Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

AstraZeneca LP

Westborough, Massachusetts (MA)

United States of America (USA)

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertidlje

Sweden

3. Manufacturer

Manufacturer details in the CSR:

Astra Pharmaceutical Production

Sodertilje

Sweden

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

Current manufacturer details:

registration was
conducted or
planned to be
conducted

AstraZeneca AB
SE-151 85 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 Pulmicort® Respules™ (budesonide inhalation suspension) versus

Intal® (cromolyn sodium) Nebuliser Solution on asthma-related outcomes in children 2

to 6 years of age, Study DX-RES-2000.

6. Clinical trial
phase

1B

7. Clinical trial
time frame

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

United States of America (USA)

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

10. Primary and
secondary
objectives of the
clinical trial

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

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

e Time to first exacerbation.

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

e  Use of breakthrough medications.

¢  Night-time and daytime asthma symptom scores.

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

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

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

e Impact of treatment on:

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

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

11. Clinical trial
design

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

12. Key inclusion
criteria

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

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

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

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

Patients met the following drug restrictions prior to Visit 1:

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

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

13.
Investigational
medicinal
product, method
of administration,
strength

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

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

14. Comparator,
dose, method of
administration,
strength

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

15. Concomitant
therapy

After Visit 2, the following medications were allowed:

Breakthrough medication:

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

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

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

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

drugs.)

For asthma exacerbations:

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

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

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

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

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

permitted for asthma exacerbations at the discretion of the investigator.

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

asthma treatment if any one of the following occurred:

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

o The patient required more than the maximum recommended dose of study drug
therapy, in the judgment of the investigator.
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The additional chronic asthma therapy could include the following medications (N.B.
Patients were instructed not to mix or combine nebulised breakthrough medications with
either of the study drugs.)

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

e  Slow-release oral f2.agonists.

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

e  Nedocromil sodium.

o  Other inhaled steroids for asthma.

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

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

16. Efficacy The primary study variable was the rate of asthma exacerbations over the 52-week
endpoints treatment period.
The secondary study variables were:
e  The time to first asthma exacerbation.
e  The time to the first use of additional chronic asthma medication.
e Changes from baseline to the 52-week study period in the number of days that
breakthrough medication was used (B2-agonist use, oral steroid use).
e Changes from baseline to the 52-week study period in night-time and daytime
asthma symptom scores.
e Changes from baseline to the study visits in health status and caregiver burden
(quatity of life) scores.
e  Patient Compliance/Caregiver Satisfaction Questionnaire.
e  Health resource utilisation measures.
e Physician and patient/caregiver global assessments.
e  The proportions of patient discontinuations from the study.
e  Symptom-free and episode-free days.
17. Safety e  Reported adverse events (AEs).
endpoints e  Changes in morning basal and post-adrenocorticotropic hormone (ACTH)

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

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

18. Statistical
methods

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

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

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

20. Efficacy A total of 330 patients were evaluated for efficacy (All Patients Treated [APT)). The
outcomes proportion of patients who were discontinued from the Intal Nebuliser Solution group
(20.4%) was greater than that for the Pulmicort Respules group (8.3%). This difference
was statistically significant (p = 0.002). Efficacy variable results are presented in
Table A.
TABLE A
Adjusted Mean Changes From Baseline Over the 52-Week Trearment Phase*
Vanable Intal Nebulizer Solution PULMICORT RESPULES
(n=162) {n=168)
Mean Asthma Exacerbation Rates (n0./v1) 241 123
Mean Time to First Asthma Exacerbation (days) 147.78 216.63"
Mean Time to First Use of Additional Clronic 235.09 320.52"
Asiluma Medication (davs)
Mean Change in Breakthrough Medication -4.07 617"
Mean Number of Oral Steroid Courses 3.17 235
Mean Change in Nightiime Asthma Symptom -0.30 054
Scores (0-3 Scale)
Mean Change in Daytime Asthma Symptom 035 063
Scores 50—.’- S:n]tg
———
* Last value camried forward.
* 5 <0.001, ** p£0.0001, versus Intal Nebulizer Solution.
21. Safety The mean (= SD) exposure time (APT) was 324 (+ 95) days for Intal Nebuliser Solution
outcomes and 350 (£ 61) days for Pulmicort Respules.

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

2 treatment groups. There were no clinically relevant differences between treatment
groups in laboratory test values, vital signs or physical examination outcomes.
Assessiments to determine the possible effects of study treatment on basal and ACTH-
stimulated plasma cortisol levels, in the subset of patients in whom these tests were
performed, showed no significant differences between the 2 treatment groups.
Furthermore, there was no evidence of HPA-axis suppression in patients treated with
Pulmicort Respules.
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Finally, although not designed as a growth study, height measurements (stadiometry)
showed a statistically significant difference of -0.87 cm in growth velocity between
Pulmicort Respules and Intal Nebuliser Solution.

22. Conclusion
(findings)

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

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

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

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

Fewer courses of oral/parenteral steroids.
Improvements in quality of life and less use of healthcare resources.

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

In addition, the following safety conclusions are supported:

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

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

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

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

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

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

Applicant
(Marketing
Authorisation
Holder)

;

DocuSigned by:

abwmar Surwnathan

o700aFG538284D05...

Dr Jayakumar Gurunathan

(full name)
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INepexnan 3 aHTAiHCBKOI MOBH Ha YKPaiHCBKY MOBY

3BiT Ipo KIiHiYHE BUNPOOYBaHHA

1. Haspa nikapcekoro | Byaeconin Actpa3eneka (MDKHapoJHa HETIATEHTOBAaHA Ha3Ba — GYNEeCOHIN)
3aco0y (3a
HasBHOCTI — HOMEp

peecTpauiliHoro
TIOCBiTYEHHA)
2. 3asABHUK Hasga Ta agpeca BAACHHKA PeccTPAUifiHOro NOCBiIYeHHs HA MOMEHT POBENEHHS

KaiHiYHOro BUNpOOYBANNS:

Actpa3enexa JIP (AstraZeneca LP)

Bect6opo, mrat Maccauycerc, Criomyyeni llltatu AMepukn
(Westborough, Massachusetts (MA), United States of America (USA))

Ha3pa Ta ajpeca NOTOYHOro BAACHHKA PeecTPAUiiiHOro NoCBiAuenHs:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Cozeprarn’e, llBenis
(SE-151 85 Sodertilje, Sweden)

3. BupoGHuK Ha3zpa Ta agpeca 3aBoay-BupoGHIKE, 1110 BUPOGIsE Jikapebkuii 3aci0 Ha MOMEHT
NpOBeleHHs KNiHIMHOr0 BUNIPOOYBAHHS:

JIinbHALA 3 BUpOGHUITEA MPOTHACTMATHYHHUX npemnapartis (Astra Pharmaceutical
Production)

Copeptan’e, llIBenisn

(Sodertilje, Sweden)

3mineni ma Actpa3eneka JIP, BectGopo, mrar Maccagycerc, Cnomyyeni Llltaru
AMepuK# TOKYyMEHTOM PO BHeCeHH: 3MiH Ne 1.

Hassa 3aBoay-BHpoGHIKA, 10 HApa3i Bupedane aikapebinii 3acif:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Comepran’e, llIenisa
(SE-151 85 Sodertdlje, Sweden)

4. TIpoBeneHi Tak
TOCITiJKEHHS:
1) Tum NiKapchKOro Jlikapchkuii 3aci6 3a HOBHAM AOCHE (ABTOHOMHE JIOCHE)

3ac00y, 3a AKHIM
mpoBoaunacs abo

IUIAHYETHCA

peecTpaLlis

5. IloBHa Ha3Ba Ouinka npenapary [TynsMikopt Pecmyiu (GyaecoHin, cycnensis ana inransuii) y
KIiHi9YHOrO THOpiBHAHHI 3 IpenapaToM [HTa, po3uHH I PO3MUICHHA (HATPil0 KPOMOIiH), i3 TOYKH
BUTPOGYBaHHA, 30pY pe3yJIbTaTiB JiKyBaHHS acCTMH B JiTeif BikoM Bia 2 10 6 pokis. JlocmimkeHHs
KOJIOBaHHI HOMED DX-RES-2000.

KIiH{YHOTO

BHNPOOYBAaHHA

6. ®aza KIiHiYHOTO 111IB

BHNPOOYBaHHA

7. lepion nposenenns | I3 11 BepecHsa 1997 poky mo 23 Gepesus 1999 poky.

KIiHiYHOrO

BHIPOOYBaHHA

KOHOIIEHIIMHA IHOOPMALILS,

1110 € BJIACHICTIO KOMITAHII 1§26



8. Kpaiuy, ne CronyueHi llItatu AMepuku (CLLIA)
MPOBOIMIIOCH
KIiHi4He
BUNPOOYBaHHS
9. KinbkicTb sarutadosana: 300 (o 150 y koxHil i3 rpyn JliKyBaHHA)
JOCTIIKYBaHIX daxTuna: 335 (KiIbKicTh paHAOMI30BaHUX YJaCHHKIB)
10. Meta Ta Merta 1poro 52-TIXKHEBOTO HOCITIIDKEHHA MOJIAraia B TOMY, 100 OLiHUTH BIVIUB
BTOPHMHHI Liyi npemnapaty [lynsmikopT Pecryny B HOpiBHAHHI 3 MpenapaToM [HTal, pO3YMHOM Wit
KIiHIYHOTO PO3IMUJICHHS, Ha MOB’s3aHi 3 aCTMOIO Pe3y/IBTAaTH JIiKyBaHHA aCTMH 3 60Ky 37I0pOB’A B
BUNpPOOYBaHHA JiTeli BikoM Bix 2 10 6 POKiB, ski noTpeOyBaIn NPOTH3ANANBHOI Teparii aCTMH,
BTopuHHI Lini 0pOro TOCiKEHHS HOATANH B IOPIBHAHHI MiX IBOMa METOIAMH
TiKyBaHHA TaKUX 3MiHHHX:
¢ 4ac J0 MepLIoro 3aroCTpeHHs aCTMH;
*  yac [0 MepIIOro 3aCTOCYBaHHA NOAATKOBOI Teparil XpOHI4HOI acTMH;
°  YacTOTa 3aCTOCYBAaHH: II0JIEFIIYBaIbHOIO Ipernapary;
*  OLHKA CUMIITOMIB aCTMH BJIEHb i BHOMI;
*  3MiHa CTaHy 3XOpOB’s TUTUHH, TOOTO 3MiHa (hyHKLOHANIBHOTO CTaTYCY Ta 3aralbHOIO
COPUIHATTS BIaCHOTO 3[0POB’1;
*  3MiHa 33I0BOJIEHOCTI OMIKYHiB HPOrpaMolo JiKyBaHHSA aCTMH B IUTHHH, 06CAroM
HABAHTAXEHHSI HA HKX i JOTPUMAaHHAIM IUTHHOIO iHCTPYKLIl i3 3acTOCYBaHHA
JOCIiIKYBaHOTO Mpenapary.
*  3aransHi OLiHKK:
—  edexr Bix Teparil;
—  3a/I0BOJICHICTh ONKyHa Tepalielo;
—  OI{HKa BJIaCHOrO 3/I0POB'A HALli€HTOM;
*  Bnnus nikyBaHHA Ha:
—  mpAME BUKOPHCTAHHS PeCYpCiB CHCTEMH OXOPOHH 3/10pOB’ A (KibKiCTh
rocmitaizamiii, BiBixyBaHb BifgijeHp HEBiAKIIaAHOT HOMOMOIH, MO3AIUIaHOBUX
Bi3uTiB 10 NiKapiB-crierianicTiB Ta TenepoHHNX A3BiHKIB
nikapAM-crenianicram);
—  HenpsAMi ekOHOMIYHi 3MiHHi (KiNbKicTh po6OYHX AHIB, MPONYIIEHUX ONMKYHOM
yepes xBopoOy AUTHHH, KiTBKICTh AHIB, ¥ AKi AiANBHICTE omikyHa Gyna
HepepBana yepes XBopoGy IUTHHH, KiNbKiCTh OHIB HaB4aHHA B IOKOJI,
HPOIYIIEHUX JUTHHOIO Yepe3 XBopoOy, i KUIBKIiCTh THiB, NPOBEICHHX JUTHHOIO B
JKKY Yepes XxBopoby).
11. [uzaitn BararoueHTpoBe, paHIOMi30BaHe, BiKpHTe, KOHTPOILOBAHE 33 AKTHBHHM IPENapaToM
KJTiHiYHOTO IOCHi/IKEeHHs B NIapaleIbHUX Ipynax.
BUIIPOOYBaHHSA

12. OcHoBHi KpHuTepii
BKJIIOYEHHA

KOHO®IAEHIIHA THOOPMALILA,
1110 € BJIACHICTIO KOMITAHII

Jlia HaGopy B DOCTIUKEHHS MiAXOIUIM NTallieHTH-TiTH 0GHABOX CTaTel BikoM Bill 2 1o

6 POKiB BKIIOYHO (Ha MOMEHT Bi3HTy 1) 3 JIErKo0 MEpCHCTy04ok0 (cTafid 2) abo

[TOMIPHOIO IEPCHCTYIOU0I0 (cTagisn 3) OpOHXiaIBHOK acTMOIO 3TiIHO 3 BU3HAYEHHAM

HanioHanbsHOro iHCTUTYTY OXOPOHH 310pOB’s1 MiHiCTepcTBa OXOPOHM 310POB’A Ta

coliansaux cnyx6 Cronydyennx lltaris AMepuxu (CLLIA) 3 HasABHICTIO CUMIITOMIB Mic/s

BCTAHOBJICHHA JIiarHO3y NPOTATOM OCTaHHiX 6 MicsuiB, 33 BHCHOBKOM JIOCJIi THHKA

(maLiedTy 3 yneplle BCTAHOBJIEHUM JIarHO30M NMOBMHHI OyJH BilIOBiaTH TiNbKH

IMyHKTaM a i b):

(a) CHMIITOMH aCTMH BUHHKAIOTH YacTilue, HiX ABi4i Ha TIDKAEHb, a CAMIITOMH BHOY] —
yacrTile, KX ABivi Ha Micsamp, ITalieHT Mir MaTH B aHaMHe3i YacTi CHMIITOMH
(HanpHKIaj, YacTilue, HiX OJVH pa3 Ha THXAEHD), III0 BINIMBAIOTE Ha TOBCAKACHH]
Iif.

