patient treated with
placebo (croup). SAEs were reported in 2 patients treated with budesonide and 1 patient
treated with placebo.
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All SAEs were considered to be unlikely related to study drug.

Six patients in the budesonide group discontinued treatment due to AEs. In 5 cases the
discontinuation was due to croup recurrence and in one case due to onset of spurious
smallpox. In the placebo group, 15 patients discontinued the study drug due to AEs. In
11 cases, the discontinuation was due to croup recurrence and in 4 cases due to other
reasons (hyperaemic throat [n = 2], asthma and bronchitis [n =1 each]).

22. Conclusion

The premature discontinuation of the study does not allow to fully satisfy the objective of

-

(findings) the study and to draw definitive conclusions, especially for the acute treatment phase. The
results of rate of recurrence and of time to first recurrence in the prophylaxis study showed
a clear trend towards a beneficial effect of treatment with nebulised budesonide in the
prevention of croup recurrence. This outcome was consistent with a reduced amount of
withdrawals due to croup recurrence and of required additional croup therapies in the
budesonide group. Treatment with nebulised budesonide was well tolerated and raised no
safety concerns.

Applicant

(Marketing DocuSigned by:

Authorisation 6 alevumal QWWA{'&ML

Holder) 97004F 353828405 .

Dr Jayakumar Gurunathan

(full name)
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[epexnazn 3 aHMTHCHKOI MOBH HA YKPaiHCEKY MOBY

3BiT mpo KITiHIYHE BUNPOOyBaHHA

1. HazBa Byneconin Actpa3eHeka (MiXHapoIHa HENIATCHTOBaHA Ha3Ba — OyAeCOHiN)
JiKapCchLKOTO
3aco0y (3a
HasABHOCTI —
HOMEp
peecTpauiiiHoro
TOCBiMYCHHA)
2. 3asABHUK Hani pnacuuka peecrpauiiinoro nocsinuennsn (BPII), 3asHayeHi v 3BiTi mpo
Kainiune sunpodyeanng (3KB):
Actpa3eneka C.iLA. (AstraZeneca S.p.A.)
Jaui BPTI na noToynnii MOMEHT:
Actpa3enexa AB (AstraZeneca AB)
SE-151 85 Coumepran’e, llIsenis (SE-151 85 Sodertilje,
Sweden) -
3. Bupo6Hux Haui BupoGuuka, 3a3uaveni v 3KB:
Actpa3enexa C.ILA.
Jani BHpo0HHKA HA NOTOYHMIT MOMEHT:
Actpa3enexa Ab
SE-151 85 Copgepran’e,
IIBenis
4. TTposeneHi Tak
JOOCT [DKEHHS:
1) Tun Jlikapchkuil 3aci6 3a MOBHUM JOCHE (ABTOHOMHE JIOCHE)
JiKapChKOTO

3aco0y, 3a KM
npoBoamiaca abo
IUIaHYETHCA
peecTpanis

5. IToBHa Ha3Ba
KIiHIYHOTO
BUIPOOYBaHHA,
KOJOBaHHM
HOMeEp
KIiHIYHOTO
BUNPOOYBaHHA

PosnuieHnit 6yecoHi A TikyBaHHA KpyIry (TOCTPOro JIapHHIoTpaxeoGpoHXiTy) B
guTAdoMYy Bini. JochimkeHHs edeKTUBHOCTI Ta Ge3NeYHOCTi PO3MIIEHOTo Gy aecoHiMy s
JNiKyBaHHA Ta MPOo(QiNakTHKU peuuauBiB Kpymy B AiTelf; BunpoGysanns CI-BUN-0001.

6. daza
KTiHIYHOTO
BHIPOOYBaHHA

III

7. Ilepion
TPOBEJCHHSA
KI{HIYHOTO
BHNPOOYBaHHA

3 10 nuctonana 1999 poky no 04 cepnra 2000 poky.

8. Kpainn, ne
TPOBOIIIIOCS
KITiHiYHE
BUIIPOGYBaHH:

Itamis
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9. KinpkicTn

3amnaHoBaHa:

mociimkysanux | JlikyBaHHs B rocTpiit dasi — I'pyma 1: 100; I'pyna 2: 104 (52 — Gynecosin, 52 — mwiaue6o)
Tpodirakruka — Ipyma 3: 120 (60 — Gyneconin, 60 — miane6o)
DakTHYHa:
JlixyBanHs B roctpiit ¢asi 22 (11 — 6yneconia, 11 — mane6o)
[podinakruka: 65 (30 — Gymeconix, 35 — mwianedo)

10. Mera Ta e JlociimuTH, 9d BigOyBa€ThCA NPH 3aCTOCYBAHHI po3NMuIeHOTo GyaecoHimy (2 Mr)

BTOPHHHI Ui KIiHIYHO 3Ha9yIle ITOKPAIEHHs pecipaTOPHUX CHMIITOMIB y HiTeH i3 KpYIOM JIErKoro

KJIiH{YHOTO crynens (1-3 Ganu 3a mkanow YecTi).

BUNPOOYBAHHA  |¢  BysHauuTH KIiHIYHY KOPHCTH PO3IMMIEHOTO GyaecoHimy (2 MI) J0AATKOBO A0
nepopanbHOro a6o napeHTepaibHOro AekcaMeTasony (0,3 Mr/kr) y aitelt i3 kpymom
cepeHBOro a6o THKKOro cTyneHs (> 3 GaiiB 3a mKanow YecTi).

e OuiHuTH ebeKTUBHICTE NpodiNaKTHIHOTO 3aCTOCYBaHHA PO3MUICHOTO OyneCOHiny
(0,5 mr pas Ha n06y [QD]) wis 3anobiraHHs peluanBaM XBOpoOHu y AiTel i3 BUCOKMM
PHM3HKOM PeLHINBYIOYOTO KPYIIy.

11. Qu3aitn BaraToleHTpOBe, HallioHANbHE, IOABiiHe cline, paHAOMi30BaHe, IWIALe00-KOHTPOILOBAHE

KIiHIYHOTO BUNPOOYBaHH: B MapaJelbHUX Ipynax.

BUNpOOyBaHHA

12. OcHoBHi JlikyBaHHs B rocTpiif (hasi

KpHUTepIl Jith 6yae-axof cTari BikoM Bif 3 fo 144 MicAIliB 3 AiarHO30M KpyIry.

BKJIFOYESHHA .

[MpodinakTura

Jiti 6yap-sxoi crati BikoM Bix 3 no 144 MicAwis, Aki B JiKapHAHUX YMOBaX BHIYXYIOTh
nicis Hanagy Kpymy, a6o aM6y/IaTopHi Nani€HTH, y SKUX 6Y/10 IiarHOCTOBAHO €Mi30 KpyIIy
B OTIepeHi 2 THXXHI Ta fKi MalOTh BUCOKUH PHU3UK peLIMBY.

13. I'pyna 1: BynecoHin, cycrensis uis posmwieHHs, 0,5 MI/MII, ofHOpasoBa 032 2 Mr (4 M1),

JlocnimxyBanuii | ika IIAaBHO BBOAUTHCS 3i CTAaHAApTHOro HeGyIalisepa/KOMIPECOPHOT CHCTEMH.

TiKapChKuH I'pyma 2: OxHOpa3oBa 1032 HepopanbHOro abo NapeHTepatbHOro AeKCaMeTasoHy

3aci6, croci6 (0,3 Mr/kr), micns KO 0apa3y 3aCTOCOBYETHCS OJHOPa30Ba 103a OyaecOHiny, CycneHsii ams

3aCTOCYBAHHA, | posnmnenss, 0,5 MI/MJL, 2 MT (4 M), sika BBOXUTBCA Ge3MepepBHO 31 CTaHAapTHOrO

cwia mii

HeOynaiizepa/KOMITpecOPHOT CHCTEMH.

I'pyna 3: Bynecowin, cycnensia mist posmwieHns, 0,125 mr/vi, 0,5 mr (4 M) QD yBeuepi,
0 BBOIUTECA Ge3MepepBHO 3i CTAHAAPTHOTO HeOynali3epa/KOMIPECOPHOI CUCTEMH,
TPOTAToM 3 MiCALIB aX 0 NEPIIOro PelMaUBY.

14. TIpenapar

I'pyna 1: Cycnensis wianeGo /i po3MUICHHA, ONHOPa3oBa A03a 4 MJI, sKa BBOXUTBCA

TIOpiBHAHHA, GesnepepBHO 3i cTaHzapTHOTO HeOyalt3epa/KOMIPECOPHOT CHCTEMH.
11033, cTioci6 I'pyna 2: OfHOpa30Ba [03a NEpOPATLHOro a00 NapeHTEPATEHOrO AEKCaMeTasoHy
3aCTOCYBaHHA, | (0,3 Mr/Kr), Iic/s AKOI O/pasy 3aCTOCOBYETECA OJ(HOPa30Ba 103a Cycrensil mwianebo mwis
cuia ail po3nmIeHHs (4 M), sika BBOLUThCA Ge3epepBHO 3i CTAHRApTHOTO
HeOynaiizepa/KOMIPECOPHOT CHCTEMH.
I'pyna 3: Cycnensis mianeGo 11 posnmienHs, 4 ma QD ysedepi, 110 BBOAHTECA -
GesrepepBHO 3i cTaHAApTHOTO HeGyali3epa/KOMIPECOPHOT CUCTEMH, IIPOTATOM 3 MicsLiB
@X O MepIIoro peLiuBY.
15. CymyTHa JlomycKanocs 3aCTOCYBAHHS iHIHMX JIIKapPCHKUX 3acoBiB, AKi, Ha AMKY JOCIiAHHKA, Gy
Teparisa HeoOXiAHi 114 MiATpUMaHHS CTaHy 30POB’s MallicHTa.

16. Kpurepii
OLIiHKH
e(eKTUBHOCTI

TepBuHHI HOKa3HHKH €(EKTHBHOCTI:

[pynu 1 Ta 2: 3MiHa NOKa3HUKa OLIHKH TAHKKOCTI KpYMy TiC/s JTiKyBaHHS NOPIBHAHO 3
BHXiIHUMH 3HAYESHHSIMH, Yac 10 HOCATHEHHS NOKa3HUKa OLiHKK Kpyy 0 Gais (I'pyma 1)
a6o 1 6ai (Ipyna 2); yac 10 MOKPAIEHH MOKa3HAKA OLiHKK KpyITy Ha 2 Ganu (ume -
I'pyma 2).
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['pyna 3: [HUMACHTHICTD MEPIIOTr0 PENUAMBY NPOTATOM Iepioay MOAAIBLIOTO
CIOCTEpEKEHHS; Yac 10 MEPLIOTo PEIMANBY NPOTATOM NEPioay MOAATBIIOTO
CIOCTEePEKEeHH.