(b) Onme abo nexinbKa 3aTOCTPEHb aCTMH, IO NOTpeGYBaTH 3aCTOCYBaHHA KypCiB
CHCTeMHHX (TIepopaibHUX abo mapeHTepalbHAX) KOPTUKOCTEPOINiB HPOTATOM
ocTaHHiX 6 Micawis, aGo 2 abo GiNbIIe 3aroCTPeHs acTMH, IO NOTpeOyBal




3aCTOCYBaHHS KyPCiB CHCTEMHHUX (TIEpOpANTBHIX 200 NapeHTepalbHUX)
KOPTHKOCTEPOIIiB MPOTATOM 9 MicAIiB 10 HaGopy B AOCHIIKEHHA.

I{oxeHHe 3acTOCYBaHHA X04a 6 OMHOTO Mpernapary MUIA JiKyBaHHA XPOHI9HOI aCTMH 3
[epioAMYHAM 3aCTOCYBaHHAM IIOJICTLIYBANBHOTO Mpenapary MpoTAroM MOHAHMEHIIe
3 micamis go Bisury 1. [IpenaparaMu mid aiKyBaHHS XpOHIYHOT aCTMH BBa)XKaJTHCS
iranauiiai KOpTHKOCTEPOILH, HATPIIO HEJOKPOMIN, HATPitO KPOMOJIiH abo
MepopasIbHi UM iHranALiiHi 6pOHXONITHKH.

(©)

Ha MoMeHT Bi3uTy 1 mauieHTH Many BiInoBizaTi TakuM 0OMeXEHHIM LI0J0

3aCTOCYBaHHS JIKiB:

s BiICYTHICTb TPHBANIOTrO 3aCTOCYBaHHs CHCTEMHHX KOPTHKOCTEPOIMiB (KypcH
TPUBANICTIO > 14 AHIB) mpoTAroM 12 THKHIB;

*  BiOCYTHICTb MEpPiOAMYHOrO 3aCTOCYBaHHA (KYPCH TPUBATICTIO > 14 IHIB) CHCTEMHHX
KOPTHUKOCTEPOINiB MpOTAroM 15 AHiB;

*  BigCYTHICTh 3aCTOCYBAaHHS AOCIIIKYBAaHUX IpeTiapaTiB npoTaroM 30 AHiB.

Jia BisuTy 2 (panmoMizanis) KpuTepii BKIIIOYEHHA 6YIIM TAKMMH: IPOTATOM NpHHANMHI 7

i3 octanHix 14 gHiB 70 Bi3UTy 2 OLiHKA CHMITOMIB acTMH (yHOUi, BAeHb abo i Te, i iHIIE)

B cymi cTaHoBuNa 2 abo Ginbure, i mpoTaroM npuHaiiMHi 5 3 ocTaHHIX 14 AHIB 10 BisuTy 2

HAIiEHT 3aCTOCYBaB MOJETIIYBATBHUMN Npenapar, K e 3a3Ha4eHO B IOJEHHHKY NallieHTa.

13. MocnipxyBaHui
nikapcekuit 3aci6,
croci6
3aCTOCYBaHHS, CUIa
mit

ITynemikopt Pecmynu (0,125, 0,25 i 0,5 mr/mi) uepes HeGymalisep Pari LC-Plus,
nigKoYeHuit 10 koMmmnpecopa Pari Master (Ilepi Pecniparopi Exyinmenr, Iuk. (Pari
Respiratory Equipment, Inc.), M. Piumonn, mrat Bipmkunis, CILA), 3 Mackoro s
061uy4s a6o MysaTykoM BupoGuunTsa [on-Pino-Tlapi-Bepk I'm6X (Paul Ritzau
Pari-Werk GmbH), M. llITam6epr, HiMeuunHa.

3amiaHoBaHa 103a Ha nepiui 8 TwkHIB ctaHoBIIIA 0,5 Mr (o/iMH pa3 Ha 100y abo B
po3ainenux mo3ax Aeivi Ha foGy, 3a pimeHHsIM gociiaHnka) ITicns nporo JOCHiAHUK Mir
36inpmyBaT ab0 3MEeHIYBATH A03Y; MiHIManbHa 103a craHoBMna 0,25 Mr/no6y, a
MaKcHMallbHa Jo3a ctaHoBmia 1,0 Mr aBivi Ha mo6y.

14. Tlpenapat
MOPIBHAHHA, 1032,
croci6
3aCTOCYBaHHS, CHIA
i}

Inran, po3und wis posnwieHns (@apmakones CIIA; Por-ITynak-Pope ®apmackroTikanc,
Ink. (Rhone-Poulenc-Rorer Pharmaceuticals, Inc.), M. Konnemkeim, wrat ITeHcinbBanis,
CLIA (Collegeville, Pennsylvania, USA) uepe3 HeOynaiizep Pari LC-Plus, miaxmouennit
Io kommpecopa Pari Master, i3 Mackolo 1t 061uy4s abo MyHATYKOM. IHTaN, po3uul s
PO3MIIIEHH: (SK 3a3Ha49eHO B 3aTBEP/DKEHIH iIHCTPYKUIT AN MEAMYHOIO 3aCTOCYBAHHS,
30KkpeMa, y po3aini «Cnioci6 3acTocyBaHHs Ta 1o3u»): 20 Mr 4 pasu Ha 500y 10 8 THXKHIB,
HOTIM THTPYBaHHS 3a PIlICHHAM JOCJiTHUKA.

15. CynyTHa Tepanis

KOH®IJIEHL{IIHA IHOOPMALILS,
1110 € BJIACHICTIO KOMITAHII

ITicas Bisury 2 6yno D03BOJICHO 3aCTOCOBYBATH TaKi NpemnapaTu:
IMonermyBanbHuii mpenapar:

IMonermyBajJsHAM MpenapaToM, AKuil nepeadayanock 3acTOCOBYBATH NPOTATOM YChOTO
nocimKeHHs, GyB Bz-aroHicT KOpoTKoi aii (To6To He MeTHkcaHTHH). B ineani ne 6yB Toi
caMuii oJIeriyBalbHuUM, SKHil ITalieHT 3aCTOCOBYBAB JI0 HAGOPY B AOCIIKEHHS.
(TIpumiTka: naujeHTaM Gy/o HajaHO BKa3iBKy He 3MilllyBaTH Ta HE KOMOIHYBaTH
npenapary A1 HeBiIKIagHOT JOMOMOTH, fKi BBOJATHCS 32 JOTIOMOTIOI0 a6PO30JIBHOIO
MPUCTPOIO, i3 Oy ab-IKUM i3 JOCTIKYBAaHHUX NpENapaTis.)

Ilpu 3arocTpeHHsX acTMH:

IepopanbHi KOpTHKOCTepOIAM: 3a PIIEHHAM JOCIiJHHKA MPH 3aTOCTPEHHAX aCTMH
OyJI0 O3BOJIEHO 3aCTOCYBaHHA MEPOPATBHIX NPEAHI30HY Ta NMPEIHi30NI0HY (HaNpUKIaL,
cupony Jliksin Ipexn (Liquid Pred); Ieniallpen (PediaPred); cuporry abo TabneTok
Ipenou (Prelone)). Jloza Ta TpuBaiicTs MEPOPANTBHOTO 3aCTOCYBAHHA KOPTHKOCTEPOIIB
MOBUMHHI OyJIH CTaHOBUTH Bif 25 10 40 Mr/mo0y npotsarom 3-7 aHiB; 6yB 103BOJICHUIH
nepexin Ha HIK4y J03Y.

IMapedTepanbHi KOpTHKOCTepOinu: 3a pillIeHHAM AOCIiIHUKA, NPH 3arOCTPEHHAX aCTMH
0yJ10 [03BOJIEHO 3aCTOCYBAHHA NAPEHTEPATBLHUX KOPTUKOCTEPOIiB (To6TO
KOPTHUKOCTEPOI/iB, [0 BBOAATHCS BHYTPIIIHEOBEHHO a00 BHYTPIlIHBOM A30B0).

JonaTkosi npornacrmaTinyHi npenapatn: Ha noxatok Io jikyBaHHA acTMu Oyna
34CTOCOBAHA JONATKOBA TEPAIIis XpOHIYHOT aCTMM, AKIIO BiIGYBaJIOCS OIHA 3 TAKUX MOAiI:
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*  Tpu aGo Ginblle BUMAMKIB 3aTOCTPEHE aCTMU, L0 NOTpeOyBAIH NiKyBaHHA
MEpOpaNILHIMHE 200 MapeHTepabHUMHI KOPTHKOCTEPOiLaMHy;

*  3a pilleHHAM JOCTiHHKa NaLieHT noTpebyBas 103y, 110 epeBHUIyBalia
MaKCHMaJIbHY PEKOMEHIOBaHY 103y AOCTiI)KyBaHOrO IIPENAPaTy.

JlonaTkoBa Tepanis XpOHIYHOI aCTMH MOTJIa BKJIIOYATH Taki npenapaTh (IIpumiTka:

nanientam 6yIo HagaHo BKasiBKy He 3MilllyBaTH Ta He KOMOiHYBaT) NpenapaTy LI

HEBiIKJIaqHOT JOIIOMOTH, SKi BBOIATHCA 3a IONOMOTOI0 26PO30JIBHOIO IPHCTPOIO, 13

Oynb-sKMM i3 HOCTIKYBaHUX HpenapariB):

s ° METWIKCAHTHHH (BKIIOUHO 3 pemapaTaMy IBHAKOT0 abo NOBUTEHOTO
BUBiNbHEHHA);

e mepopaibHi P2-aTOHICTH MOBIILHOTO BUBINEHEHHS;

» + igramaniigi pr-aronictu Tpusanoi aii (Hanpuxian, CepeseHT (Serevent));

*  HaTpilo HEIOKPOMIN;

e+ iHmi npoTHAaCTMATHYHI iHraALifiHi KOPTHKOCTEPOINHI pemapaTH.

* *  AHTATOHICTH 5-NiNOKCHTEHa3¥ Ta JEHKOTpieHiB (HanpHKIaf, 3WIeyTOH abo
3adipiaykact).

Inwi mikapebki 3aco6u; 3a pimeHHaM qociigHyka GyiiM MpU3HAYeHi iHI miKapChki

3aco6H, AKi BBaXANUCA HUM HeOOXiJHMMHA AN GIaromnonyyys mauieHra.

16. Kpurepii oninku | [IepBHHHOIO 3MiHHOO JOCIIiIKeHHA OyJa 9aCTOTa 3ar0CTPEHb aCTMH IIPOTArOM
e(eKTUBHOCTI 52-TH)XKHEBOTO Nepiony JikyBaHHA.

BToprHHAME 3MiHHAMY JOCIiKEHHs Oynu:
*  9ac IO MeplIoro 3aroCTPEHHA acTMH;
*  yac J0 MEPIIOro 3aCTOCYBaHHS JOAATKOBHX IPENapaTiB Bill XpOHIYHOT aCTMH.

*  3MiHa KUIBKOCTI QHIB, ¥ SIKi Mami€eHTH 3aCTOCOBYBAJIM MOJIETIIYBANBH] NpenapaTy
(Pz-arowicTy, nepopalbHi KOPTUKOCTEPOIAH) BiJl BUXiAHOTO PiBHA 10 THXHA 52;

+  3MiHa OLIHOK CHMIITOMIB aCTMH BHOUI 1 BJIEHb BiJl BUXiHOTO PiBHA JO TIDKHA 52;

+  3MiHa OLHOK CTATYCy 3I0POB’S TALIi€HTA T2 HABAHTAXXEHHA (IKOCTI JKUTTA) HA
OITiKYHIB BiJl BUXiZHOTO piBHA JIO TIDKHA 52;

¢ §aJ 3a ONUTYBAILHMKAMH MO0 JOTPHMAaHHA Hali€eHTOM iHCTPYKIIH i3 3acTOCYBaHHA
JOCIIKYBAHOTO IpeTapaTy/3a0BOJeHOCTI OMiKyHa;

*  3aX0[H 3 BUKOPHCTaHHA PeCypCiB CUCTEMH OXOPOHH 3J0POB’1;
*  3araibHi OLIHKY JiKkaps i mallieHTa/omiKyHa;

*  YaCTKa NAUieHTIiB, AKi MPUIMHWIN YIaCcTh Y AOCIIiLKEHHI;

e KiNBKicTh AHIB 6€3 CHMITOMIB i 6€3 3aroCTpeHb.

17. Kputepii ouinku |*  3apeectpoBani Hebaxani apuma (H1).

Gesmexu »  3miHa pankoBHx GaszansHoro i mocT-AKTI-crumymsopanoro (AKTI —
aJIPeHOKOPTUKOTPOINHKIA FOPMOH) PiBHIB KOPTH30IIY B INIa3Mi KpoBi (yHKIIisA
rimoTanamo-rinogisapuo-nagaupkosoi [['TH] cucremn).

*  3MiHM OCHOBHHUX (i3i0JIOriYHMX HOKA3HMUKIB, Pe3yNbTATiB (i3MKaIbHIX 00CTEXKEHD,
MTOKa3HUKIB 3pOCTY, MacH TiJla Ta KIiHiYHHX TaGOpaTOPHHX MOKa3HHUKIB.

18. CraructuyHi JUis nopiBHAHHA BigMiHHOCTEH MDK rpynaMu JiKyBaHHA 00 YaCTOTH 3arOCTPEHb
MeToay 4CTMH, 3aCTOCYBaHHS MOJIETIUIYBIBHIX NpenapaTis ([2-aroHicTiB, mepopagbHUX
KOPTHKOCTEPOIiB), OLHKYA CHMIITOMIB acTMH, AKOCTi KHUTTA i AKTT-cTiMyNBOBaHIX
piBHiB KOpTH30TYy GyJIH BUKOPUCTaHI AucliepciitHuil Ta Kopapiatiliuuil ananis. [
HOpiBHSHHS BiAMiIHHOCTE} MK IpyIIaMH NiKyBaHHA 33 9aCOM JIO NEPLIOTo 3aTOCTPEHHS
ACTMH Ta YaCOM [0 IIEPILIOro 3aCTOCYBAHHS IONATKOBHX NpeNapatiB MPOTH XpOHi4HOI
acTMu 6YB BUKOPUCTAHUI aHATI3 BIKUBaHOCTI. JIIA aHali3y 4acTOK NAi€HTIB, AKi
HPUIAHAIH YYacTh B JOCIIKEHHI, i 3araibHUX OLIHOK JiKaps-CreliagicTa Ta
nauieHTa/onikyHa Gynu BUKOPHCTaHi KpuTepil Xi-kBanpart. s aHawizy 3MiH 3pocty 6yB

KOH®IIEHIIMHA IHOOPMATIILS,

110 € BJIACHICTIO KOMITAHIT LSI6



BHKOPHMCTaHMIi qucnepciiinmii anamis. J{ia Beix iHIMX 3MiHHUX Gy/TU BUKOPHCTaHI
ONFCOBI MiACYMKH CTATUCTUYHUX JaHUX.

19. lemorpadiyni
HOKa3HHUKH
JOCHiIXKyBaHOT
oMy (cTaTh,
BiK, paca, TOLIO)

Veworo B mociimkenus 6yno pangoMizosado 335 manienris. Jlemorpadiuni
XapaKTEepUCTHKHU NALIEHTIB MK ABOMA rPyNaMu JIikyBaHHA Oy1u 3icTaBHMMU. Y0JIOBiKM
cTaHOBIIH 63,9% pangomizoBanux nauientis; 80,6% ydacHuKiB Oy NpeJCTaBHUKaMU
eBponeoinHoi pacy, 13,1% yuacHukiB — HerpoixHoi pacH, 2,1% yJacHHKiIB —
MOHTOJIOIIHOI pacH i 4,2% — npeacTaBHUKaMH iHIKX pac. Cepense 3HAYEHHA +
cTangapTHe Bigxunenns (CB) Biky, MacH Tina i 3pocTy Ha MOMEHT CKPHHIHTY CTaHOBHJIO
4,3 (+1,4) pokis (niamason: Bix 2 mo 6 pokiB), 40,6 (£10,3) kri 104,0 (x11,0) cm,
BigmoBinHo. 3aranena cepenns (+CB) TpuBanicTh aCTMH Ha MOMEHT CKPHHIHI'Y CTAHOBIJIA
33,0 (£17,6) micauis. Ha BuxinHomy pisHi 3aranbHi cepensi (+CB) oLiHkn cHMOTOMIB
aCTMH BHOYI i BIeHb 3a mkanoo Bix 0 1o 3 cramosmiu BigmoBinHo 1,3 (£0,5) i 1,4 (£0,5).

20. Pesyneratn
e(eKTUBHOCTI

Veworo onindi epextusrocTti masarany 330 nauieHTiB (yci nauienTw, axi oTpuMany
nikyBanHs). YacTka Mali€eHTiB, AKi IPAMHHUIM YIacTh Y JIOCHIKEHHI B rpymi InTay,
posumHy 1A posmneHHs (20,4%), Gyna Ginbimoro, Hix y rpyni ITyneMikopry Peciymu
(8,3%). L1 pizuuus Gyna cTaTUCTHYHO 3HauyImoo (p=0,002). Pe3ynpTaTh 3MiHHMX
e(eKTUBHOCTI TIpeicTaBIIeH] B Tabmui A.

TABJIMIA A
CropuroBahi cepeHi 3viHH BiA BHXiAHOTO piBHA 0 THMXKHA 52"

3MiHHa InTan, po3unH mns IIYJIBMIKOPT
PO3NHUNEHHA PECIIVIIY (n =168)
(n=162)
Cepe/lHa 4acTOTa 3arOCTPECHS aCTMU (K-Th/PiK) 241 1,23*
?ﬁzi;]mm 4ac 0 MepLIOro 3aroCTPEHHA aCTMH 147,78 216,63*
CepenHiil yac 10 nepuoro 3acTocyBaHH 235,09 320,52*
IOJATKOBHX MPOTHACTMATUYHHX NpenapariB
(nnis)
Cepens 3MiHa 4aCTOTH 3ACTOCYBAHHS 4,07 6,17+
NOMETIYBANEHHX NPENapaTis
Cepenna KifIBKICTB KypCiB MepopanbHyX 317 2,35
KOPTHKOCTEpPOIAiB
Cepeats 3MiHa OLIHOK CUMIITOMIB aCTMH BHOMI -0,30 -0,54*
(IlIkana 0-3)
Cepeans 3MiHa OLHOK CUMIITOMIB aCTMH BJCHb -0,35 -0,63*
(IIxana 0-3)

o —— —
—

—

2 [lepeHeCeHHA BNCPEA OCTAHHBOTO 3HAYCHHA.
*p<(,001, ** p<0,0001, y nopisuauus 3 cycnexsieto und posnunenna [uran (Intal)

21. PezynbTatu
Ge3nexn

KOH®IIEHLIIHA IHOOPMALLLS,
1110 € BJIACHICTIO KOMIIAHII

Cepenniit (+CB) uac nikyBanss (yci manieHTH, AKi OTPHMAIH JTiKyBaHHA) 3 3aCTOCYBaHHAM
[HTaNy, pO3UHHY A/ PO3NMMICHHS, CTAHOBUB 324 (+95) aHi, i3 3acTOCyBaHHAM
IMynemixopty Pecymu — 350 (£61) axi.

T1po BUNAAKH JIETAIBHOTO Pe3yNbTaTy B bOMY AOCIIKESHH] He TOBITOMIIOCS.
TpoTsroM BiOKpHTOTO HEpioAy TOCTiKEHHS B 22 MALieHTiB OyII0 3apeecTpOBaHo

45 cepitosunx HA (CHA): 17 CHA y 9 (6%) natienTie y rpyni [HTamy, po3unmHy ans
posnmwienns, i 28 CH y 13 (8%) nauienTis y rpymi ITynemikopry Pecmyn. Onun nauiest
y Iyl 3acTocyBaHHs [HTany, po3uuHy AN PO3NWICHH:A, OyB BUKIIOYEHHUH i3
nociimkenns yepe3 H (cromaTur, rinepkiHesis, 3aXBOPIOBAHHA IIKIpH Ta He3BMUYakiHa
noeefinka). Yci CHA, wo Gynu 3apeecTpoBaHi NPOTArOM BilKpUTOro Iepioxy
JOCTIKEHHs, OLIHIOBATIHCA JOCTIAHAKOM K MaloiiMOBipHO OB’ A3aHi 3 HOCHiIKyBaHHM
aikysaHHAM. Mix JBOMa rpynaMu iKyBaHHS He GyJ0o KIiHIYHO 3HAYyIHUX BiAMiHHOCTEH
y BHi, yacToTi a6o cryneHi BupaxeHocti FUSI. Mix rpynamu ikyBaHHs He OyIio KIiHiYHO
3HAYYIMX BiIMiHHOCTE} Y 3HaYeHHsX 1ab0paTOPHUX aHali3iB, OCHOBHUX (i3i0M0MIHMX
[oKasHuKax abo pesynbrarax (izukanbHOTO 06CTEeXKEHHA. AHATIZH [T BUSHAUCHHA
MOKJIMBHX €(eKTiB JOCTiKyBaHOro JiKyBaHHA Ha 0asankHi i nocT-AKTI-cTuMynboBaHi
piBHI KOPTU30/1y B [UTa3Mi B MiArpyni Naui€HTIB, Yy AKUX Li aHaNi3u Oy1au NpoBeeHi, He
HOKa3aId 3HAYyIIUX BiqMiHHOCTe! MiX JBOMa IpyIIaMHu JiKyBaHHA. KpiM Toro, 03HaK
npurhivenss ITA cucTeMu B alieHTiB, ski orpuMyBany I1ynaeMikopt Pecrynu, He
crioctepiraiocs.
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Hacamkizens ciifi 3a3Ha4KTH, 0 BUMIPIOBaHHA 3pocTy (CTafioMeTpis) MoKas3anu
CTaTHCTHYHO 3Ha4yIly Pi3HUINO B IIBUAKOCTI pocTy -0,87 cM Mix npemapaToM
IMyneMikopt Pecmynu ta npenaparoM IHTan, po34MHOM JUIA PO3MIIEHHSA, X044 TaKi
BUMIpIOBaHHA i He 6YIIH 3a1yMaHi K J0CJDKEHHSA POCTY.