BTopuHHI TOKa3HUKH e(EKTHBHOCTI:

T'pynu 1 Ta 2: TpusanicTs rocmiTanisaii; 4acTKa MALIEHTIB, AKi 3ATHIIAIOTHCA B JIKapHi
yepes 24 TONMHY MiCIA TOCMiTaNi3aLii; 3aCTOCYBaHHA (4aCOBi MEXKi Ta TPUBAIICTH) IHIIIX
crenianbHuX IpenapaTis/npoueayp (To6To po3MiIeHuit alpeHantit, I0aTKOBI CTEPOiNH,
inTyGanis a6o mepeBeeHHs 10 BinAineHHs iHTeHCHBHO] Tepanii). I'pyna 3: TsKkicTs i
TPMBATIICTh PELIUAMBIB IPOTATOM IIEPioy NOAANBIIOTO CIIOCTEPEKEHHS; YacTka AiTel, AKi
N0TpeGyIOTh JOAATKOBOI MEANYHOT JONIOMOrH NMPOTArOM MEPioAy MOAANBIIOTO
CIIOCTEPEKEHHA.

17. Kputepii
OLLIHKH O€e31eKn

TlepBuHHi MOKa3HMKH Oe3nexu: HebaxaHi auma (HA).
BTOpHHHI NOKa3HUKM Ge3neku: OLiHka piBHA KOPTH30JIy B 3pa3kax 1060BOT cedi Ta aHali3
KpOBi Y ImiArpymi NauiexTiB.

18. Cratuctruni
METOIH

Jlo xiHus nepiony Habopy narieHTiB He GyB XOCATHYTHit po3Mip BUGIpKH, 06yMOB/ICHNH
TpoTOKOJIoM BUNpoGyBanus. Orxe, odiliitni cTaTHCTHYHI aHATI3N HE TIPOBOMIIMCA, Alle
6yJ10 3aCTOCOBAHO OMUCOBUI METOI A TIEPEBiPKH OHOPiAHOCTI
IeMorpadiyHo-aHAMHECTHYHHX NapameTpiB. EQexTHBHICTE AOCHiKYBaHHX TpeniapaTiB
OUIHIOBAIH 32 4ACOM /10 3HIDKEHHS 6aTy OLIHKH TSKKOCT] KPYIy B rocTpiit ¢asi, a Takox 3a
YacoM Ta {HIMICHTHICTIO PELMAUBIB KpYIy Ha eTalli NpoQinakTHKH.

19.
Hemorpadiuni
MOKa3HAKH
IOCTiIPKYBaHOT
momyJsLii (cTars,
BiK, paca TOIIO)

Jlemorpadiuni nokassuky HaBexeHo B TaGmuui 1a (roctpa ¢asa) Ta Tabmuwi 1b (eran
npodinakTHKK).
Ta6nuusn 1a. Temorpadiuni xapakrepucTaxy nonyasnii nauicntis

BYIECOHI (N = 11) TUIALIEBO (N = 11)
CTATb: Yonosiva (n, %) 5 (45,5 %) 9 (81,8 %)
Kinoua (n, %) 6 (54.5 %) 2(18.2 %)
BIK y pokax (cepeRHe 3HAUEHHA £
cTaHaapTHe Bigxunensa [SD]) 4,1+27 37+36
3PICT v cu (cepeane aHavenns + SD) 1040 £ 19.0 973£25,6
MACA TUIA 6 vz (cepeanc 3HaueHHA +
sSD) 18,1+6,5 175+103
BAJI OIIIHKHY TSDKKOCTI KPYITY
pyna 1 (n, %) 7(63,6 %) 6 (54,5 %)
pyna 2 (n, %) 4(36.4 %) 5 (45,5 %)
Taéauus 1b. demorpadiyni xapakTepucTHKn nonyJsianii nauicnris
BYJIECOHIJ (N = 30) TUTALIEBO (N = 35)
CTATb: Yonoeiva (n, %) 23 (76,7 %) 25 (71,4 %)
Kinoua (n, %) 7(23.3 %) 10 (28,6 %)
BIK v poxax (cepenHe 3nauerna +5D) 41+21 4723
3PICT y cm (cepeane 3nauenns + SD) 102.2 £ 16,6 106.5 £ 16,5
MACA TUIA ¢ ke (cepenHe 3Ha4EHHA £
SD) 19.2+ 86 200£75

Vi nawieHTy HaneKany 0 eBponeoinHoi pack. OGHABI rpynH NikyBaHHA Ha 060X eTanax
BUNPOGYBaHHsA GYJIH OJHODIIHAMH 3 TOUKH 30py BiKy, CTaTi, pOCTY Ta Barl NAL{€HTB.

Y roctpiit $asi 7 nauientis y rpymi GyaecoHimy Ta 6 y rpyni mwiane6o Ha MOMEHT
BKITIOYCHHA y BUNPOGYBAHHA Mani KPYIl JIETKOTO CTyNeHs (6a OLiHKH TDKKOCTI KpYyITy = 1-
3), Toi Ak 4 TauienTH B Tpyni GyecoHiny Ta 5 y rpymi miane6o Mtk Kpyn cepeHbOro ao
TSOKKOrO cTymneHs (> 3 6aniB).

20. PezyneTaTi
epexTUBHOCT]

Jlikysauns B rocrpiii daszi

B 060X rpynax Bil3HAYanocs BAPOKEHe Ta POrpecyrote 3aXBOPIOBAHHA 3T1/HO 3 3aTaIbHIM
[IOKa3HUKOM OLHKM TAKKOCTI KpyIy 3a mKayoro Yectni. V I'pyni 1 noBHe 3HUKHEHHA
CHMNTOMIB NPH 3aCTOCYBaHHi GyIeCOHILy CIIOCTEPIrayiocs, MOYHHAIOYH 3 2 TOMUH MiCTA
BBE/ICHHS 03K IPENapaTy, a NpH 3aCTOCYBaHHi IL1a1e60 — NOYMHAI0YH 3 8 TOANH Mic)A
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BBelIeHHA 0031, Y I'pyri 2 noBHEe 3HUKHEHHS CUMIITOMIB CHOCTEpiranocs, NO4YHHAIOUH 3
8 roxuH micis BBeAEHHA K03 AK OylecoHiny, Tak i mane6o.

TMoka3HuK ouinku Kpyny 0 Ganis g Mpynu 1 abo 1 6ai gis I'pynu 2 6yB JOCATHYTHIA B yCix
manieHTiB B 060X rpynax. CepenHiif yac 10 BiZHOBJIEHHA NOKa3HUKA (CTaHAapTHA IOMIJIKA
[SE]) cranoBus 1,5 (0,4) romgunu B rpymi Gyneconiny ta 2,5 (1,0) rogusu B rpymi miare6o.
Meniana yacy 0 BiOJHOBJIEHHS ITOKa3HUKA cTaHoBIIA 0,75 TOAUHH B 060X rpymax i
nocaranacd 3Ha4Ho meuaue y Aisuatok (1,0 roquHa), HiX y XJIOMYHUKIB (2,9 roxuHy).

IMokpaleHHs moKasHuka Ha 2 Ganu (e st I'pynu 2) 6yno gocarHyTe B yCix MAIi€HTIB B
06ox rpymax (5 y rpymi GynecoHiny Ta 4 y rpyni miaue6o). CepenHiit 4ac 10 HOKpameHHA
cranoBuB 0,63 rogunu B rpymi Gyaeconiny ta 0,70 roguHu B rpyni mwianebo, MeAiaHa gacy
J0 OKpanieHHs cTaHoBWiIa 0,5 roauHy B 060X rpymnax.

Vi manienTy, aki orpumysaiu GyaecoHia, 6yu BunucaHi 3 JikapHi. JleB’sTh nartieHTiB
(81,8 %), axi orpuMyBany wiane6o, Gyau BUMACaHI 3 JiKapHi, alle y pelTH 2 NalieHTiB
rocritalizamis TpHBaia IoBIIe y 38’ 3Ky 3 aCTMaTHYHHM KPHU30M Ta iHTepKYPEHTHHM
3aXBOPIOBAHHAM.

YoTupH MalieHTH B Ipymi OyaecoHiny ta 5 y rpymi mane6o noTpeSyBany cleniaaizoBaHOIo
NiKYBaHHA KPYILy, FOIOBHHM YMHOM Yepe3 BiICYTHICT NMOKPAIEHHA.

Hpodinaxkruka

Penynus xpymy crases y 5 nauientis (17,9 %) B rpyni 6yznecoHiny Ta 'y 10 namieHTis
(31,3 %) y rpymi miaue6o.

Yac o mepiuoro pelmausy cranosus 89,7 (SE: 6,2) nuiB y rpyni 6yaeconiny Ta 112,8
(SE: 10,7) mHiB y rpymi miane6o.

TIpUIMHILTM DOCIIKYBaHy Tepallilo yepe3 peluauB kpymy 5 nauientis (20,0 %) y rpyni
Gyneconiny ta 12 mauienris (34,3 %) y rpymni mrane6o.

Bicim manientis (26,7 %) y rpyni Gyneconiny Ta 13 mamientis (37,1 %) y rpymi mwiane6o
OTPUMYBAIIH CIIEI{ialibHi Mpenapary y 38’ 13Ky 3 PELIMANBOM Kpymy Ta/abo
3amaneHHAM/iHEKITier0 BEPXHIX AMXAIBHHUX IULIXIB.

21. Pe3yneTaTn
Gesmexu

JlikyBanus B roerpiii gaszi

3aranom Gy:10 3apeectposano 22 HS: 7 y rpyni 6yaeconiny (5 mauienris) Ta 15 y rpymni
mrane6o (9 nauieHTiB).

Binpmicts HS asiisn cob0r0 pecHipaTOpHi CHMITOMM, [TOB’A3aHi 3 KpYHOM Y4 CE30HHUM
3amanbHUM 3aXBOPIOBAHHAM, a60 Ypakay LUTyHKOBO-KHIIKOBY cucTeMy. Yci HA Gymu
JerkuMu a60 IOMIpHUMH 33 CTYNEHeM TSKKOCTI Ta CIIOHTaHHO 3HUKANHK 6e3 Hacmiakis. Byio
BHM3HaHO, L0 3B’A30K ycix 3apeectpoBanux HSI 3 nocnimxysaHuM NpenapaToM €
MaJIOHMOBipHUM.

Vi sBuina, okpiM 2 (o 0JHOMY B KOXHiil rpyIIi) BUMaraiu crelianizoBaHoro JiKyBaHHS.
Cepiiosni HA (CHAT) Gyno 3apeectpoBaHo y 2 MalieHTiB, AKi oTpuMyBaiu 1ane6o.
IMpodinaxTura

3araiom 610 3apeectpoBano 64 HL: 21 y rpyni 6yneconiny Ta 43 y rpyni mwiaue6o.
He6axani aBuma BuHUKIH Y 14 nawienris (46,7 %) y rpymni 6yaeconiny Tay 20 (57,1 %)
y rpyni miane6o. Binsuricts HA asisiu co6oto pecnipaTopHi CHMITOMH, NOB’s13aHi 3
KpynoM a60 3amajeHHAM BepXHiX JUXATBHUX LUAXIB. Byo BU3HaHO, IO 3B’A30K YCiX
3apeecTpOBaHMX ABMLI {3 JOCHIMKyBaHUM NPENapaToM € MaTOHMOBIpHAM, 32 BUHATKOM
2 BUNaJKiB: IMOBIpHY KOpEJALiO 3 OCIKYBaHHM IpenapaToM 0yI0 BCTAHOBJICHO B
OJIHOTO MAII€HTa, AKKI OTPUMYBaB GYIeCOHiA (MaKyJIONaIly1b03HE BHCHIIAHHS), Ta
MOXUIUBY KOPEJIALi0 GynI0 BCTAHOBJIEHO B OJHOIO MAlli€HTa, AKHil OTpHMYBaB Iuane6o
(xpyr). CHSI Gyno 3apeecTpoBaHO Y 2 MAL{€HTIB, AKi OTpuMyBaM OyIECOHIS, Ta B

1 nauienTa, axuit OTpIMyBaB ILTaneto.

By’o BCTaHOBJIEHO, 1O 38’430k ycix CHS 3 mocifxyBaHHM penapaToM € MaJIOHMOBIPHUM.

V rpyni 6yaecoHiny 6 nauieHTiB NpUNHHIIM JIikyBaHHA y 3B°53Ky 3 HA. V 5 Bunagxax
NPUNKHEHHS BifOyJI0Cs Yepe3 peliauB KpyIy, a B 1 BUIaaKy — y 3B’43Ky 3 IiZ03pOI0 Ha

KOH®IIEHLIAHA IHOOPMALILS,
110 € BJIACHICTIO KOMITAHI 435




piciy. V rpyni nnane6o 15 MAL€HTIB IPMNMHIIKA 3aCTOCYBAHHS HOCIIUKYBAHOTO
npenapaTty B 383Ky 3 HSL B 11 'BHIIAJKAX NPUIHMHEHHA GYI10 TIOB’sA3aHe 3 pelUANBOM
Kpy1y, 4 B 4 BUNajgkax — 3 mmmvm npuauHaMi (rinepemiyHe ropiao [n = 2], actma Ta
Oponxir [n = mo oxHomyl)). . .

22. BHCHOBOK

INepequacHe NMPUNMHEHHS BHIPOGYBaHHA He Ja0 MOXIIMBOCTI IOBHICTIO JOCATTH METH Ta

(3aKTO4eHHs) 3poOUTH OJHO3HAYHI BUCHOBKH, 30KpeMa. IO/I0 JIIKyBaHHA B aKTUBHIil ¢a3i. ITokasHukn
YaCTOTH PELMANBIB Ta Yacy A0 MEePIIOro PelUauBy Ha eTamni npodilakTUKy I10Ka3aly YiTKy
TEHAEHILIO IO CTIPHATIMBOTO e(heKTy-3aCTOCYBaHHs PO3HIIIEHOTo OyIeCOHILy It
3anoGirarns pemqusam Kpymy. Lleit pesynbtat 6ys crabuibHumM, y rpyni 6yaecoriny 6ymna
MEHIIa KiJIbKiCTh BUNAIKIB BUXOAY 3 BUNPOOYBaHHA Yepe3 peLuIuB Kpymy Ta HeoOXizHocTi
IOJATKOBOTO JIIKYBaHHA Kpymy. JIikyBaHHA po3muieHNM Oy aecoHinoM 1o0pe NepeHOCHIOCA
Ta He CHPUYHHAIO0 NpobiieM Ge3neKn.
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Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
AstraZeneca R&D Lund

Scheelevagen 2 S-221 87 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertdlje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Pulmicort Respules: AstraZeneca Pty Ltd (Australia)
Pulmicort Turbuhaler: AstraZeneca (Sweden)

Current manufacturer details:

registration was
conducted or
planned to be
conducted

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

5. Full title of

the clinical trial,
code number of
the clinical trial

An evaluation of efficacy and safety of corresponding doses of Pulmicort Turbuhaler® and
Pulmicort Respules® in Japanese asthmatic adult patients (open, multicentre, Phase III
study), Study D5259C00001

6. Clinical trial
phase

I

7. Clinical trial
time frame

From 19 February 2009 through 22 August 2009

8. Countries
where the
clinical trial
was conducted

Japan
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9. Number of
subjects

Planned: 100
Actual: 113 enrolled; 108 treated with Pulmicort Turbuhaler and 105 treated with
Pulmicort Respules

10. Primary and
secondary
objectives of
the clinical trial

The primary objective was to show similarity of efficacy of Pulmicort Respules 1.0 or

2.0 mg/day for 6 weeks in the treatment period and the corresponding doses of Pulmicort

Turbuhaler 400 or 800 pg/day for 4 weeks in the observation period.

Secondary objectives were:

e  To confirm the tolerability and safety of Pulmicort Respules 1.0 or 2.0 mg/day for
6 weeks in the treatment period and the corresponding doses of Pulmicort Turbuhaler
400 or 800 pg/day for 4 weeks in the observation period.

e To evaluate the appropriateness of 1 mg/day of Pulmicort Respules in a once or twice
daily regimen for 6 weeks after Pulmicort Turbuhaler 400 pg/day for 4 weeks in the
observation period.

11. Clinical trial
design

This was an open, multicentre, Phase III study in Japanese patients with asthma aged
16 years and older. The study consisted of a 1 to 4-week period from informed consent
until the start of treatment, a 4-week observation period and a 6-week treatment period.

product, method
of
administration,
strength

12. Key Male and female patients > 16 years of age with asthma who were under prescribed

inclusion treatment with inhaled corticosteroids (ICS) at least 3 months before Visit 1, with stable

criteria asthma symptoms during the 4 weeks prior to starting observation and a forced expiratory
volume in one second (FEV ) > 60% of predicted normal value pre-bronchodilator.

13. Pulmicort Respules 0.5 mg, Inhalation suspension, budesonide 0.5 mg/ampoule (2 mL)

Investigational | Pylmicort Turbuhaler 200 pg, dry powder inhaler, budesonide 200 pg/dose,

medicinal 112 doses/Turbuhaler

14. Comparator,
dose, method of

Not applicable

administration,

strength

15. Constant doses of oral antihistamines could be used during the study.

Concomitant Patients on allergic specific immunotherapy had to have been on maintenance treatment for
therapy at least 3 months prior to Visit 1 and remain on maintenance regimen during the study.

16. Efficacy The primary outcome variable was the change in morning peak expiratory flow (mPEF)
endpoints from Baseline (mean of the last 14 days of the observation period) to Week 6 (mean of the

last 14 days of the treatment period)
Secondary variables were:

e Changes in the following variables from Baseline (mean of the last 14 days of the
observation period) to Week 6 (mean of the last 14 days of the treatment period):

—  Evening peak expiratory flow (ePEF).
—  Asthma symptom score - daytime, night-time and total.
—  Use of rescue medication - daytime, night-time and total.

—  Night-time awakenings due to asthma symptoms.
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o  The change in FEV| and forced vital capacity (FVC) at Week 6 (Visit 5) from
Baseline (Visit 3).

17. Safety
endpoints

e  Adverse events (AEs).
e  Laboratory variables (clinical chemistry, haematology and urinalysis).

e  Blood pressure and pulse rate.

18. Statistical
methods

For mPEF, the primary variable, the mean and 2-sided 95% confidence interval (CI) of
changes from Baseline (mean during the last 2 weeks of the observation period) to end of
treatment (mean during the last 2 weeks of the treatment period) were estimated based on
combined data of dose groups, and the overall similarity of mPEF between patients in the
Pulmicort Turbuhaler and Pulmicort Respules groups was investigated visually.

To investigate the similarity of Pulmicort Turbuhaler and Pulmicort Respules at
corresponding doses, the mean and 2-sided 95% CI of changes from Baseline to the last
2 weeks of treatment were estimated for each dose group. Other efficacy variables were
analysed similarly.

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

In total, 113 patients were enrolled at 7 centres in Japan. Of those, 108 patients were
treated with Pulmicort Turbuhaler in the observation period and 105 patients were treated
with Pulmicort Respules in the treatment period. A total of 3 and 6 patients discontinued
study treatment in the observation and the treatment periods, respectively. The number of
analysed patients was 108 in the safety analysis set and 106 in the full analysis set (FAS).
The patient population enrolled into this study was well controlled and considered to be
consistent with those defined by the study protocol.
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Table 1 Patient Population and Disposition (FAS)
Low dose High dose Total
n=>53 n=53 n =106
Population
Number of treated (Number of | 54 (50) 54 (50) 108 (100)
planned)
Demographic characteristics
Age (year) Mean (SD) | 43.8 | (13.5) | 43.9 | (13.4) | 439 | (134
Range (20 to 70) (24 t0 78) (20 to 78)
Sex Male 19 | (35.8%) | 14 | (26.4%) | 33 | (3L.1%)
Female 34 | (642%) | 39 | (73.6%) | 73 | (68.9%)
Ethnic group Japanese 53 | (100.0%) | 53 | (100.0%) | 106 | (100.0%)
Weight (kg) Mean (SD) | 60.0 | (11.5) | 60.5 | (12.4) | 60.3 | (11.9)
Range (40 to 92) (39 to 88) (39 t0 92)
Height (om) | Mean(SD) | 162.5| (87) [160.5| (8.6) |1615 | 67
Range (148 to 183) (13910 184) (139 to 184)
Duration of Mean (SD) | 13.94 ‘ (14.77) | 11.63 \ (12.26) | 12.78 ‘ (13.56)
asthma (year) [ Range (0.5 to 44.7) (0.7 to 51.8) (0.5 to 51.8)
Nicotine use Never 40 | (75.5%) | 44 | (83.0%) | 84 | (79.2%)
Current (7.5%) (11.3%) | 10 (9.4%)
Former 9 (17.0%) (5.7%) 12 | (11.3%)
Baseline characteristics
Daily dose of | Mean (SD) | 400.0 | (0.0) | 7925 | (54.9) 592 [ (200.9)
ICS before Range (400 to 400) (400 to 800) (400 to 800)
enrolment (pg)*
FEV1 (L) Mean (SD) | 2.692 | (0.686) | 2.663 | (0.763) | 2.678 | (0.723)
Range (1.48t0 4.58) (1.37 t0 4.99) (1.37t0 4.99)
FEV, (% of Mean (SD) | 92.54 ‘ (15.79) | 95.08 ‘ (15.54) | 93.81 ‘ (15.64)
predicted Range (64.110123.3) | (61.7t0144.0) | (61.7to 144.0)
normal)
Disposition
Number of patients who completed
Observation period 53 52 105
Treatment period 53b 46 99
Number of patients who discontinued
Observation period 1 3
Treatment period 0 6
Number of analysed patients 54 54 108
for safety
Number of analysed patients 53 53 106

for FAS

A Budesonide equivalent.