22. BHCHOBOK
(3aIo4eHHs)

Pe3ynbTaTy 1{BOro 52-TIKHEBOrO BiIKPUTOTO JOCHIAKEHHA 33 Y4acTIO

330 mamieHTiB-AiTeH i3 acTMOIO (yci MalfieHTH, IKi OTPHMANY NiKyBaHHA) BikoM Bia 2 10

6 pOKiB MiATBEPIKYIOTH HaBEIeH] HIDKYE BUCHOBKH JOCHiUKEHHA OO0 3aCTOCYBaHHSI

IMyasmikopty Pecrynu y nopiBHsaHHI 3 [HTa7I0M, pO3YMHOM AMA PO3MAIEHHA. 32

52-trxHeBHi nepios mpu 3actocysanni [TynsMikopty Pecrrymnu:

*  YacTOTa 3arocTpeHb aCTMH 6yIia 3 KT HIYHOKO Ta CTATHCTHYHOIO 3HAYYIiCTIO
HIKYOI0;

e 3HAYeHHs Yacy M0 [EPIIOro 3arOCTPeHH aCTMHU Ta O MEPIIOro 3aCTOCYBaHHA
JOAaTKOBHX IPeapaTiB HPOTH XPOHIYHOT acTMU 6y 3 KIIiHI9HOIO Ta CTATHCTHYHOO
3HAYYIICTIO GLIBIIUMH;

*  BiI3HaYanuca KIHIYHO i CTATHCTUYHO 3HAYYIN] NOKPAIIECHHA OLIHKHA CHMIITOMIB
ACTMH BHOYI Ta BJICHb i CKOPOUEHHsI 3aCTOCYBaHHS MOJETIIYBaJbHUX IIpeTapaTis;

+  Gyno NpU3HAYEHO MeHILE KypPCiB NepopalbHIX/TapeHTepabHIX KOPTHKOCTEPOI/iB;

*  Bif3HauanMCA MOKPALIEHHS SKOCTI JKUTTSA Ta 3MCHIICHHA BHKODHCTaHHA PECYPCiB
CHUCTEMH OXOPOHH 30pOB's;

*  Bif3HayanMcs MiABMIIEHHS CTYIICHSA 33JOBOJICHOCTI JiKaps Ta OMiKyHa
NpOTHACTMATHYHIMH [peNapaTaMy Ta IXHBOT 31aTHOCTI KOHTPOJIOBATH CUMITOMU
acTMH;

KpiM Toro, miaTBepIIUIHCs TaKi BUCHOBKH 3 Oe3NEKH:

+  IIpenapar ITynemikopt Pecimyiu, skuii 3aCTOCOBYBaIIM NIPOTATOM 52 THXHIB, 100pe
MEPEHOCUBCA IITHMH, XBOPMMHE Ha acTMy, BikoM Bix 2 10 6 pokiB.

»  He 6yno KiiHiYHO 3HAYyLUIMX BiAMIHHOCTEH Y BUI, YacTOTi aG0 CTYNeHi BUPaXEHOCTi
HSI y rpymi ITyneMikopT Pecynu y opiBHAHHI 3 rpymnoto IHrany, posuuny s
PO3MIICHHS.

+  Mix BOMa rpynamu JiKyBaHHA He Bil3HaYaJIKCh KIHIYHO 3HAYyINi BiIMiHHOCTI B
3MiHax 3Ha4eHb JIA00OPAaTOPHUX aHalli3iB.

+  Mix ABOMa rpynam JiKyBaHHA He BiA3HAYAINCh KIIiHI9HO 3HAYYILi BiIMiHHOCTI B
OCHOBHHX (hi310JIOTIHHIX TIOKa3HUKAX Ta PE3Y/IbTAaTaX (i3HKaIbHOTO OOGCTEKEHHS.

*  AHaNi3u [ BU3HAYSHHA MOXIIMBUX €(eKTiB JOCIiKYBaHOrO NiKyBaHHA Ha
6asanbaMii i mocT-AKTI -cTUMyIbOBaHHM piBHI KOPTH30MTY B INa3Mi KpoBi B miarpymi
HALEHTIB, Y AKX I aHAi3: 6y POBE/eH], He MOoKa3aJIK 3HAUYIIKX BiIMiHHOCTEH
MiX JIBOMA rpynamu JiikyBaHHA. OkpiM Toro, 03HaKk npurHideHHs I'TA cucremMu B
HALIEHTIB, AKi OTpUMYBaIK JiKyBaHHA npenaparoM ITynemikopt Pectynu, ne Oyso.

»  BumiproBanus 3pocTy (CTafioMeTpin) NOKa3aly CTATUCTHYHY Pi3HHUIO I TPYTIH
3acTocyBaHHA npemnapary I[TynmeMikopt Pecriynu y nopiBHsAHHI 3 rpynoro IHTamy,
PO3YMHY /s pO3MUIICHHS, X042 11i BUMIpIOBaHH i He 6YJIM 3aIyMaHi AK TOCTiKEHHA
pocty. Taki BUCHOBKH Y3ro[KyeTheA 3 pe3y/bTaTaMu paHillle MpoBeJeHIX
52-TuxueBux aocaimkens ([Tyasmixopt Pecimynn B mopiBHAHHI 3 IWiane6o B 3-x
6a30BHX IOCHIMKEeHHX, mpoBedeHnx y CIIIA).

3asiBHUK (BITACHUK
peecTpallifiHoro
MOCBiUEeHHA)

IMignucano y mporpami DocuSign:

/migmac/

97094F653B284DS5...

I-p JDkasaxymap Cypysaran (Dr. Jayakumar Gurunathan)
(T11B)

/minnuc/

[Meyarka: Ykpaina, m. Kuis, ToBapuctBo 3 o6MexeHoro BignosigansHicTI0O K ACTPASEHEKA

KOH®IJIEHLIIIAHA IHOOPMATIILA,
1O € BJIACHICTIO KOMITAHIIL
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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 Liquid Production

Sodertilje

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Liquid Production
Sodertilje

Sweden

Current manufacturer details:

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

product for which
registration was
conducted or
planned to be
conducted

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

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

Study SD-004-0732.

6. Clinical trial phase

v

7. Clinical trial time
frame

From 23 September 2000 through 30 June 2002

8. Countries where
the clinical trial was

United States of America

conducted
9. Number of Planned: 144
subjects Actual: 141
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10. Primary and
secondary objectives
of the clinical trial

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

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

11. Clinical trial
design

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

12. Key inclusion
criteria

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

13. Investigational
medicinal product,
method of
administration,
strength

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

14. Comparator,
dose, method of
administration,
strength

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

15. Concomitant
therapy

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

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

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

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

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

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

16. Efficacy
endpoints

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

CONFIDENTIAL AND PROPRIETARY
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17. Safety endpoints

Safety was assessed by:

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

o Incidence and severity of adverse events (AEs).

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

o Vital signs (pulse rate, blood pressure).

e  Physical examinations.

e  Oropharyngeal and nasal fungal cultures.

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

18. Statistical
methods

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

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

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

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

Other safety variables: Safety was also assessed by review of the incidence and
severity of AEs and the summary of changes from baseline in the vital signs, physical
exams and routine laboratory tests over the study period.
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19. Demographic
data of the study
population (sex, age,
race, etc.)

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

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

20. Efficacy
outcomes

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

21. Safety outcomes

Adrenal function results:

Eighty-two patients were evaluable for the analysis of adrenal function (plasma or
urine cortisol), 50 (61%) who received active treatment (33 in the budesonide 0.5 mg
group and 17 in the budesonide 1.0 mg group) and 32 (39%) who received placebo.
At both baseline and at the end of the study, plasma cortisol values increased from
basal levels following cosyntropin (ACTH) stimulation in all treatment groups. Ini the
evaluable population, the mean changes from baseline in the ACTH-stimulated minus
basal plasma cortisol levels were similar among the 3 treatment groups, with no
apparent decreased in cortisol levels resulting from active treatment (see Table S81).
Although there was a suggestion of a dose-related trend in the mean change from
baseline in plasma cortisol levels among a subset of patients with normal adrenal
function at baseline and who did not take any disallowed medications, meaningful
conclusions could not be drawn due to the variability of these data.

A shift from a baseline post-ACTH stimulation plasma cortisol value of > 500 nmol/LL
to a Week 12 post-ACTH stimulation plasma cortisol value of < 500 nmol/L was
evident for 7 patients (4, 2 and 1 in the budesonide 0.5 mg, budesonide 1.0 mg and
placebo groups, respectively) and the majority of values in these patients were near
the cut-off value of < 500 nmol/L. Six patients (5 in the budesonide 0.5 mg group and
1 in the placebo group) were evaluable for analysis of urinary cortisol data. No patient
in the budesonide 0.5 mg group had a subnormal urine cortisol value at Week 12
(defined as a reduction of at least 50% from baseline). The mean changes from
baseline to Week 12 in urinary cortisol values are provided in Table S2.
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Table S1. Summary of change from baseline in mean plasma cortisol values (nmol/L) (Evaluable Population)

95% Cli Wilcoxon
Change from bascline, (versus ANCOVA Rank Sum
Vuriable Adjusied mean (SEy placebo) pevalue p-value
S L

Plasma cortisol (pre-stimulation)

Placebo (N=31) -17.8 (22.0)

0.5 mg BIS (N=28) -63(23.0) -519,75.0 0.718 0.671

1.0 my BIS (N=1T) 20,4 (29.7) -36.0. 112.5 0.307 0168
Plasma cortisol (posllslimuhlnlion)

Placebo (N=31} 5.61 (30.4)

0.5 mg BIS (N=28) 300(319) -63.5,112.2 0.582 03891

|0 mg BIS (N=1T) MEidbH -B20.121.0 0.708 0.940
Plasma cortisol (post- minus pre-slimulation)

Placebo (N=31) 19.8 (36.1)

0.5 mg BIS (N=28) 37.9(38.0) -86.6,122.7 0.732 0.832

1.0 mg BIS (N=17) 8.4 (4B5.5) -133, 109.8 0.852 {1140

Table 82. Summary of change from baseline in urinary cortisol values (pgle Creat) (Evaluable Population)

Treatment Group N Baseline Mean (SE) Visit 6 Mean (SE) Change from Baseline (SE)

BIS 0.5 mg 5 163 (379 68.5 (33.58) 522 (3435)
Placebo 1 L6 17.8 448

BIS = budesonide inhalation suspension,
Other safety results:

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

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

22. Conclusion

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

(findings) function in paediatric patients aged 6 to 12 months with persistent mild to moderate
asthma with QD administration of budesonide in dosages of 0.5 or 1.0 mg. The safety
profile of budesonide in this young paediatric population, characterised by rates and
types of AEs, serious AEs, and discontinuations for AEs, was generally comparable to
that of placebo and consistent with the labelling of the product in children older than
12 months.
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[Mepexnan 3 aHrificbkol MOBH Ha YKPaiHCEKY MOBY

3BiT mpo KJIiHiYHE BUTPOOYBAHHS

1. Ha3Ba nikapChKOTO

Byneconin AcTpa3eneka (MbKHapoHa HeITATEHTOBaHA Ha3Ba — GyleCOHIN)

3acoby (3a

HasBHOCTI — HOMEp

peecTpaliiiiHoro

[IOCBITYEHHS)

2. 3asABHUK Hassa Ta aapeca BIaCHAKA PEECTPALIIHOIO NMOCBINYEHHS HA MOMEHT NPOBEeHHS
KJiHiYHOro BHMPOOYBAaHHSA!
JlineHuig 3 BUpoGHALTEA Pinkux dikapebkux Gopm (AstraZeneca Liquid Production)
Conepran’e, 1lBenis
(Stdertilje, Sweden)
Hazpa Ta ajipeca MOTOYHOrO BAACHHKA peccTPANiiiHOTO MOCBiMeHHs:
Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Coneptan’e, llenis
(SE-151 85 Sodertilje, Sweden)

3. Bupo6GHuk Hasea Ta aspeca 3apoay-supobHuka, 1o BupoGasB JgikapebKuii 3aci6 Ha MOMEHT

NpOBEeAeHHN KIiHIUHOro BHNPoGYyBaHH:
JlinbHUIS 3 BUpOOHMUTBA PifKuX Jikapckkux dopM (AstraZeneca Liquid Production)

Coneptan’e, lisenis

(Sodertilje, Sweden)

Ha3zga 3aBony-BHpo0HNKA, 1110 HApa3i BUpoGJsie aikapesKkuii 3acib:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Copneprar’e, Illsenis

(SE-151 85 Sodertilje, Sweden)

4. ITpoBeneHi
JIOCTHIKEHHS;

Tak

1) THN NiKapchKOro
3acoly, 3a AKUM
nposoawiacs abo
IUIaHY€EThCA
peecTpanis

Jlikapchkuit 3aci6 3a HOBHUM JOCHE (aBTOHOMHE OCHE)

5. IloBHa Ha3Ba
KJIiHIYHOTO
BUIPOOYBaHH,
KOJOBaHUH HOMED
KJIHIYHOTO
BUNPOOYBAHHA

JHocnmimxenns Gesnexu Ta epeKTUBHOCTI JBOX PiBHIB I03YBaHH Npenapary
MynemikopTy Pecrynu (Gyaecouin, cycnensis w inranamii, 0,5 a6o 1,0 mr/noGy) y
NOpiBHAHHI 3 UTane60 B HEMOBIMAT BikoM Bia 6 0 12 MicALiB 3 JIETKOIO Ta IIOMIPHOO
act™omo. Tocmimkennsa SD-004-0732.