Once daily: n = 28, Twice daily: n = 25.
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20. Efficacy
outcomes

The mean changes in mPEF at Week 6 (last observation carried forward [LOCF]) from
Baseline as primary variable are presented in Table 2. The mean change in mPEF from
Baseline to Week 6 (LOCF) was estimated to be 3.3 L/minute (95% CI: -0.9 to 7.4 L/min)
in total patients. Similar patterns of mean change in mPEF from Baseline to Week 6
(LOCF) were observed in low and high dose groups.

Table 2 Mean Change in mPEF (L/min) at Week 6 (LOCF) from
Baseline (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Dose n | Mean | (SD) | Mean | (SD) | Mean | (SD) 95% C1)
group
Lowdose | 53 | 403.7 | (108.0) | 407.7 | (106.6) | 4.0 | (22.2) | (-2.1t010.2)
Highdose | 52 | 371.4 | (1142) | 373.9 | (1114) | 2.5 (20.8) | (-3.3t08.3)
Total J 105 | 387.7 | (111.7) | 391.0 | (109.8) | 3.3 |(21.4) | (-0.9t074)
° Mean of the last 14 days of the observation period.

Mean of the last 14 days of the treatment period.

The mean changes in mPEF at Week 6 (LOCF) from Baseline in once daily and twice daily
regimen in the low dose group are shown in Table 3. Similar patterns of mean change in
mPEF from Baseline to Week 6 (LOCF) were observed in once daily and twice daily
regimens in the low dose group.

Table 3 Mean Change in mPEF (L/min) at Week 6 (LOCF) from
Baseline in Once Daily and Twice Daily Regimen in Low Dose
Group (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Dose n | Mean | (SD) | Mean | (SD) | Mean | (SD) (95% CI)
regimen
Once daily | 28 | 408.8 | (104.9) | 412.0 | (102.2) | 3.2 (24.1) | (-6.1t0 12.6)
Twice daily |25 | 397.9 | (113.3) | 402.9 | (113.3) 5.0 | (204) | (-3.4t0134)
& Mean of the last 14 days of the observation period.
b Mean of the last 14 days of the treatment period.

The mean changes in secondary variables at Week 6 (LOCF) from Baseline are shown in
Table 4. The results from secondary variables supported the findings for the primary
variable, Overall, no clinically relevant differences between treatment groups were
observed in the secondary variables.
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Table 4 Mean Change in Secondary Variables at Week 6 (LOCF) from

Baseline (FAS)
Baseline® Week 6 Change from Baseline
(LOCF)®
Variables | n | Mean| (SD) |Mean| (SD) | Mean | (SD) | (95%CI)

¢PEF (L/min)

Lowdose | 53 |411.1|(110.1)|413.8 |(108.4)| 2.7 (17.4) (-2.1t0 7.5)

High dose | 52 |375.7 |(111.5)| 380.5 | (111.3)| 4.8 (19.0) (-0.4 t0 10.1)

Total 105 | 393.6 | (111.7)| 397.3 | (110.6) | 3.8 | (18.1) | (0.2t07.3)

Asthma symptom score (Day time)

Low dose | 53 | 0.096 |(0.213) | 0.106 | (0.266) | 0.011 [(0.201)| (-0.045 to 0.066)

High dose | 52 | 0.152 [(0.307) | 0.177 | (0.346) | 0.025 |(0.197)| (-0.030 to 0.080)

Total 105 ] 0.124 [ (0.264) | 0.141 | (0.309) | 0.018 |(0.198)| (-0.021 to 0.056)

Asthma symptom score (Night-time)

Lowdose | 53 I0.056 (0.162) | 0.063 | (0.191) | 0.007 [(0.147)| (-0.034 to 0.048)

High dose | 52 | 0.088 |(0.237) | 0.126 | (0.384)| 0.038 [(0.218)| (-0.023 to 0.098)

Total 105 | 0.072 | (0.202) | 0.094 [(0.303) | 0.022 |(0.185)| (-0.014 to 0.058)

Asthma symptom score (Total)

Lowdose | 53 |0.152 |(0.339) | 0.170 | (0.434) | 0.018 |(0.334)| (-0.075 t0 0.110)

High dose | 52 | 0.242 | (0.515) | 0.303 | (0.688) | 0.062 |(0.360) (-0.039 to 0.162)

Total 105 | 0.196 | (0.436) | 0.236 | (0.575) | 0.039 |(0.346)| (-0.028 t0 0.106)

Use of rescue medication (Daytime)

Low dose | 53 | 0.013 | (0.080) | 0.031 |(0.161) | 0.018 |(0.164)| (-0.028 to 0.063)

High dose | 52 | 0.056 |(0.162) | 0.073 |(0.200) | 0.017 |(0.158)| (-0.027 to 0.060)

Total 105 | 0.035 | (0.128) | 0.052 | (0.182) | 0.017 |(0.160)| (-0.014 to 0.048)

Use of rescue medication (Night-time)

Low dose | 53 | 0.005 | (0.027) | 0.016 |(0.098) | 0.011 |(0.079)| (-0.011 to 0.033)

High dose | 52 | 0.012 [(0.047) | 0.090 [(0.338) | 0.078 |(0.300)| (-0.006 to 0.161)

Total 105 | 0.009 | (0.038) | 0.053 |(0.249) | 0.044 |(0.220)| (0.001 to 0.086)

Use of rescue medication (Total)

Low dose | 53 | 0.019 |(0.100) | 0.047 [(0.259) | 0.028 |(0.244)| (-0.039 to 0.096)

High dose | 52 | 0.068 |(0.177)| 0.163 | (0.457) | 0.094 |(0.376) (-0.010 to 0.199)

Total 105 | 0.043 {(0.145) | 0.104 |(0.373) | 0.061 |(0.317)| (-0.000 to 0.122)

Night-time awakenings due to asthma symptoms

Low dose | 53 | 0.062 [(0.222) ] 0.027 | (0.142) | -0.035 |(0.192) | (-0.088 to 0.018)

High dose | 52 | 0.023 | (0.079) | 0.051 | (0.170) | 0.027 (0.127) | (-0.008 to 0.063)

Total 105 | 0.043 [(0.168) | 0.039 | (0.157) | -0.004 |(0.165) (-0.036 to 0.028)
C Mean of the last 14 days of the observation period.
" Mean of the last 14 days of the treatment period.
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The mean changes in FEV and FVC from Baseline to Week 6 (or withdrawal), as shown
in Table 5, were estimated to be 0.079 L (95% CI: 0.031 to 0.127 L) and 0.105 L (95% CL:
0.049 to 0.160 L) in total patients, respectively. Similar patterns of mean change in FEV
and FVC from Baseline to Week 6 (or withdrawal) were observed in low and high dose
groups.

Table 5§ Mean Change in FEV; and FVC at Week 6 or Withdrawal from
Baseline (FAS)
Baseline® Week Change from Baseline
6/withdrawal

Variables | n | Mean| (SD) |Mean| (SD) | Mean | (SD) | (95% CD)

FEVi(L)

Low dose | 53 | 2.701 | (0.697)| 2.797 | (0.807) | 0.096 |(0.292) (0.016 to
0.177)

High dose | 49 | 2.692 | (0.756) | 2.752 | (0.832) | 0.060 | (0.179) (0.008 to
0.111)

Total 102 | 2.697 |(0.722) | 2.776 | (0.815) | 0.079 |(0.244) (0.031 to
0.127)

FVC (L)

Low dose 53 | 3.335 | (0.900) | 3.453 | (1.023) | 0.119 |(0.324) (0.029 to
0.208)

Highdose | 49 | 3.407 | (0.987) | 3.497 | (1.078) | 0.090 | (0.232) (0.023 to
0.157)

Total 102 | 3.370 | (0.939) | 3.475 | (1.045) | 0.105 |(0.283) (0.049 to
0.160)

4 Visit 3

21. Safety
outcomes

A summary of AEs in each category is presented in Table 6. Twenty-four AEs were
reported for 20 of the 108 patients (18.5%) in the observation period and 50 AEs were
reported for 40 of the 105 patients (38.1%) in the treatment period. The majority of AEs
were of mild intensity, and no severe AEs were reported. No deaths, serious AEs (SAEs)
other than death and other significant AEs were reported in this study. Two discontinuations
of study treatment due to AEs (nausea/asthma and asthma) were reported in the treatment
period.
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Table 6 Number (%) of Patients who had at Least 1 AE and Total
Number of Events in Any Category (Safety Analysis Set)
Observation period Treatment period
Low dose | High Total |Low dose| High Total
dose dose
AE category | n=54 n=54 | n=108 n=53 n=52 | n=105
Number of patients who had an AE in each category®
Any AEs 10(18.5)| 10| (18.5) |20 | (18.5) | 20 | (37.7) | 20 | (38.5) | 40 [ (38.1)
AEs with mild 7 1(13.0)| 9 |(16.7) |16 |(14.8) | 18| (34.0) | 17|(32.7) |35 (33.3)
intensity
AEswithmoderate | 3 | (5.6) | 1 [ (1.9) |4 | 3D [2 |38 |3 (5.8 |5]|(48)
intensity
AEs with severe 0 0 0 0 0 0
intensity
AEFEs with outcome | 0 0 0 0 0 0
death
SAEs not leading to | 0 0 0 0 0 0
death
AEFs leading to 0 0 0 0 2138|219
discontinuation of
treatment
Other significant 0 0 0 0 0 0
AEs
Drug-related AEs® | 0 2137|219 |6 [(113)|9 [(17.3)|15](14.3)
Total number of AEs®
Any AEs 12 12 24 24 26 50
AEs with mild 9 11 20 22 22 44
intensity
AEs with moderate | 3 1 4 2 4 6
intensity
AEs with severe | 0 0 0 0 0 0
intensity
AEs with outcome | 0 0 0 0 0 0
death
SAEs not leading to | 0 0 0 0 0 0
death
AEs leading to 0 0 0 0 3 3
discontinuation of
treatment
Other significant 0 0 0 0 0 0
AEs
Drug-related AEs® | O 2 2 7 11 18
3 Patients with multiple events in the same category are counted only once in that category.
Patients with events in more than one category are counted once in each of those
categories.
B Assessed by the investigator.
¢ Multiple events in the same category are counted multiple times in that category, Multiple
events belonging to more than one category are counted multiple times in each of those
categories.
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The most commonly reported AEs (those with an incidence more than 1.0% at the
preferred term [PT] level in total at the observation period or the treatment period) in the
study are shown in Table 7. The most commonly reported AE was nasopharyngitis (5.6%
of patients in the observation period and 6.7% in the treatment period). Oropharyngeal
discomfort was not reported in the observation period but was reported in 4.8% of patients
in the treatment period. All events reported as oropharyngeal discomfort were of mild
intensity and were reported on the first day in the treatment period.