6. ®a3za KIHIYHOTO
BUNPOOYBaHHA

v

7. Ilepiox nipoBe AeHHA
KITiHIYHOTO
BUIIPOOYBaHHA

Iz 23 Bepecus 2000 poky no 30 uepsra 2002 poky.

8. Kpainn, ne
TIPOBOMIIOCS
KITiHIYHe
BUNIPOOYBaHHI

Cnomyueni llltatu AMepuku

9. KinekicTsh
JOOCIIKYBaHAX

3amiaHoBaHa: 144
daktuuHa: 141

KOH®IJIEHIIITHA IHOOPMALLLA,
1[0 € BJIACHICTIO KOMITAHII
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10. Merta Ta BTOpUHHI
T KITiHiYHoro
BUIIPOOYBaHHA

TTepBHHHA LB BOTO JOCTIHKSHHS MOJNATaNa B OLiHI| O6e3[eKH 3aCTOCYBaHH
npenapary [Tynemikoprt Pectynu (0,5 i 1,0 Mr) oxuH pa3 Ha 00y B NOpiBHAHHI 3
miane6o s JiKyBaHHA JIETKOI Ta IOMIpHOT acTMH abo penuauByrodnx abo crifikux
XpHIiB y AiTeii BikoM Bix 6 1o 12 Micanis.

BTopuHHa 1111 UHOTO AOCIiKEHHS MONATaNA B OLiHL e()eKTHBHOCTI Npenapary
IMynemikopT Pecnynu i mmane6o MuisxoM NOPiBHAHHS OLIHOK CUMIITOMIB aCTMH BHOYi Ta
BJIEHB, YACTOTH 3aCTOCYBaHHS TIOJerYBaIbHUX TIpenapariB, KinbKkocTi BUNagkie
HeeeKTHBHOCTI JIKyBaHHA Ta BUNAAKIB NIPUIMHEHHS NiKyBaHHA depe3 HA, a Takox
3araibHOI OLHKH JikapeM CTAaTyCy aCTMH KOXKHOTO MallieHTa.

11. Ju3aiin
KJIiHIYHOTO
BUNpOOYBaHHA

12-TixHeBe, OaraTOLEHTPOBE, paHAOMi30BaHe, NOABiiiHE CIlille, KOHTPOILOBAHE 34
m1auebo A0CTiIKeHHS.

12. OcHoBHi kpuTepil
BKJIIOYEHHS

Tist HaGopy B HOCIIDKEHHS [MIAXOUIH NalieHTH 0OUABOX cTaTeil BikoM Bin 6 10

12 micamis (go 1 poky) 3i BCTAHOBICHUM IiarHO30M acTMH Ta O3HAKaMH i CUMITOMAaMH
acTMH B aHaMHe31 (TIpHHaMHI 2 eni30/1d NepCUCTYIOYNX/PeMANBYIOUHX XPHIIB), AKi 38
pillleHHAM OOCTIAHMKA MOIJIA OTPUMANU KOPHUCTH Bif iHraniitnoi nporusananbHol
Tepamii, i B Akux 6yB omikyH, skuii 6a)kas i 6yB 3AaTHUH JOTPUMYBATUCA MPOLIERYD,
BU3HAYECHUX IPOTOKOJIOM.

13. MocnimxyBanuit
JikapchbKuii 3acio,
criocif 3acTocyBaHHs,
cuna it

IMynsmikopT Pecnyin (6ymecouin), 0,25 a6o 0,5 mr/ma 1 pa3s Ha 106y, po3nuIeHHA 32
JIOTIOMOTOO HeGynaiisepa.

14. IIpemapar
MOpPiBHAHHY, 103,
croci6 3acrocyBaHH,
cuna gif

IMnaue6o, 1 pas Ha 00y, po3muwieHHs 3a JonoMorow Hebynaiisepa. Koprpocin
(Cortrosyn), 0,125 Mr, BHyTpiLlIHBOBEHHO.

15. CymyrHs Tepamis

KOH®IAEHIIIHA IHOOPMALILS,
1[0 € BJIACHICTIO KOMITAHII

Jlia HaGopy B MOCIIKEHHS TTiAXO WM MALIEHTH, AKi 3aCTOCOBYBAJIM AHTHXOJIIHEPTidHi
IpenapaTd Ta METANpOTePEHOIT, IPOTe BOHH NOBUHHI 0yJIM BUKOPUCTOBYBATHCS Ha
PpETYIIApHiit OCHOBI, a He JUTA MOJeTIEeHHS CUMIITOMIB.

Ha MoMeHT Bisuty 2 (ToGTO Bi3uTY, Ha AKOMY BifOyBajiaca paHIOMi3allisf) 3aCTOCYBaHHA
BCIX iHIIUX JiKapCchKUX 3aC00iB Mayio OyTH NPUMKHEHE, 33 BUHATKOM BU3HAYCHUX
JOCITI JHAKOM MOJIETIYBaIBHIX MpEnapariB, 3aCTOCYBaHHA AKHUX JO3BOJIANOCA 33
notpebu.

Ilixg gac BisuTy 1 JOCHiTHUK BU3HAYaB Pr-aroHict KOpoTkoi Aif (mepopanshuit a6o
iHrananiinmit), SKuif KOXHOMY MauieHTy 6yJI0 Z03BOJIEHO 3aCTOCOBYBATH 33 NOTPe6H
JUIA 3MEHIUEHHS Nepe6iry CUMIITOMIB NPOTATOM YCBOTO JOCIiTHKEHHA.

V pasi 3arocTpeHHs acTMH MicJit paHaoMi3aii naiieHTa, 3a pimeHHsM gocainHuka 6yno
I03BOJIEHE TIEPOPAIBHE 3aCTOCYBaHHs IPeNHi30Hy abo npeaHisonoHy. o3y Ta
TPHBAIICTh MEPOPAIBHOTO 3aCTOCYBaHHI KOPTUKOCTEPOI/IiB BU3HAYAB IOCI IHHKOM, AJie
AKIIO TPHBAJIICTE JiKyBaHHs LAMHM MpenapaTaMu epeBUinysana 10 oHis, manieHTa
BUKJIIOYAJIH 3 AOCHI/KSHHS.

TanienTam, y SKHX IC/IA He MEHIIE 2 TIKHIB JIiIKyBaHHS HOCHIIXKYBaHAM NPENAapaToM
OyJIH XpOHIYHI CHMITTOMM (SIKi He IPOBOKYBAIM PO3BUTOK iHGMEKLIT) Ta y AKMX micis
HEPiOAMYHOTO 3aCTOCYBAHHSA CHCTEMHOIO KOPTHKOCTEPOINY Bil3HAYAIOCS HOTIiPIIEHHS
nepediry acTME, MOXHa 6YJI0 JOIATKOBO 3aCTOCOBYBATH TPAAHLIHHY Tepartilo acTMH (3a
BHMHATKOM IHIIOrO iHraIAIiHHOTO KOPTHKOCTEPOiaY).

Jlocniguuk npu3Hayas iHIi JikapceKi 3aco0H, sAKi BBaXKaJIHCAa HEOOXiTHUMH I
61aronoayy4s namieHTa (OKpiM THX, AKi 3a3HaYeHi B KpUTEPiAX HEBKIIOYEHHS).
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16. Kputepii omiinku
€(eKTHUBHOCTI

EdekTUBHICTE OLiHIOBANTACS 38 TAKMMM 3MiHHUMH, SIK OLIIHKA CHMITOMIB aCTMH BHOYi Ta
BJIEHb, 4aCTOTA 3aCTOCYBAHHS TOJIETIIYBAILHHUX MIpeNapariB, KiNbKicTh BUMAAKiB
Hee(heKTHBHOCTI JIIKYBaHHS, KIIBKICTh BUITAAKIB IPUIIMHEHHA JikyBaHHs yepe3 Hi 1a
3arayibHa OLIHKA JOCIIi JHUKAMH aCTMATUYHOTO CTaTYCy KOXHOIO Malli€HTa.

17. Kpurepii oninku
6e3nekn

Besmeky oniHIOBaJIH 3a:

»  3MiHOK QYHKIIii HaHUPKOBUX 321103 (PiBHI KOPTH30JY B IUIA3Mi Ta cedi);

*  YacTOTOIO Ta CTyNeHeM BHpaKeHOCTi HebaxaHmx asum (HT);

+  3MiHOIO KIiHiKO-naGopaTopHUX NOKa3HUKIB (GioxiMidHMi i 3aranbHMiT aHai3H
KpOBi);

*  MAacolo TiIa Ta 3pOCTOM;

e OCHOBHHMH (i3i0NOriYHAMY NOKA3HUKaMU (YacTOTa MyJIbCY, apTepiajbHuil THCK);

*  pesynbTaTaMH Qi3UKaILHUX 00CTEXKEHB;

°  pesynbTaTamMy MOCiBiB 0poapHHTreaILHIX Ta Ha3aJIbHUX IPUOKOBUX KYyJIBTYD.

Bsaxanocs, 10 piBHI KOPTH30J1y B U1a3Mi KpoBi depe3 | rofuHy micas CTUMYILALIT
KO3MHTpOIiHOM MeHIe 500 HMOJIb/ T HIKYi HOPMH.

18. CraTucTHYHI
METOIU

OyHKLis HATHUPKOBHUX 32/103; [IepBUHHOIO KIHIIEBOIO TOYKOIO B IIbOMY AOCHiKEHH]
6yna oUinka GYHKIIi HaIHUPKOBHX 3a5103. II OuiHIOBANY K CepenHIO 3MiHY Bill
BHXiZHOTO piBHA 10 TIKHA 12 pi3HUI MiX 3HAYEHHAMH CTHMYJIEOBAHOIO
a[peHOKOPTHKOTPONHNM ropMoroM (AKTI) piBHA KopTH30IY Ta 6a3aJIbHOTO PiBHA
KOPTHU30JTy B IIa3Mi KpOBi [is 3pa3KiB [1a3MH i K CepeIHIO 3MiHY Bl BUXiJHOTO piBHA
1o Tk 12 piBHIB KopTH30Y B cedi AUt 3paskiB cedi. [lepBunHa 3MiHHa 6yia
npoaHali3oBaHa 3 BUKOPUCTAHHAM KoBapiamiiiHoro aHanizy (ANCOVA): 3a OCHOBHHH
edekT GyIo B3ATO JKYBaHHS, a 33 KOBapiaTy — BUXiOHUIA piBeHb. JIna minTBepkeHHA
pe3yIbTaTiB MapaMeTPUIHOro aHallizy n0 LUX JaHWX OyB 3aCTOCOBAHMI KpUTepil cCyMu
panriB Binkokcona. 1106 oniHuTH, Y1 BiApi3HAEThCA eEKT NiKyBaHH] B Pi3HUX
JOCIIIKYBaHHX BiKOBHX Ipymax, OYB NpoBeeHHIT TONATKOBUI aHa3.

®DyHKIiA HAHUPKOBHX 32103 TakoX GyJa oLiHeHa BUKOPUCTAHHAM 0a3aNbHHUX PiBHIB
kopruzony o crumyisanii AKTI, piBHIiB KOpTH30IY Yepe3 | FOTHHY MiCHIA CTHMYIALI]
AKTT, i pisuuni Mix 3HauyeHHsAMH mocT-AKTI -cTHMYIE0BAaHOTO piBHA KOPTH3OIY Ta
6a3aJBHOrO piBHA KOPTH30JIY B UIasMi Ha TIKHI 12 i mepeHeceHHAM BIIEPE] OCTAHHBOIO
3HaYeHHs. Js KOXKHOro MalicHTa i 3HAYeHHs OYJIH MpeACcTaBiIeHi Y BUIIIAAI TabnuLb
Ta, MPH [FOMY BBAXKAIKCS, L0 3HAYCHHA KOPTH30Jy B IUTa3Mi KPOBI IiCIA CTHMYJIALIL
AKTT menme 500 HMOJIL/T HDKYi HOpMH. 3MiHHI [UIst 3MiHU Bill BUXiTHOTO piBHA Oynn
npoaHanizosaHi 3 BuxopuctaHHsIM ANCOVA: 3a ocHoBHuII edeKT 6YII0 B3ATO
JiKyBaHHs, a 3@ KoBapiaTy — BUXiqHuil piseHs. 3HaueHHA Ha KiHelb JOCHiUKEHHA OyIn
[poaHani3oBaHi 3 BUKOPUCTaHHAM AUcTepciiiHoro aHamizy (ANOVA): 3a ocHOBHU
edekT 6yi0 B3ATO JiKyBaHHA.