Table 7 Number (%) of Patients with the Most Commonly Reported
AEs by PT (Safety Analysis Set)

Observation period Treatment period
Low High Total Low High Total
dose dose dose dose
PT®bed n=54 | n=54 | n=108 | n=53 | n=52 | n=105
Nasopharyngitis 213D |44 [6|(5.6)[4]75)]3]G8)|7]|(®6.T
Oropharyngeal 0 0 0 21(38)[3|(5.8)|5]|4.8)
discomfort
Asthma 0 0 0 0 2((3.8)|2]|(1.9)
Eczema 0 11(1.911(0.9)[2]|(38) |0 2 | (1.9)
Upper respiratory tract 0 0 0 119|119 (2]19)
infection
Upper respiratory tract 21(37|0 21(1.9 (21380 21(1.9)
inflammation
Oropharyngeal pain 11(1.9)|0 11(09)12((3.8) 1|0 2 |(1.9)
Dysphonia 11a9 (119|209 |1]{19|o0 11(1.0)
2 A patient experiencing more than one AE within a PT was counted once within that PT.
b This table used a cut-off of 1.0% of patients in total at the observation period or the
treatment period.
. Table is sorted by frequency of total at the treatment period.
4 MedDRA 12.0.

There were no clinically significant changes in clinical laboratory values and vital signs.
The safety profile of Pulmicort Respules was similar between doses at 1.0 mg/day and

2.0 mg/day, and between once and twice daily regimens regarding incidence and nature of
ABEs, clinical laboratory values and vital signs.

22. Conclusion
(findings)

The efficacy of Pulmicort Respules 1.0 mg/day and 2.0 mg/day after 6 weeks of treatment
was similar to the corresponding doses of Pulmicort Turbuhaler 400 pg/day and

800 pg/day after 4 weeks treatment in Japanese adult patients with asthma.

Once and twice daily dosing regimens of Pulmicort Respules 1.0 mg/day were similarly
effective in Japanese adult asthmatic patients.

Pulmicort Respules 1.0 mg/day and 2.0 mg/day were safe and well tolerated in Japanese
adult patients with asthma.
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Iepexnan 3 anrmilficbkoi MOBH Ha yKpaiHCBKY MOBY

3BiT n1po KIiHiYHE BUIIPOOyBaHHA

1. Ha3Ba Bynecownin Actpa3eHeka (MiXKHapOIHa HETIATEHTOBaHA Ha3Ba — OyNECOHIN)
JIiKapchKOTO
3acoly (3a
HasBHOCTI —
HOMeEp
peecTtpaliiinoro
[IOCBIMUEHHST)
2. 3aABHUK Hazea Ta aapeca BAacHHKA PeecTPaUiiiHOro NOCBIIYEHHS HA MOMEHT NIPOBEAeHHS
KAiHiYHOro BHNPOOYBAHHS:
LlenTp nociimkeHs Ta po3pobox kommanii Actpa3eHeka (AstraZeneca R&D Lund)
Cxeiinesered 2, M. JIyun, Ilpewis, S-221 87
(Scheelevagen 2, S-221 87 Lund, Sweden)
Hazpa Ta ajapeca NoTOYHOro BIACHNKA peccTpaniiinoro nocBigueHHs:
Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Coneptan’e, LlBewisn
(SE-151 85 Sodertilje, Sweden)
3. BupoGuux Ha3sea Ta aapeca 3asoay-BupoGHuKa, W10 BHPOGIsAB JiKapebKnii 3a¢i6 HA MOMEHT

npoBefieHHN KIIHIYHOTO BHIDeOYBaHHA:

MynemikopT Pecrynu (Pulmicort Respules): Actpa3eneka ITry JITa (AstraZeneca Pty Ltd),
ABcTpanis

IMynemikopt Typ6yxanep (Pulmicort Turbuhaler): Actpa3eHeka (AstraZeneca), Llsewis

Haspa 3aBoay-supotuuKa, mo Hapasi pupobise aikapebicuii 3acif:
Acrpa3eneka AB (AstraZeneca AB)

SE-151 85 Coneptan’e, Illsenisa

(SE-151 85 Sodertilje, Sweden)

4. IposeneHi Taxk

JOCIiKCHHS:

1) Tvn Jlikapcpkuii 3aci6 3a MOBHAM JOCEE (ABTOHOMHE JIOCKE)
JiKapCchKOTo

3aco0y, 3a AKHM
mpoBoawIacs abo
IUTaHYEThCA
peecTpallis

5. TloBHa Ha3Ba
KIiHIYHOTO
BUIPOOYBAHH,
KOJOBaHMIA
HOMEP
KIiHITHOrO
BUIIPOOYBAHHA

Ouinka edekTrBHOCTI Ta Ge3meku BianoBinHux 103 ITyneMikopTy TypGyxanepy Ta
[TynsMikopTy Pecrynu B OpOC/NX NALi€HTIB i3 GpoHKiaNEHO acTMOI0 3 SAnoHil (Bigkpure,
GararoueHTpose gociimkerHs dasn III). Jocnimxenns D5259C00001

6. ®aza
KIiHIYHOTO
BHIIPOOYBaHHA

III

7. Iepion
TPOBEICHHA
KIiHIYHOTO
BHNPOOYBaHHA

I3 19 motoro 2009 poky 1o 22 cepina 2009 poxy

8. Kpainn, ne
NIPOBOMIIOCS
KITiHiYHe
BHIpOGYBaHHA

SnoHisa

KOH®INEHLIIHA [HOOPMALILS,
LIIO € BJIACHICTIO KOMITAHII
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9. KimbkicTe sarwiaHoBaHa: 100
HOCHIKYBaHMX | akTHyHa: y BUIpoOyBaHHi Gpano yyacTts 113 naujenris: 108 YYaCHUKIB OTPHMYBAIH
nikysanns npenapatom [TynsMikopt TypGyxanep, Ta 105 yyacHHKiB — ITyabMmikopT
Pecmynu.
10. Mera Ta MerTa IbOT0 AOCIIKSHHS OJIAraNa B TOMY, 106 POAEMOHCTPYBATH aHAIOTi4HICTh
BTOPHHHI I1imi edexTuBHOCTI Npenapary [TynsMikopT Pecmrynmn y no3i 1,0 a6o 2,0 Mr/no6y npotarom
KITiHI{YHOTO 6-THXKHEBOTO TIepioLy NiKyBaHHs i BianosiaHMX 103 mpenapaty ITyasmikopt TypGyxanep 400
punmpoGyBanna | a60 800 MKr/0Gy OPOTATOM 4-TIXKHEBOro nepiofy obcepaaltii.
BropusHi mini:
+  HigTBEpIWTH NEpeHOCUMICTh Ta Gesnexy mpenapary [TynsmikopT Pecrymn y no3i 1,0 abo
2,0 MI/n06y MPOTATOM 6-THXKHEBOTO Nepioly JTiKyBaHHA i BIOBIAHAX K03 Npenapary
IymemikopT TypGyxanep 400 a6o 800 MKr/f06y NpOTAroM 4-THXHEBOTO nepioxy
obcepaii;
+  OUiHMTH HOLIMBHICTH 3acTOCyBaHHA npenapaty IlynbpMikopT Pecmynn y nosi 1 mr/noGy
onuH pa3s abo ABiyi Ha KOGy NPOTATOM 6 THXHIB ICIs 3aCTOCYBAaHHA NPENapary
Iynsmikopt Typ6yxanep y 103i 400 MKr/z0Gy npoTsarom 4-THXKHEBOTO IEpiofy
o6cepBauii.
11. dnzaitn Binkpure, GaratonenTpose gociimkenns dasu I1I 3a yuacTio nauieHTiB i3 acTMOIO 3 Anonii
KJIiHIYHOTO BikoM 16 pokiB i cTapiue. JociIikeHHA CKIAaNocs 3 Mepiofy Biji HANaHHA ingpopmoBaHoi
BUNPOGYBaHHA | 3r0AM [0 [OYATKY JTiKyBaHHs TpuBaiicTio Bix 1 1o 4 TIKHIB, 4-THXKHEBOTO IEpiomy
o6cepBalliii Ta 6-THXXHEBOTO MEPio/Ly JMiKyBaHH.
12. OcHOBHI TManienTy 06HABOX CTaTel BikoM > 16 POKIB i3 aCTMOIO, SIKi IIPHIMHIIL JIiKyBaHHA
Kkputepil iHranauiizumu kopTakoctepoinamu (IKC) He MeHIIe, Hix 3a 3 micaui no Bisury 1, 3i
BKITFOUEHHA cTa6iNi30BaHMMHE CHMOTOMAaMU aCTMH [POTAroM 4 THKHIB 0 NIoYaTKy obcepBallii Ta 06’ eMoM
opcosaHoro BEAUXY 3a 0AHY cekyHay (O®B1) > 60% Bil MPOrHO30BaHOT HOPMH 10
3aCTOCYBaHH:A OpOHXOANNATATOPA.
13. Iynsmikopt Pecrynu 0,5 Mr, cycnieHsis A iHransuii, 0,5 Mr OyIecoHixy/onHO1030BHIH
Jocnikysanuii | koHTelHep (2 M)
JKapCHKUH IyasmikopT Typ6yxanep 200 MKT, IOPOIIOK WIA iHraymii, 200 MKr GyAecoHiay/n03Y,
3acib, croci6 112 no3/TypGyxanep
3aCTOCYBaHH,
cuna gif

14. TIpenapar
NOpiBHIHH,
71033, CIocio
3aCTOCYBaHHH,
cmia il

He 3acTocoByeThCA

15. CymyTHa
Teparis

TTix yac DOCIi/DKEHHS O3BONANOCS 3aCTOCOBYBATH NepOpabHi aHTHTiCTaMiHHi IpenapaTy B
iATPUMYyBaJIbHUX J03aX.

TMaujeHTH, AKi OTPUMYBAH anepreH-crenudiuHy iMyHOTepaIito, IOBAHHI Oy/IM OTPHMYBATH
MiATPEMYBANBHY TEPAIIi0 NPOTATrOM LioHalMeHme 3 MicAniB Ko BisuTy 1 i 3aMmaTHC Ha
MiATpUMYBaBHIM cXeMi JTikyBaHHA MiJl YaC JOCIIIKeHHS.