Takosk OLiHIOBAIKCS 3BeICH] JaHi IO 3MiHH PIBHA KOPTH30ITY B cedi Bifl BUXigHOTO
piBHA 10 TIKHA 12.

3minni epextnsHocTi: Oninka ebeKTHUBHOCTI BKIIOYaNa 3MiHy B [TOPIBHAHHI 3
BHXIJHAM piBHEM OL{IHOX CHMIITOMIB BHOYi Ta BACHb, BiICOTOK JHIB 6€3 CUMITOMIB,
BiJICOTOK IHIB, ¥ sKi He Gy0 HOTPeOH 3aCTOCOBYBATH MOMNETILYBANLHI IPENapaTy,
9acTOTY BUNAJKIB TPUTIHHCHHS nikyBaHHA 4epe3 Hi 1a Hee(peKTHBHocn JiKyBaHHS,

a TaKOX 3aralbHy OLIIHKY JIiKapeM CHMIITOMIB aCTMH B KOXKHOTO 3 IALliEHTIB Ta IXHBOT
3[IaTHOCTi KepyBaTH CHIMITOMAaMHU acTMH. 3MiHH B NOPiBHSAHHI 3 BUXiTHUM piBHeM Oynm
MpoaHAi30BaHi 3 BUKOpHCTaHHAM Mozeni ANCOVA: 3a ocHOBHHI edekT OyIo B3ATO
niKyBaHH#, a 32 KOBapiaTy — BUXiaHuil piBeHs. besnepeprHi gani 6e3 owlinky Ha
BUXiTHOMY piBHi GyiM mpoaHatizoBaHi 3 BukopuctanHaM ANOVA: 3a ocHOBHHUIT edekT
GyJ0 B3ATO JTiKyBaHHA. 3arajbHi 3MiHHI OLiHKY JOCHiqHIKa 6yM NpoaHAIi30BaHi 3
BHKOPHMCTAaHHAM CTaTUCTHKU Kputepito Manreisa-I'eH3ens

Tumi sminHi Gesmexu: Besneka Takox Gyna oliHeHa DIJLIXOM aHaIi3y 3a mepiof
JOCIII>KEHHS YaCTOTH Ta cTyneHs BupaxeHocTi HJI Ta 3BeIeHHA 3MiH OCHOBHHX
dizionoritHuX MOKa3HUKIB y NOPIBHAHHI 3 BUXiJHUM piBHEM, Pe3yNbTaTiB (i3UKATBHIX
06CTeXEHb Ta UULIXOM MPOBEICHHA CTAaHJAPTHHX Ja00paTOpPHUX aHai3iB.

KOH®IEHLINMHA ITHOOPMAILLY,
1110 € BJIACHICTIO KOMIIAHII
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19. Hemorpadiuni
[OKa3HUKH
JOCHIHKYBaHOI
MOIMYJALT (CTaTh, BiK,
paca, TOIIO)

Vcworo 141 nanieur-gutuHa 6y paHAOMi30BaHu# y JOCIiIkeHHA Ta OTPUMYBAB:
6ynecomin 0,5 Mr (N = 48), Gyneconin 1,0 Mr (N = 44) a6o wiaue6o (N = 49). Binburicts
NalieHTiB 6yaM npeacTaBHUKaMH €BporneoinHoi pacu (70%) Ta gonosidoi cTaTi (62%).
Bik Tpoxu 6inbIe IONOBMHM NAaUieHTIB y BCix rpynax JlikyBaHH:A GyB MeHIIe 9 MicAuiB,
a cepelHil Bik BCix nauieHTis craHoBuB 8,4 MicauiB. Buxigni nemorpadivni
XapaKTEepUCTHKH MALieHTiB BCiX rpyn nikyBaHHA Oynu 1o0pe 30aTaHCcOBaHUMH.

3i 141 nauieHTa, panaOMi30BaHOTO WA TiKyBaHHA, 117 (83%) 3aBepIININ AOCTiIKEHHS,
BKJIIOYHO 3 75 MalieHTaMu, AKi oTpuMyBaiu Oynecouin (40 y rpymni 6yneconiny 0,5 mr i
35 y rpyni 6yneconiny 1,0 mr), i 42 nanientaMu, AKi oTpuMyBamM miane6o.

20. Pe3ynbrat
e(eKTUBHOCTI

Ilpu 3acTocyBaHHi GyaecoHixy BiazHayanocs Oiblie 3MEHIICHHA CUMIITOMIB aCTMH
BJEHB i BHOYI B NOPIBHHHI 3 riane6o. [ iHmpX 3MiHHIX e(eKTHBHOCTI (3aranbHa
OIliHKa JiKapeM KOHTPOIO CUMITOMIB aCTMH, YaCTOTA 3aCTOCYBAHHA IOJNETLIYBAIBHAX
Npenaparis, Hee(eKTUBHICTb JIiKYBaHHA Ta IPUIMHEHH NTiKyBaHHA Yepe3 HJT) B rpymax
aKTHBHOTO JIIKYBaHHA CHOCTEPiraiocs Aeske NOKpallleHHs nepeGiry CHMITOMIB aCTMH B
HOpiBHSHHI 3 rPynoo mwiane6o, ane Li BiAMiHHOCTi HE NOCATIM CTATUCTAYHOT
3HAYVIIOCTI.

21. Pesynbratn
6e3neku

Pe3ysibTaTi pyHKUIT HAZHHDKOBUX 32J103:

Jng amanisy ¢pyHkuil HagHUPKOBKX 341103 (PiBeHb KOPTH3OJTY B IUIa3Mi KpoBi abo cedi)
Gymu onineHi 82 mauienty, 50 (61%) nauieHTiB i3 Ynucna THX, AKi OTPUMYBAIX aKTHBHE
nixyeanHs (33 B rpymi 6yneconiny 0,5 mri 17 y rpyni 6yaeconiny 1,0 mMr) Ta 32

(39%) manieHTH 3 YNCHA THX, SKi OTPUMYBAIH IUIALEeoo.

SIx Ha BUXigHOMY piBHi, TaK i HANPUKiHUi KOCNiMKEHHA Y BCiX Ipynax JIiKyBaHHA PiBHi
KOPTH30JTy B IUIa3Mi KpOBi iABMULYBaNycs Micis cTHMYIALiT kocuaTponinoM (AKTI) y
NOpiBHAHHI 3 BUXiIHUMH piBHAMH. ¥ NOMyIANil, SKa MifaBaIach OMiHIl, CepelHs 3MiHa
B IOPiBHAHHI 3 BUXiJHUM piBHEM 3HaYeHHA Pi3HHLI PiBHIB KOPTH30JTY MiCIIA CTUMYJIALIT
AKTT Ta GasaibHHX PiBHIB KOPTH30IY B IUTa3Mi KpoBi OynI1 OIHaKOBUMH JUIS 3 IPYTE
NixyBaHHA, 63 ABHOTO 3HIKEHHSA PiBHIB KOPTH30JIY B Pe3y/IbTaTi aKTUBHOTO JIiKyBaHHA
(nue. Tab6nuigo S1). Xoua 6yyo BUCIOBIEHO NPHITYLICHHS PO A0303a/IEXKHY TEHICHIIO
CcepeaHbOi 3MIHHU PiBHIB KOPTH30JTY B IUIa3Mi KPOBi B IOPIBHAHHI 3 BUXiIHUM piBHEM
cepen MiArpyIHy NAaLiEHTIB i3 HOPMATLHO (PYHKIEIO HaTHMPKOBUX 3aJ103 Ha BUXiHOMY
piBHi Ta sAKi He MpHIMaTHK X0AHAX 3a00POHEHNX NPENApPATiB, CYTTEBHX BUCHOBKIB
3poGUTH He MOYKHA Yepe3 BapiaGenbHiCTh LUX AaHMX.

3pyLIEHHS Bill BUXiAHOTO PiBHA A0 THXHA 12 piBHA KOPTH30.Y B ILIa3Mi KPOBi Bil

> 500 amoine/11 10 <500 umob/n mica ctumyaii AKTI 6yno odeBuaHmM y

7 nauienTis (4, 2 i 1 y rpynax 6yzneconiny 0,5 mr, Gyznecoriny 1,0 Mr i mrane6o
BiZmoBinHO), i GiNBIIICTS I3 IUX MALIEHTIB MaJIH PiBEHb KOPTU3ONY OIIM3bKH 10
IPaHHYHOTrO 3Ha4eHHA <500 HMoB/1. 6 manieHTis (5 y rpyni 6yaeconimy 0,5 Mrily
rpyni miane6o) migmasanach OUiHLI 4714 aHaNi3y JaHWX OO PiBHIB KOPTH3OMY B Cedi.
Ha tixni 12 y rpymi 6yaeconimy 0,5 Mr y %0HOTO ALli€HTa piBeHb KOPTU30MTY B CeYi HE
6yB HIDKYe HOpMH (110 BU3HAYANACA K SHIKEHHA NpHHaliMHi Ha 50% Bix BUXiAHOTO
piBHs). 3Ha4YeHH cepeAHbO] 3MiHM PiBHIB KOPTH30ITY B CE4i BiJl BUXiZHOrO piBHA 10
TiokHA 12 npeacTasieHi B Tabaumi S2.

KOH®IJIEHLIIMHA IHOOPMALLLA,
1110 € BJIACHICTIO KOMITAHII

Ta6nuus S1. 3BefeHi AaHi UIOK0 3MiHM CEPEAHIX PiBHIB KOPTH30JY B TUIa3Mi KpoBi (HMONB/I) (OMYNALis, SKa
i AnaBaIAch OLIHII)

Kpurepiit cymu
3MiHa BiX BHXifHOrO 95% 1 Ppanris
piens CxopuroBade | (y mopisasnni | ANCOVA BinkoxcoHa,

3minHa cepende 3HayeHus (CIT) | 3 muaue6o) p-3HAYeHHA | D-3HAYeHHA
PiBeHb KOPTH30MTY B nNa3Mi kpo.i (ao
CTHMYALIT KOPTPOCIHOM)
Tnaue6o (N=31) -17,8 (22,0)
BCP, 0,5 mr (N=28) 6,3 (23,0) -51,9; 75,0 0,718 0,671
BCP. 1 mr (N=17) 20.4 (29.7) -36.0: 112.5 0.307 0,168
Pisens KOpTH301Y B N1a3Mi kpoBi (micas
CTMMYJIALIT KOPTPOCIHOM)
TInaue6o (N=31) 5,61 (30,4)
BCP, 0,5 mr (N=28) 30,0 (31,9) -63,5; 112,2 0,582 0,891
BCP. 1 Mr (N=17) 248 (41.0) -82.6:121.0 0.708 0.940
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Pisenb kopTaIony B nnaiMi kposi (pisexs 10
CTHMYAAUI MIBYC PiBEHb NHCAR CTHMYNAUIT)

TMnauefo (N=31) 19,8 (36,1)
ECP, 0,5 mr (N=28) 37,9 (38,0) -86,6; 122,7 0,732 0,832
BECP, | mr (N=17) 8.4 (48.8) -133;109.8 0,852 0,140
Ta6nuus S2. 3BefieHi AaHi 100 3MiKH CEPEHIX PiBHIB KOPTH30JY B ceyi (MKI/r kpeaThHiny) (nonynsiis, sxa
IMIIABATACE OLIHLLI)
Cep. 3Ha4eHHA Ha BUX. Cep. 3HaueHHs Ha Bi3uTi 3MiHa Bij BUXiAHOrO PiBHA

T'pyna nikyBaHHA . N piswi (CIT) 6 (CIT) (CI)

BCP, 0,5 Mr 5 163 (379 68,5  (33,58) 522 (34,55)

Inaue6o 1 62,6 17,8 -44.8

BCP — GyaecoHin, cycnensis as iHransuii

Inwi pesyabTaTi Ge3mexu:

IMpodins Gesneku Ta nepeHOCHMOCTi OyAECOHIAY B MalieHTiB-AiTell BikoM Bif 6 10

12 MicAuiB i3 Jierkoo Ta MOMIpHOI acTMOIO OYB 3icTaBHIM i3 TakuM npodineM mraneto.
3aransHa yactora HSI cranoswra 90%, 98% i 88% y rpynax Gyneconimy 0,5 wmr,
Gyneconiny 1,0 mr i mwrane6o piamosixgHo. Haitmomupenimi HJI, ki Gymu 3apeecTpopaHi
B LIBOMY AOCJIiKEHHI, BitoOpakald CUMIITOMH, IO € 3aTaJIbHAMM JUIA e AiaTpHIHOT
HOMYJIAL| 3 ACTMOI0, 1 BRIIOYAJH pecHipaTopHy iHdekIio, cepesHiit OTHT, IMXOMaHKY,
puHir i GoBanHs. Binewicts (99%) HA 6ynu nerkoro abo cepeJHOro CTyNMEHA
BHPa)KeHOCTI. 3 MallieHTH NepepBay JiikyBaHHA HepeadacHo depes HA, 1 —y rpymi
Oyaneconiay 0,5 Mr (Bucunu Ha o6iy4i Ta mui), i 2 —y rpyni 6yaeconiny 1,0 mr
(3arocTpeHHs acTMH Ta IHEBMOHIT). 2 nauieHTH B rpyni 6yneconixy 1,0 Mr 6ynn
rocrmitamizoBasi; ui ssuia Oynu KrackHikosaHi sk cepitozni HA. V rpyni 6yneconiny
0,5 mr cepitozni HSI BUHHKIIH 1ie B 3 manieHTiB (3aroCTpeHHsA acTMH, peclipaTopHa
indekuis Ta BipycHa indexuis). 3a BHHATKOM BHCHITY Ha 00IH9Yi Ta K1 B rpymi
Gyneconimy 0,5 Mr xo/He 3 cepito3HUX ab0 TaKHX, W0 0OMEXYIOTh MOXITUBICTE
nikyBanus Hi, we Gyio oniHeHe JOCIiTHUKOM SIK TaKe, sIKe MOIJIO MaTH 3B’A30K i3
JOCTHKyBaHMM TiKyBaHHAM.