16. Kpurepii
OLLiHKH
edeKTHBHOCTI

KOHOIAEHIIMHA IHOOPMALILS,
1[0 € BJIACHICTIO KOMITAHII

TepBHHHOIO 3MiHHOK Pe3y/bTaTy GyJia 3MiHa PaHKOBOT MiKOBOI IBMAKOCTI BUAMXY (pIILLIB)
BiZl BUXixHOTO piBHA (Cepe/IHE 3Ha4eHH 3a OCTaHHi 14 mHiB mepiosy obcepBallii) 10 THXHA 6
(cepenHe 3Ha4eHHA 3a OCTaHHI 14 THIB Nepiofy JiKyBaHH).

BropunHi 3MiHHi:

+  3MiHa TAKMX 3MIiHHUX BiJ BHXiJIHOTO piBHA (CepeHe 3HAYCHHA 33 OCTaHHi 14 aHiB
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nepioy oGcepBanii) 10 TIXKHA 6 (cepeHE 3HA9CHHA 3a OCTaHHi 14 qHiB mepioxy
JiKyBaHHA):

~  BedipHs mikoBa WBUAKICTs BUAUXY (BIILIB);

—  OLiHKAa CHMIITOMIB aCTMH BHOYI, BICHE Ta 3arajbHa OLiHKa CUMIITOMIB aCcTMH;

—  YacToTa BUKOPHMCTAHH IHraIATOpiB MU HEBiqKIaAHOT JOMOMOTH BHOY, BICHD Ta
3arajiomM;
—  NpPOKWAAHHA BHOYI Yepe3 CUMIITOMHU aCTMH.

*  3mina O®B; Ta popcoanoi kuTTEBOI eMHOCTI JereHs (DIKEJT) Ha TIXHI 6 (Bi3HT 5) Bin
BUXigHOTO piBHA (Bi3UT 3).

17. Kpwurepii
OLIiHKY Oe3NeKH

He6Gaxani spuma (HA).
+  Jla6opartopHi napamerpu (GioxiMiuHHii i 3araisHUI aHANI3K KpoBi Ta aHAN3 cedi).

*  ApTepiayibHHl THCK Ta 4aCTOTA IYJIECY.

18. CratncThaHi
MeToau

Jlns pIIIIB, nepsuHHOT 3MiHHOI, CepelHe 3HaUeHHA Ta ABOGIuHKl 95% noBipunii inTepBan
(/D) 3MiH Bix BUXiZHOTO piBHA (CepeaHe 3HAYEHHs 32 OCTaHHI 2 THi nepiofy o6cepsartii) 1o
3aKiHUEHHA JIiKyBaHHA (cepe/lHE 3HAYEHHA 3a OCTaHHi 2 TIDKHI nepioxy obcepaanii) Gynu
OIiHEHi HA OCHOBI CYKYIHMX JaHUX IPYyN YYaCHHKIB, AKi OTPUMYBANHM Pi3Hi I03H, a 3aTalbHy
aHanoriugicTs 3HaueHs pIIILIB Mix manientamu B rpynax Ilynaemikopty TypGyxanepy Ta
IynsMmikopTy Pecnysi DocitigKyBaay BisyalbHO.

I1[06 BUBYMTYH aHATOriuHICTS edexTusHOoCTI HyneMikopty TypOyxanepy ta IlynemikopTy
Pecryny y BifiMOBIAHKX 032X, U1 KOXKHOI IPYIIH JI03yBaHHA OLiHIOBAIM CEpeHil i
mBo6iuniit 95% JII 3MiH Bif BEXigHOro piBHA DO OCTaHHIX 2 TWXKHIB JiKyBaHHA. [HIII 3MiBHI
e(QeKTUBHOCTI GyNH poaHaNi30BaHi aHATOTIYHUM YHHOM.

19.
Hemorpadiuni
TIOKa3HHKH
JOCTiIKyBaHOT
HOITyJIALIT
(ctaTs, BiK, paca,
TOLIO)

3aranom y punpoGyBanns 6yno 3anydero 113 nanientis y 7 nentpax y SAnomii. Is Hux

108 mauientis orpumysanu [Tynemikopt TypOyxainep npoTsaroM nepiony obcepsarii, i

105 nauienTiB oTpumysanu ITyneMikopT Peciynu npoTsaroM nepiogy nikyBaHHA. 3aranom 3 i
6 HawicHTIB NPUMAHAIN 3aCTOCYBaHHs JOCIUKYBaHOTO Npenapary B nepion obcepaauii i
nepioay JixyBaHHs BiamoBigHo. KinbkicTs IpoaHaiizoBaHuX nanieHTiB cTanoBmwia 108 y
HomyJAmii s aHanisy Gesnexd i 106 y nomynauil noBHOro Habopy JaHKX JUIS aHATi3y.
KOHTpOJIs aCTMH B MALIEHTIB, 3aJIyYeHHX Y e JOCIiMKeH s, Oy Ha HANEXXHOMY piBHi;
BBaXaJI0CA, 110 HOMY/IALIs BiNOBiAaia BUMOTaM, BU3HAYEHHM Y IPOTOKOMI JOCITiKEHHS.
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Ta6auns 1. Honynsuia Ta po3noain mauieHTin
nomyJisilisi NOBHOro Ha0opy JaHUX VIS aHAJI3Y)
IMau-Tv Ha IMau-Tu Ha
- . - . Yeboro
HHU3bKIl K03i BHCOKiii no3i 1=106
n=353 n=53
HMonynauis
KinekicTs mpotikoBaHUX 54 (50) 54 (50) 108 (100)
MalieHTiB (3aIU1aHOBaHa
KLIBKICTB)
JemMorpadiyni mokasHUKH
Bik (pokiB) Cepenne
3HAYCHH 43,8 (13,5) 43,9 (13,4) | 43,9 | (13,9
(CB)
Hianazon (in 20 mo 70) (8im 24 mo 78) (eig 20 mo 78)
Crars Yonosiva 19 | (35,8%) 14 | (26,4%) | 33 | (31,1%)
XKinoua 34 | (642%) | 39 | (73,6%) | 73 | (68,9%)
e SInonui 53 |(100,0%)| 53 |(100,0%)| 106 |(100,0%)
MPHAHANCXKHICTh
Maca tina (kr) | Cepenne
3HAYCHHSA 60,0 | (11,5 | 60,5 (12,4 | 60,3 | (11,9)
(CB)
Hianazon (8in 40 no 92) (8ig 39 mo 88) (i 39 mo 92)
Picr (cm) Cepenne
3HAYEHHSA 162,5 8,7 160,5 (8,6) 161,5 8,7
(CB)
Hianazon (Binm 148 mo 183) | (Bim 139 mo 184) | (Bix 139 no 184)
TpuBanicTs Cepenne
GpoHxiansHOT 3HAYEeHHA 13,94 | (14,77) | 11,63 | (12,26) | 12,78 | (13,56)
actmu (pokis) | (CB)
Jiamason (8in 0,5 mo 44,7) | (eix 0,7 mo 51,8) | (Bim 0,5 mo 51,8)
Crarye ~  [Hikomrme | 40 | 5500 | 44 | 83,0%) | 84 | (792%)
TIOTIOHOIIAJIIHHA | [TATAIH
Hanste 3apa3 | 4 (7,5%) 6 (11,3%) 10 (9,4%)
Ham 3 9 | a70%) | 3 | 7% | 12 | (113%)
MHHYIIOMY
XapakTepuCTHKH BUXIIHOTO piBHA
Jo6oBa no3a Cepenne
IKC no 3HAYCHHSA 400,0 0,0) 792,5 | (54,9) |596,2 | (200,9)
3aTydeHHS B (CB)
»FOCH;HXCHHH Hianazon (8im 400 mo 400) | (ix 400 mo 800) | (Bixm 400 no 800)
(MKT)?
O®DB; (1) Cepenne
3HAYEHHS 2,692 | (0,686) | 2,663 (0,763) | 2,678 | (0,723)
(CB)
Jianazon (ein 1,48 no 4,58) | (8in 1,37 1o 4,99) | (Bix 1,37 no 4,99)
ODB, (% CepenHe
Hporﬂogogaﬂo'f 3HA4YCHHA 92,54 (15,79) 95,08 (15,54) 93,81 (15,64)
HOPMH) (CB)
JHianason (Bim 64,1 mo 123,3)|(Bin 61,7 mo 144,0)|(six 61,7 mo 144,0)
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Po3noain nanieHTis

KinpKicTb HanieHTiB, AKi 3aBepIIUIH

Ilepion o6ceppanii 53 52 105
Iepion nikyBaHHA 530 46 99
KinbkicT maricHTiB, SKi NPUIHHINN Y4acTh Iij 9ac

IMepion o6cepparii 1 2 3
Iepion nikyBaHHA 0 6 6
TMomyssnis o aHanisy 6e3nexku 54 54 108
IMomynsnis moBHOro Habopy 53 53 106
J@HMX JUIA aHalizy

V nepepaxysaHHi Ha 6yIECOHi.
4 Onun pa3 Ha 100y: n = 28; aBi4i Ha 100y: n = 235.

20. Pesynbrati
e(eKTHBHOCTI

Cepenns 3mina pITILB Ha TIkHi 6 (IepeHeceH A Biepell JaHHX OCTAHHBOTO CHOCTEPEKEHHS
[[IBJOC]) Bix BEXiTHOTO piBHS K OCHOBHA 3MiHHa peJicTapieHi B Tabmuui 2. Cepents 3MiHa
pITLIB Bix BuxixHoro pisrs Ao TiwxaeA 6 (MBJIOC) cranosmia 3,3 Ji/XB (95% Al: Bix -0,9 mo
7,4 1/xB) y BCiX manienTis. I Ans rpyn maLieHTiB, AKi OTPUMYBANU HU3bKI 03K, i UL rpyN
HALi€HTIB, AKi OTPUMYBAIH BUCOKI 03K, BiJ(3HAYANNCS dHATIOTIUHI 3HAYSHHS CEpe/IHbOT 3MIHH
pITLLB Bix BuxigHoro piBaa g0 Tixkaa 6 (IIBJOC).

Ta6uuus 2. Cepenus 3mina pIIIIB (1/x8) Ha TkHi 6 (ITBJOC) Bia BHXiAHOrO PiBHA
(monyJisivisi MIOBHOro HAGOPY AAHMX AJIA AHAJII3Y)

Buxiaguuii pisens®] TwuxaeHn 6 3mina Big BUXiAHOrO piBHA
IIBJIOC)®
I'pyna 3a n |Cepeane| (CB) |Cepeane| (CB) |Cepenne| (CB) | (95% AI)
A03010 3HauYeHHs HaqeHHs 3HAYEHHS
npenapary
Mawtana | o3| 4030 [qogoy| 4077 |(1066)| 40 |@22)| ERZ1A0
HM3BKIll 1031 ’ ’ ’ ’ ’ ’ 10,2)
IMau-tu Ha (Bim -3,3 o
1
BuCOKiH 703i 52| 3714 |(114,2)| 373,9 ((111.4) 2,5 (20,8) 8.3)
ix-0,9

VcBoro 105| 387,7 |(11,)] 3910 [(109,8)| 33 |14 (Bm7 4’) RO
2 CepenHe 3Ha4eHHA 3a 0CTaHHi 14 mHiB nepiony obcepaanii.
: Cepeane 3Ha9eHHs 3a OCTaHHi 14 IHiB nepiofy niKyBaHHA.

Cepenni 3minu pI1LIB ua ki 6 (IIBJIOC) Bi BUXiAHOTO PiBHS IIPH CXeMaX JO3YBAHHA O/IUH
pa3 Ta nBiui Ha 106y B rPyIi MAL€HTIB, AKi OTPUMYBAIN HU3BKI 03K, NOkasaHi B Tabimuui 3. ¥V
IPyIi MALi€HTIB, AKi OTPUMyBATH HU3bKI 03, NPV CXeMaX J03yBaHHA OLUH pas i miui Ha 106y
BiZ3HAYANICS aHATOTIYHI 3HaUeHHA cepeAnboi 3minu pIIIIB Bi BUXiTHOTO piBHA 10 THXHA 6

(LIBJIOC).
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Ta6auus 3. Cepeaus 3mina pIIIIB (y1/xB) Ha THakHi 6 (IIBAOC) Bin BHXigHOrO
pPiBHH y rpyni nauieHTiB, ki OTPEMYBaJM HH3bKI 103U, IPH
cxeMax J03yBaHHs OfMH pa3 i ABiUi Ha o0y (MomyJIsIliA MOBHOIO
Habopy Aa”HuX AJs aHasizy)

Buxinnuii piens?| TuxkaeHn 6 3mina Big BuxigHOro piBHs
(IIBIOC)®
Cxema n |Cepenne| (CB) |Cepeane| (CB) |Cepenne| (CB) | (95% AI)
AO03yBaHHA 3HAYEHHS 3HaAYEeHHS 3HaAYECHHS
OpuH pa3 Ha (Bix -6,1 mo
28 | 40 104 412,0 102,2 2 24,1

ey 88 |(1049)| 4120 |(022) 32 |@4D| T
Ieiui ma 106y | 25 | 3979 |(1133)| 402,9 [(113,3)| 50 |(204) (B“:‘lf:; it
4 Cepenue 3Ha4eHHs 3a ocrauHi 14 gHiB nepioay obceppariii.
8 Cepenne 3Ha4eHHS 3a OCTaHHi 14 qHiB nepiony nikyBaHHs.

Cepenns 3MiHa BTOPHHHUX 3MiHHUX Ha TIxHI 6 (IIBJIOC) Big BUXigHOrO piBHA NOKa3aHi B

Tabnuui 4. Pe3ynsTaT BTOPUHHMX 3MiHHUX MiATBEPIHIHN Pe3yNbTaTH JUIA IEPBUHHOI 3MiHHOI.
3aranoM y BTOPUHHHX 3MiHHHX He BiA3Ha4anocs KIiHIYHO 3HAYYIIUX BiAMiHHOCTeH Mix
rpynaMu JIiKyBaHHS.

TaGauus 4. Cepennst 3MiHa BropuHHNX 3MiHHIX Ha TkHi 6 (IIBJOC) Bix BuxigHoro
piBH# (NoNyasUist MOBHOro HaGopy AaHUX AJIS aHATI3Y)

Buxignuii Tuxaens 6 3miHa Big BuXigHOro piBHSA
piBeHn? (IIBAOC)
. Cepenne Cepeane Cepenne
3minni n 3Halt)|emm (CB) 3Ha2enﬂs| (CB) 3Ha?|emm (CE) (5% 2
BIILIB (1/xB)
ITan-Ttu Ha
HHU3BKIiH 53| 411,1 |(110,1)| 413,8 |(1084) 2,7 (17,4) | (8ix-2,1 mo 7,5)
1031
TTan-tv Ha
BUCOKIM 52| 375,7 |(111,5)| 380,5 |(111,3) 4.8 (19,0) | (8in -0,4 mo 10,1)
1031

Vevoro  |105| 393,6 |(111,7)| 3973 [(110,6)| 3,8 |(18,1)| (8im0,2107,3)

OuiHka cuMOTOMIB acT™MHU (BAEHD)

HaH-T.I/E Ha (Bix -0,045 mo

mmsekit | 53| 0,096 [(0,213)| 0,106 [(0,266)| 0,011 |(0,201) 0,066)

Jo3i :

TTan-tv Ha i

Bucokit | 52| 0,152 |(0,307)| 0,177 |(0,346)| 0,025 |(0,197) (BllIO-(()),gg)O zio

1031 ’

- (Bin -0,021 no
ceoro  [105| 0,124 [(0,264)| 0,141 ((0,309)| 0,018 ((0,198) 0.056)

Ouinka cumMnTomiB acTMu (BHO4I)

ITau-tu HA i

Hm3pkifi | 53 | 0,056 |(0,162)| 0,063 |(0,191)| 0,007 |(0,147) (Bm()- %23)4 *

n03i ,

ITau-tm Ha i

BHCOKi | 52| 0,088 [(0,237)| 0,126 |[(0,384)| 0,038 |[(0,218) (m()-(())’g;)3 *

103i ’

Vesoro 105 0,072 [(0,202)| 0,094 [(0,303)| 0,022 [(0,185)| (Bin-0,014 no
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| 0,058)

Ouinka cuMITOMIB acTMH (¥ cLOr0)

e (sin -0,075 110
mmsekiit | 53| 0,152 (0,339)| 0,170 |(0,434)| 0,018 [(0,334)] PP i a
J03i 0,110)
ITan-tu Ha .

scoxiii | 52| 0242 |0515)] 0303 |(0,688)| 0,062 |0360) '0’239 Ao
no3i 0,162)
Vesoro  |105| 0,196 [(0,436)| 0236 |(0,575)| 0,039 |(0,346) (B‘“O' 0183)8 zo
YacToTa 32CTOCYBAHHS iHMANATOPA A/ HEBLIK/IaAHOT 10MIOMOTH (B/ICHD)

ITar-tk Ha .

moein | 53| 0013 [(0.080)| 0,031 |0,161)] 0018 |(0,164) 1A '%’028 zo
nosi gl
TTau-t1 HA )

pucokit | 52| 0,056 |(0,162)| 0,073 [(0,200)| 0,017 |(0,158) (B‘I‘O'O’g” Ao
031 :90)
Vesoro  |105| 0,035 [(0,128)| 0,052 |0,182) 0,017 [(0,160) (Bmo'%;’;)“ zio

YacToTa 3aCTOCYBAHHSA iHrasITOPa A5l HeBIK/IaIHOT 101IOMOrH (BHOYI)

HaI.I-T_I{ HA (ein -0,011 mo
mmspkiii | 53 | 0,005 [(0,027)| 0,016 |(0,098)| 0,011 |(0,079) 0,033)
no3i :
HaII-T.I{ Ha (8ix -0,006 oo
Bucokiit | 52| 0,012 [(0,047)[ 0,090 |(0,338)| 0,078 {(0,300) 0,161)
no3i :

(Big 0,001 no
Veworo (105 0,009 |(0,038)| 0,053 |(0,249)| 0,044 (0,220) 0.086)

YacToTa 3aCTOCYBAHHA IHraisTOpa MUl HEBIIK/IaAHOT 10NOMOrH (3arajibHa)

b

CepeHe 3HAEHHS 32 OCTaHHi 14 THIB 1tepiofy MiKyBaHHS.

Ha].l-T'I/E Ha (8ix -0,039 no
mmekit | 53| 0,019 [(0,100)| 0,047 [(0,259)| 0,028 |(0,244) 0,096)
no3i :

[Tau-tH HA i

Bucokiit [ 52| 0,068 |(0,177)| 0,163 |(0,457) 0,094 |(0,376) (mno-ol,ggl)o iy
103i ’

Veworo  |105| 0,043 [(0,145)| 0,104 [(0,373)| 0,061 [(0,317) 0,122)
IMpoxuaanHsa BHOMI Yepe3 CHMIITOMM aCTMH

HaH-T-I/E Ha (sin -0,088 no
mmsekifi | 53| 0,062 [(0,222)| 0,027 |(0,142)| -0,035 |((0,192) 0,018)
J03i ’

ITan-tv Ha i

Bucokii | 52| 0,023 [(0,079)| 0,051 [(0,170)| 0,027 |(0,127) (31110-%23)8 Ho
1o3i :

Vesoro  |105| 0,043 [(0,168)| 0,039 |(0,157)| -0,004 |(0,165) (Bm(; %33)6 "
a CepenHe 3HaYeHHs 32 ocTanHi 14 AHiB mepioxy o6ceppauil. -
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Cepenns 3mina O®B; i ®XKEJI Bix BuxinHOro piBHA 10 TIKHA 6 (260 BiAMIHK JIKYBaHHA), AK
HoKa3aHo B Tabumni 5, craHoBmia 0,079 1 (95% MI: 8in 0,031 no 0,127 1) Ta 0,105 1 (95 % AL
Bix 0,049 10 0,160 1) y Beix nauienTis Bixuosigxo. I 1 rpyn NalicHTIB, AKi OTpUMYBaIH
HHU3BKI [03H, i JUIA TPYN MAL€HTIB, AKi OTPUMYBAJIA BUCOKI JO3H, BiI3HAYAIUCA aHANOTYHI
3nauenns 3mina O®B, i ®XKEJT pix BUXiAHOTO PiBHA 40 TIDKHA 6 (a60 BiIMiHM JiKyBaHHA).
Ta6anus 5. Cepenus smina O®B; Ta ®IKEJI Ha THKHE 6 260 HA MOMEHT BiaMiHK

JiKyBaHHs Bil BUXiZHOT0 PiBH#A (HONyJIsiuis MOBHOro HaGopy
OaHHX AJ5 aHANi3y)

Buxignuit Tuxnenb 6/BinmMina 3mina Big BuxigHOTO PiBHSA
piBeHB" JiKyBaHH#A
- Cepenne Cepenne Cepeane
SHidHl | O 3HAYECHHA (EB) 3HAYEHHH (€B) 3HAYEHHS (CB) 5% A
O®B; ()
Hau-tuma| 53 | 2,701 [(0,697)| 2,797 (0,807) 0,096 |(0,292)| (8im 0,016 mo
HHU3bKil 0,177)
J103i
IMan-tumal| 49 | 2,692 |(0,756)| 2,752 (0,832) 0,060 |(0,179)| (8in 0,008 no
BHCOKIi 0,111)
J103i
Veworo  [102| 2,697 |(0,722)| 2,776 (0,815) 0,079 [(0,244)| (8im 0,031 mo
0,127)
JKEJI ()
Man-tau va| 53 | 3,335 |(0,900)| 3,453 (1,023) 0,119 |(0,324)| (8ix 0,029 mo
HU3BbKIil 0,208)
J103i
IMau-tTu Ha| 49 | 3,407 |[(0,987)| 3,497 (1,078) 0,090 |((0,232)| (®im 0,023 no
BHCOKIH 0,157)
no3i
VYeworo  |[102| 3,370 |(0,939)| 3,475 (1,045) 0,105 [(0,283)| (®im 0,049 mo
0,160)
& Bizut 3