V rpyni miane6o xoaHUi ManieHT He MPUITHHKUB JiKyBaHH: Yepe3 HS abo cepiiosni HA.
TIpo BUMagKH JAETAJBHOTO pe3yNIbTaTy B ILOMY JOCHIDKEHHI He NoBigoMnocs. Y
JOCIIDKEHH] HE Bio3HAYaNCs HeCTOAiBaHi, 0B’ 13aHi 3 JiKyBaHHAM 3MiHH OCHOBHHUX
(izionoriyHux oxa3sHMKIB, pe3yAbTaTiB (izuKkanbHOro 06cTexeHb Ta Jab0paTOpHHUX
aHamisiB

22, BUCHOBOK
(3aKTIOUeHHA)

HacaMmxkinens clif 3a3HaquTH, 0O Pe3yNBTATH [[LOTO AOCTIIKEHH] HE BKa3ylOTh Ha
NpUrHiYyBaIbHUIA edekt 6yaecoHixy Ha GpyHKIiFO HAAHUPKOBUX 3a1103 Y
MaieHTiB-aiTel BikoM Big 6 10 12 MicALiB i3 HEPCUCTYIOUOIO aCTMOIO JIETKOTO Ta
CepeIHbOr0 CTYIICHS BUPaXKeHOCTI Ipy BBeJIeHHi OyaecoHiny B fo3ax 0,5 abo 1,0 mr

1 pa3 Ha noGy. ITpodine Gezneku 6ynecoHiny B Uilt momynauii Aitell Ayxe paHHbOTO
BiKky, o OYB OXapaKTepH30BaHHUil 32 4acTOTOI0 Ta Buaamu H, cepiiosaumu H Ta
YacTOTOK NPUIMHEHHS 3aCTOCYBaHHA NpenapaTiB uyepes Hi, 6yB 3icTaBHEM i3
npodinem wranedo i BiAnosigae 3aTBepIKeHiM peryIsTOpHIME OpraHaMu iHpopmarii
IIOA0 0COGIMBOCTEN 3aCTOCYBAHHA Npenaparty B AiTel BikoM Bix 12 micsamis.

3asgBHUK
(BIacCHUK
peecTpauifHoro
MOCBiT9CHHA)

IMigmucano y nporpami DocuSign:
/migmuc/

97094F653B284D5. ..

I-p xasxymap 'vpyuatad (Dr. Jayakumar Gurunathan)
(ITIG)

/minnuc/

[Tevarka: Ykpaina, M. KuiB, ToBapuctso 3 oOMexenoro BinnopinanbHicTIO «ACTPASEHEKA

KOHOIIEHIIIHA ITHOOPMAIILS,
110 € BJIACHICTIO KOMITAHII

YKPAIHA », Inentudikaniitanit kox 37037434,

535

Ileit mepexiaan 3 aHIiNCBKOI MOBH Ha YKpaiHChKy MOBY 3poO6JIEHO MHOIO, IE€peKianaieM

Koctrouuk FOniero CepriiBHoIO %—@/



Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

AstraZeneca R&D Lund

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
AstraZeneca Liquid Production
Soderttlje

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

A randomized, partly blinded, multicentre, parallel study comparing the
efficacy and safety of Pulmicort Respules® (budesonide inhalation suspension)
at 0.5 mg once daily (QD), 1.0 mg QD, 1.0 mg twice daily (BID), 2.0 mg BID
and Pulmicort Turbuhaler® (budesonide) at 400 pg BID in adolescents

(12 years of age and older) and adults with moderate to severe asthma,

Study SD-004-0764.

6. Clinical trial phase

111

7. Clinical trial time frame

From 08 May 2003 through 04 January 2005

8. Countries where the
clinical trial was conducted

United States of America

9. Number of subjects

Planned: Approximately 750
Actual: 760 randomised

10. Primary and secondary
objectives of the clinical
trial

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

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

11. Clinical trial design

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

12. Key inclusion criteria

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

13. Investigational
medicinal product, method
of administration, strength

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

14. Comparator, dose,
method of administration,
strength

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

15. Concomitant therapy

Allowed medications:

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

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

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

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

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

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

16. Efficacy endpoints

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

value recorded at the end of treatment.

Key secondary variables included:

e  The change from baseline in FEV, forced vital capacity (FVC) and forced
expiratory flow expired during the middle half of exhalation (FEF25.754:) at
each visit and to the treatment period average.
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e  Percentage of symptom-free days, symptom-free nights, symptom-free
24-hour periods, awakening free nights, rescue medication free 24-hour
periods and asthma control days at each 2-week interval (ie, biweekly), at
the end of treatment (last 2 weeks of the treatment period) and averaged
over the treatment period.

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

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

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

17. Safety endpoints

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

18. Statistical methods

The efficacy analysis set (EAS) included data from all randomised patients who
took at least 1 dose of study medication and provided data after randomisation
for at least 1 efficacy variable. For the primary analysis, FEV1 was analysed as
the change from baseline (Visit 2) to the final treatment period value using an
analysis of covariance (ANCOVA) model with treatment and centre as study
factors and baseline FEV, as a covariate using a last observation carried
forward (LOCF) approach. To maintain the experiment-wise Type I error rate
at no greater than 5%, a step-down approach to hypothesis testing among
treatment groups (closed test procedure) and the interpretation of p-values was
taken. The primary inferential statistical comparison was between the Pulmicort
Respules 0.5 mg QD and 2.0 mg BID groups. For comparisons involving the
Pulmicort Turbuhaler group, no inferential statistical testing was done, but
rather 2-sided 95% confidence intervals (CI) on differences with each of the
Pulmicort Respules groups. For all secondary variables, nominal p-values for
all pairwise comparisons were presented with the primary comparison being
between the 0.5 mg QD and 2.0 mg BID Pulmicort Respules groups. The
proportion of patients with a predefined asthma event was compared between
treatment groups using Fisher’s exact test, and time to a predefined asthma
event was analysed using a log-rank test for treatment pairs. For all diary
variables, changes from baseline were compared among treatment groups using
an ANCOV A model with change from baseline as the dependent variable,
treatment and centre as main effects and baseline as the covariate.
Pharmacokinetic parameters (AUC, Cmax and AUCo.) were compared between
treatment regimens using a multiplicative analysis of variance model with
single factor treatment, and 90% 2-sided CI were constructed for the
differences between the 2 Pulmicort Respules BID groups, the 2 Pulmicort
Respules QD groups and the Pulmicort Respules 1.0 mg BID and Pulmicort
Turbuhaler groups.
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19. Demographic data of
the study population (sex,
age, race, efc.)

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

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

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

Demographic and baseline characteristics of the EAS were generally similar
across treatment groups. Within each treatment group, approximately
two-thirds of patients were female (58.4% to 66.0%) and most patients (81.3%)
were Caucasian, Across all randomised patients, the mean age was 40.6 years
and most patients were between 17 and 64 years of age (88.0%). The mean
FEV, as a percent of predicted normal ranged from 69.6% to 71.2% in the

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

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

508.0 to 560.7 pg/day.

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

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

20. Efficacy outcomes

The primary analysis of predose FEV, was based on the change from baseline
to the last value during the randomised treatment period in the EAS. As seen in
Table 1, the primary treatment group comparison between the Pulmicort
Respules 0.5 mg QD and 2.0 mg BID groups was not statistically significant for
the primary variable (p = 0.834). In addition, no statistically significant
differences in adjusted mean changes from baseline at any time point were
observed for any of the pulmonary function test variables (FEV,, FVC and
FEF35.75%) between the 2.0 mg BID and 0.5 mg QD groups (p > 0.05).
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Table 1 Change from baseline at end of treatment (LOCF)
in FEV1 (efficacy analysis set)

Treatment group

Pulmicort Respules Pulmicort
Turbuhaler

0.5mg | 1.0 mg | 1.0 mg | 2.0 mg | 400 pg BID
FEV1 (%) QD QD BID BID
N 140 135 145 129 151
Baseline, mean 2.37 2.30 2.32 2.30 2.35
(standard error) (0.05) | (0.05) | (0.05) | (0.06) (0.05)
Adjusted mean 0.02 0.01 0.08 0.01 0.12

change (standard 0.03) | (0.03) | (0.03) | (0.03) (0.03)
error) from baseline

Adjusted change -- 0.899 0.122 0.834 --
from baseline versus
Pulmicort Respules

0.5 mg QD, p-value

Adjusted change 0.03, -0.19, -0.12, -0.19, --
from baseline versus | 0.18 -0.03 0.03 -0.03

Pulmicort

Turbuhaler 400 pg

BID, 95% CI

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

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

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

1.0 mg BID was approximately 12% greater than that observed following
Pulmicort Turbuhaler 400 pg BID.
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21. Safety outcomes During the randomised treatment period, the overall percentage of patients with
at least 1 AE was lower in the Pulmicort Respules 0.5 mg QD and 2.0 mg BID
groups (45.0% and 44.9%, respectively) compared with the Pulmicort Respules
1.0 mg QD (53.7%), 1.0 mg BID (55.0%) and Pulmicort Turbuhaler (51.0%)
groups. Across all treatment groups, the majority of AEs were mild to moderate
in intensity, and the most commonly reported AEs were upper respiratory tract
infection, headache and nasopharyngitis. No dose-related pattern was observed
among the Pulmicort Respules groups with respect to the incidence of common
AEs. The overall incidence of drug related AEs as judged by the investigator
was 6.6% during the randomised treatment period.

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

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

Applicant (Marketing T
Authorisation Holder) W
Jayakwmar Gunuathan,
BT0B4FE53B28405..,

Dr Jayakumar Gurunathan

(full name)
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[Nepexinan 3 aHTIiHCEKOI MOBH Ha YKPaiHCBKY MOBY

3BiT IIpO KJIiHIYHE BANIPOOYBAHHS

1. HasBa J1ikapChKOro
3aco0y (3a HassBHOCTI —
HOMEp peecTpaliiinoro

Byneconin Actpa3eHeka (MiXKHapOLHA HEMATEHTOBAaHA Ha3Ba — OYIECOHI)

MOCBiTYEHHA)

2. 3asBHUK Hazsa Tta aapeca BAACHHKA peecTpauiiiHOro nocpigyenns 4a MoOMeHT
npoBeeHHs KAIHIYHOT0 BUNPOOYBaNNS:
enTtp nociimkens Ta po3pobok kommnanii Actpa3eneka (AstraZeneca R&D),
M. JIynn
Hazga Ta ajpeca NOTOMHOrO BAACHHKA PeECTPALIHOTO MOCBIIYeHHS:
Actpa3eHeka AB (AstraZeneca AB)
SE-151 85 Cogepran’e, llIBeuis
(SE-151 85 Sodertilje, Sweden)

3. BupoGuux Hasgea Ta agpeca 3aB0AY-BHPOOHHKA, 1110 BUPOOASIB JiKapCbKHIi 3aci0 Ha

MOMEHT NpOoBeAeHHs KIiHIYHOr0 BUNPOOYBaHHA:
JinpHuLS 3 BUpoOHUITBA PilkUX Jikapchkux ¢opm (AstraZeneca Liquid

Production)
Copnepran’e, lIsenis
(Sodertilje, Sweden)

Ha3zea Ta ajpeca 3aBoay-BHPOOHMKA, 110 Hapa3i BUPoOasie AikapebKHii
3acio:

Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e, I1IBewuis

(SE-151 85 Sodertilje, Sweden)

4. ITpoBeneHi NOCIimKeHHS:

Tak

1) Tun Jikapcekoro 3acoby,
3a AKKAM MpoBoauIacs abo
TUIAHYETHCA PEECTPALTiA

Jlikapcekuii 3aci6 32 HIOBHEM NOCHE {ABTOHOMHE JOCHE)

5. IloBHa Ha3Ba KIIiHI9YHOTO
BunpoOyBaHH:A, KOIOBaHHUI
HOMep KIIHIYHOrOo
BHIIpOOYBaHH

PannomizoBaHe, 4acTKOBO ciiine, 6araToleHTPOBE JOCHiIKEHHS B MapalebHUX
rpynax, y ikoMy nopiBHioBanucs eeKkTHBHICTh Ta Ge31eKa [penapary
ITynemikopt Peciynu (6ynecoHin, cycnensis mns inransuiit) y rosi 0,5 mr 1 pa3
Ha 100y, 1,0 Mr 1 pa3 Ha xo0y, 1,0 mr aBivi Ha noby, 2,0 Mr gBidi Ha noOY, Ta
npenapary Ilynemikopt Typ6yxanep (6yneconin) B 1o3i 400 Mxr asiui Ha 106y B
miutiTkiB (BikoM 12 pokiB i cTapiue) i Zopociux i3 MOMIpPHOIO Ta TAKKOO
actMoro. locnimkerns SD-004-0764.