21. PesynsTat
Oe3nexn

Pestome H 3a cTynenem BupaxxeHOCTi mpeAcTaieHe B Tabmnuwi 6. 24 H 6ynu sapeectpoBati
B 20 3i 108 manierris (18,5%) npoTsarom nepioay o6ceprauii, i 50 HA 6ynu 3apeectposai y 40
3i 105 nauientis (38,1%) mpoTarom nepioxy JikysaHHA. BinbmicTs HS Gynu nerkoro cTymeHs;
He 6y110 3apeecTpoBano HI Baxxkoro cryners. V oMy JOCTIKeHH] He 6ynio 3apeecTpoBaHO
BHUIAAKiB cMepTi, cepiiosaux HS (CHT), BinMiHEMX Bl cMepTi, i iHmux 3Haunux HIL.
TToBimOMIIAIOCS, 10 ABOE YIACHUKIB MPUIHHUIN 3aCTOCYBAHHA TOCITiAXyBaHOTO Ipenapary B
nepion nixysanns yepe3 HS (Hynora/Hanazu ta CHMITOMH GpOHXianbHOT acTMH, | Hanany Ta
CHMNTOMHM GPOHXIANBHOT aCTMH).
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Ta6auusa 6. KinbkicTs (%) nauicnris, y skux 6ys1o npunaiimui 1 HA 1a
3arajibHa KiJbKicTb IBHII BCiX CTYMeHiB BUpa)keHOCTi (Mony asinis
naa anagizy besnexkn)

IMepioa obeeppanii Ilepioa nikyBaHHs
Hap-tn va|[Tau-Ti va | Yeovoro |Ilan-tu wa|ITau-tn Ha | Yenoro
HU3bKI |[Bucokiiil no3i HU3LKIH |BHCcOKi 103i
no3i no3i

Kareropis H5I n =54 n=>54 n=108 | n=53 n=>52 n=105

Kiabkicts nanienTis, y axux 6y10 HS 32 KOXKHUM CTyNeHeM BUPAXKeHOCTi"

Bci HA 10{(18,5) | 10| (18,5) [20((18,5)|20|(37,7)| 20 | (38,5) | 40 |(38,1)
HA nerkoro 7 (13,00 9| (16,7) |16(|(14,8)| 18| (34,0) | 17 | (32,7) | 35 |(33,3)
CTYTEHs
HJI nomipHoro 3/1G6) 1] (1,9 [4]|GD|2]|@3B8 | 3| B8 |5]|438
CTYIEeHS
HI Tsxkoro 0 0 0 0 0 0
CTYTICHH

HJ, wo npussenu no| 0 0 0 0 0 0

cMepTi

CHJI, wo He 0 0 0 0 0 0

NPH3BENH JI0 CMEPTi

HJI, mo npusseny go| 0 0 0 0 21 38 |2 (19

HPUNHHEHHA

JiKYBAHHA

Inwi sHauni H 0 0 0 0 0 0

HA, nos’s3aui 3

3aCTOCYBAHHAM 0 20 G 121,96 (AL3)]| 9 | (17,3) |15 |(14,3)

npenapary”

3araabHa Kigbkiers HAC

Bci HA 12 12 24 24 26 50
HJI nerkoro 9 11 20 22 22 44
CTyneHs
HJI nomipHoro 3 1 4 2 4 6
cTyneHs
HJI Tsixxoro 0 0 0 0 0 0
CTymeHs

HA, wo npussenu jo| 0 0 0 0 0 0

CMepTi

CH, wo He 0 0 0 0 0 0

TIPU3BENH JIO CMEpTi

HA, wo npussenu ao| 0 0 0 0 3 3

TPAIHHEHHS

JiKyBaHHA

Inuri 3uayni HII 0 0 0 0 0 0

HA, nos’a3aui 3

3aCTOCYBAHHAM 0 2 2 7 11 18

npenapary”

a ITanieHTH 3 AEKiNEKOMA SBUIAMHU OJHOTO CTYNEHS BUPaKEHOCTI BPaXOBaHi TiNbKYU OJHH pa3 y
1BOMY CTymeHi. Ilauientu 3 AekilbkoMa SBUIAMHU Pi3HHX CTYMEHIR BHPaXKEHOCTI BpaXoBaHi 110
0JIHOMY pa3y B KOXHOMY 3 LIMX CTYICHiB.

b OuiHeHO NOCTiAHAKOM.

¢ Jlexinpka SBMI OAHOTO CTYIEHS BUPOKEHOCT] BpaxoBaHi B 1bOMY CTYIEHI KilbKa pasiB.
Jlekinbka ABHIL Pi3HUX CTYNCHIB BUPAXKEHOCTi Bpax0OBaHi 110 OJHOMY pa3y B KOXXHOMY 3 LIMX
CTyIEeHiB.
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Haiinowupenimi HA (i3 vacrororo Ginbie 1,0% Ha piBHI TepMiHy NepPeBaXXHOTO BUKOPHCTAHHS
[TTIB] 3aranom 3a nepion o6ceppaii a0o nepiox JikyBaHHS) B JOCIIKeHH] OKa3aHi B
Tabnumi 7. Haiinomupenimum HA 6yB HazodapuHrit (y 5,6% nauienTis y nepioa obcepnartii i
6,7% nauienTiB y nepiox nikysauus). ¥ nepiox o6ceppatii opodapHHTreansHIH AuckoM(OpT
He Bi[3Ha4aBcs, ale B Iepio] NiKyBaHHs BiH BiI3HavaBcs B 4,8% mauientis. Bei aBuma, ki
Gynu knacudixoBai, 1k opodapuHreassHuit ArckoMbopT, OyIH MOMIPHOTO CTYIEHS
BHPaXeHOCTI, 1 Oyiu 3apeecTpoBaHi Ha PN AeHE NEPioAy NiKyBaHHS.

Ta6muus 7. Kinbkicts (%) nanicurie i3 Hafinomwnpenimmmvn HSX 3a TIIB (monyasinist

ISl aHAaJi3y Oe3mexn)

Ilepion oGcepBanii Iepioa ikyBanHS
Mau-ti | Han-th | Yeboro | Han-tu | Ilan-tH | Yeboro
Ha Ha Ha Ha
HM3LKIll | BUCOKii HU3BKIil | BUCOKIii
no3i ao03i no3i no3i

TTIBbd n=54 | n=54 | n=108 | n=53 n=52 | n=105
Hazodapunrit 213D 4|1 0H(6]5,6)[4]75[3]|6G8|[7]6,7
OpodapunreansHuit 0 0 0 2138 13]|(.8)]|5|498
nuckoMpopT

BporxianbHa actMa 0 0 0 0 21(38(2((1,9
Exzema 0 11,9109 (2(@3,8) |0 21((1,9)
Indexuii BepxHix 0 0 0 111,911 {1,9]2]01,9
IUXJIBHUX NUIAXIB

3anajieHHs BEpXHiX 2137D|0 21(1,991213,8 |0 2 1(1,9)
JIUXaIbHAX LJIAXiB

Opodapnareanbuuii 6ine | 1| (1,9) [ 0 1109 (23,80 2 (1,9
Hucdonis 1|19 (219 (10,90 1[(1,0)
& Tartienr, y sixoro 6ysno 6inpwe ogHoro HS B mexax TIIB, BpaxoByBaBcs ONMH pa3 Y MExax

uworo TIIB.
kK V uiii TabnKni BAKOPHCTOBYBANOCA rpanndHe 3nagdenHa 1,0% Bix 3aransHoi KinbKocTi
namienTis y nepioa o6ceprauii abo nepioa nikyBaHHS.
: Tabnuus BiACOpTOBaHA 3a 3aranLHOIO Yactororo HA y nepioa nikyBaHHS.
g MedDRA 12.0.

KrniniyHo 3Hauymux 3MiH K1iHi9HHX T1aG0paTOPHUX ITOKa3HUKIB i OCHOBHHX (isionoriaamux
TIOKa3HUKIB He OyIo.

ITpodine Ge3nexu [TynemikopTy Pecmynu 6yB aHanoriyanM ma no3 1,0 i 2,0 Mr/noby, a Takox
IUTS CXeM JI03yBaHHs OJJHH pa3 i apiui Ha 00y, i3 OormAny Ha 4acToTy i xapakrep HA,

KJIiHIYHI 1aGopaTopHi MOKa3HUKY i OCHOBHI (i3i010Ti4UHI TOKa3HUKU.

22. BUCHOBOK
(3akmoueHHS)

V mopocnux mamieHTis i3 actmoro 3 SnoHii edexrusHicTs ITyabMikopTy Pecmymu y nosax

1,0 Mr/mo6y Ta 2,0 Mr/noGy micist 6 TIKHIB TikyBaHHA GyJ1a aHAJIOT{YHOIO BiXIOBIIHUM J03aM
ITynemixopty TypOyxanepy 400 Mxr/no6y i 800 Mxr/no6y micns 4 THXHIB JiKyBaHHA.

V nopocnrx nanieHTiB i3 acTMolo 3 SnoHil cxemu no3yeanna ITynemikopTy Pecniynu

1,0 Mr/no6y oauH pa3 i ABiui Ha K00y OynH OIHAKOBO €EKTUBHHMH.

Jlikapcekuii 3aci6 [TynsmikopT Pecmymu B fozax 1,0 Mr/no0y i 2,0 mMr/no6y 6yB 6e3nednum i
no0pe mepeHoCHBCS HOPOCTHMH IallieHTaMH 3 acTMOI0 3 SIMoHii.

KOH®IAEHIIIIMTHA [HOOPMALILA,
1110 € BJIACHICTIO KOMITAHII
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3asgBHUK
(BIIacHUK
peecTpamifHOro
MOCBiqUEeHHs)

Hifmucano y nporpamt DocuSign:
(mipmac/
97094F653B284D5. ..

JI-p IDkaskymap C'ypynatad (Dr. J ayakumar Gurunathan)
(TTIB)

fmigmouc/

HeanKa Vkpaina, M. Kuis, TOBapHCTBO 3 obMmexeHoro signosinansricTio «KACTPASEHEKA

VKPATHA, Inenrudikaniiiauii kox 37037434.

Ie#t mepexnan 3 aHIIACEKOi MOBH Ha YKPAlHCBKY MOBY 3po0JIeHO MHOIO, MEpeKIafadeM

KocTiounk IOmieto CepriiBHOIO

KOH®IJIEHLITMHA IHOOPMALILA,
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