6. ®aza KIiHiYHOTO
BHIIPOOYBaHHSI

I

7. Ilepion mpoBeaeHH:
KIIiHiYHOro BUNpo6YBaHHS

I3 8 TpaBHs 2003 poky 1o 4 ciuns 2005 poky

8. Kpainm, ne npoBogumnocs
KIiHiYHe BUNpoOyBaHHA

Cromyyeni llItatn Amepuxu

9. KinekicTs
IOCIIIKYBAHUX

3arnaHoBaHa: npubausHo 750
takTiyHa: 6ya0 paHaoMizoBaHo 760 manieHTa

10. Meta Ta BTOpPHHHI IUTi
KJITiHIYHOTO BHIPOOYBaHHS

Merta 1bOT0 IOCHIKEHHS MOAralia B TOMY, 1100 HOPIBHATH €EeKTUBHICT
npenaparty ITynemikopt Pecnynu y no3i 0,5 mr 1 pa3 Ha 1o6y ta 2,0 Mr 1Bivi Ha
106y B maIieHTiB i3 MOMipHOO Ta TAXKKOK acTMOIO BikoM 12 pokiB i crapie.
BTopuHHI 1iJTi HBOTO KOCTiAKEHHS MOJAralii B TOPiBHAHHI eQeKTHBHOCTI Ta
Ge3nexu npenapaty [lyasMikopt Pecnynu y no3i 0,5 mr 1 pa3 Ha 106y 3 no3amu
1,0 mr 1 pa3 Ha 106y Ta 1,0 Mr 1Bidi Ha 700y, a TAKOXK B OLIHII
dapmaxokinetuku (PK) npenapaty ITynsmikopt Pecniynu y nosax 0,5 mr 1 pa3
Ha go6y, 1,0 Mr 1 pa3 Ha no6y, 1,0 Mr aBiui Ha 100y, 2,0 Mr ABivi Ha 100y i
npenapaty [TyasMikopt TypOyxanep y no3i 400 Mxr 1Biui Ha 106y B alieHTIB i3
actMo1o BikoM 12 pokis i crapure. ITynsmikopt TypOyxanep y nosi 400 Mxr aigi
Ha 106y OyB BKIFOYEHHH SK aKTHBHUI penapaT MOPiBHAHHS I IOPiBHAHHA
eheKTUBHOCTI Ta Ge3MeKH.

KOH®IEHLIIMHA ITHOOPMALILS,
1110 € BJIACHICTIO KOMITAHII
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11. quzaitd KINiHIYHOTO
BUNPOOYBaHHA

12-TwxHeBe, paHAOMI30BaHe, YaCTKOBO CIIille, 6araToleHTPOBE AOCTIIKEHHA B
napajenbHUX rpynax.

12. OcHoBHi kpurepil
BKJIIOYEHHA

o HaGopy B JOCIIiKSHHS 111 IXOAUIM AllieHTH OOUABOX cTaTel BikoM 12 pokiB
i GiJbIlE 3 TOMIPHOKO Ta TAXKKOIO aCTMOIO BiMOBiZHO 10 n060BOi nOTpebu B
iHransuifinux koprukocrepoigax (IKC) (BocTaHHE 3aCTOCOBAHUX HE MEHIIE HiXK
3a 30 muiB 1o BisuTy 1) i 06’eMoM dopcoBaHoro Buauxy 3a 1 cexynny (O®B))
Bix 45% mo 90% Bia mporHo3oBaHO! HOPMK Ha MOMEHT CKpHHIHTY i Bix 45% 1o
85% Bix mporH030BaHOT HOPMH Ha MOMEHT Bi3uTy 2. Ha MomeHT BisutiB 1 abo 2
Oyna BuMora neMoHcTpallii 3sopotHoCcTi OPB1 >12%.

13. JocnimkyBaHuit
nikapceKuii 3aci6, croci6
3aCTOCYBaHHA, CHIa il

IMynemikopT Pecnynu B no3ax 0,5 Mr 1 pa3 Ha no0y, 1,0 mMr 1 pa3 Ha 106y, 1,0 Mr
neiui Ha go6y abo 2,0 Mr aBivi Ha no0y. KoxxHuit 0qHOR030BUII KOHTCHHED
(pecmyna) mictus 0,25 Mr Gyaeconizy/mn y 2,0 M cycheHsii Ui po3NIIeHHS.

14. IpenapaT nopiBHAHHA,
I03a, Crocid 3aCTOCYBaHHs,
cwia ail

IyneMmixopt TypOyxanep y no3i 400 Mxr npidi Ha 106y, 200 MKr Ha
1 po3nunenHs, 6yB BKIIOUEeHUH K aKTUBHUM Npenapat NOpiBHAHHA.

15. CymyTHs Tepanis

ByJio 103BONIEHO 3aCTOCYBAaHHS TakHX MpeIapariB:

+  Anp6yTepod 3a TOTIOMOTOK0 aepo30JIbLHOTO 03yrodoro inramropa (pMDI),
BUKOPHMCTAHHS AKOTO SIK MOJETIYBaJLHOTO Ipenapary s HeBiKIagHoi
Tepamii OyJio 103B0JIeHO Y pa3i noTpeOu K Mmix Jac BBiZHOrO, TaK i Mix 9ac
PaHIOMI30BaHOTO Mepiony JNiKyBaHHA. Y IEOMY JOCIHi/UKEHH]
HOJIETIYBAJIHAM TIpeNapaToM Mg HeBinkinanuoi Teparil 6yB reHepH4YHui
ap0yTepoIL, 10 3aCTOCOBYBABCA 33 fonoMoroo pMDI, xo4a BUKOpHCTaHHS
ans0yTepoiy 3a JoIoMOro HeGynaiizepa 6yJI0 TakoX J03BOJICHE.
IMauieaTaM ciix 6yno yTpuMyBaTHCS Bifl 3aCTOCYBaHHA NOJETIIYBATBHAX
npenaparis MoHaMMEHIIe IPOTArOM 6 TOJUH A0 CIipOMETPUYIHOrO
JOCIIIKEHH, siKe IPOBOIIIOCS ITifl 4ac KO>KHOTO Bi3UTY JOCTiMKEHHI.

+  CyauHO3BYXYBaIbHI/IPOTUHAOPAKOBI NpenapaTy MiclieBol Al 1711 oyel y
pasi moTpeCu Npu THKKMX CUMOTOMaX i3 6oky oueit.

*  Jocniguuk(-u) npusHavas(-nu) iHIOI NpeTapaTH, sKi BBAXAIKC
HeoOXigHUMM T Ge3TekHd Ta 61arononyy4s nalieHTiB, OKpiM THX,
3aCTOCYBaHHA AKHX 3a60pOHAIOCH MPOTOKOJIOM AociuimkeHHd. o
JO3BOJICHHX JIIKApChKHUX 3ac06iB BiIHOCIIHCS NPOTHHAOPAKOBI IpenapaTy,
aHTHricTaMiHHI Ipenapary (3a BUHATKOM TIPOKCH3NHY Ta LIETUPU3HHY),
MYKOJIiTHKH, BIAXapKyBaIbHI 3ac00H, aHTHGIOTHKY, IiAPOKOPTU30H MicLIEBOL
nii (£ 1%) Ta BiTaminm.

+  SIKuo Mali€eHT 3aCTOCOBYBAB HA3aJIbHI KOPTHKOCTEPOIAN 0 Bi3UTY 1, iX ciix
OyJ10 MPOIOBXKYBATH 3aCTOCOBYBATH B Tili Jke 1031 1o BizuTy 5.

*  Auepren-crnenudivba iMyHOTepaIis, 3a yMOBH, LIO NAaLi€HTH OTPAMYBAIH
i ITpAMYBaJIbHY K03y He MeHIIe 6 TIKHIB i nepexdadanocs, 10 BOHU
OyayTh MPOIOBXKYBATH OJEePKYBaTH CTaOLIBHY /103y iMyHOTepalii IpoTAroM
YCBOTO JOCIiIKESHHSI.

»  Dochinuuk(-u) npu3Ha4YaB(-nx) iHWI NpenapaT, sKi BBaXaIHuCs
HeoOXigHUMY [T Ge3leKH Ta GIIaronoyyys nalieHTiB.

16. Kputepii oniHku
e(eKTUBHOCTI

IepBunHO0 3MiHHOK Oyna 3mMiHa O®B; Bii BUXigHOTrO piBHA 0 OCTAHHBOTO

sHadenHs O®B), 3apeecTpOBaHOTrO HANPHKIHIL KiKyBaHHA.

OCHOBHI BTOPHHHI 3MiHHI BKIIIOYAIH:

¢ 3MiHa Bix BuxigHoro pisHa O®B1, dopcoBaHOT HKUTTEBOT EMHOCTI JIETEHB
(®KET) i miKoBOT IBUAKOCTI BUAMXY MiJl 4aC CepeAHbO] MOJIOBUHU BUIUXY
(TIILB,5_75%) — Ha MOMEHT KOXHOTO 3 Bi3UTiB Ta B cepefluHi nepiony
NiKYBaHHS;

*  BimcoTox AHIB 6€3 CHMIITOMIB, Houell 63 CHMIITOMIB, 24-TOAMHHUX NEpioaiB

KOH®IIEHIIMHA IHOOPMALIL,
1[0 € BJIACHICTIO KOMITAHII
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6e3 cumnToMiB, Houeit 6e3 cuMnToMiB 6€3 MPOKUITaHHA, 24-rOAUHHIX
TepioAiB, y AKi He noTpe6yBaocsa 3aCTOCYBAHHS MOJIETIIYBAIBHUX
npenapari i AHIB i3 KOHTPOJIbOBaHOK ACTMOK — [0 ZIBA THXKHI,
HaNpUKiHOi JiKyBaHHA (OCTaHHI 2 THXKHI nmepiony NikyBaHH:) Ta B CCpeIUHI
nepiofy JiKyBaHHS;

*  3MiHa Bix BUXiZHOTO piBHA cepelHbOT PAHKOBOI T2 Be4YipHbOI MiKOBOT
wBuakocti eunuxy (ITIIB), cepeaHsoi OIIHKY CUMNITOMIB aCTMHU BAEHS i
BHOYi Ta 3araJbHo1 KiIbKOCTI MEAMKaMEHTIB, L0 3aCTOCOBYIOTHCA — LIO
IBa TIKHI, HAPHKIHLI JiKyBaHHA (OCTaHHI 2 TYKHI nepiofy NiKyBaHHS) Ta
B CepelIlHi epioy JTiKyBaHHS;

*  YacTOTa 3a3[aJIETiib BI3HAYCHUX HaNaIiB aCTMH Ta Hac IO 3a3Jaerijb
BU3HA4YEHHUX HaMajiB aCTMU — HPOTATOM NEpiony JiKyBaHHI.

«  dapMaKOKiHETHYHi MapaMeTpH BKJIIOYAIHN IUIONLY il KPUBOIO 3aJIEXKHOCTI
kxoHueHTpauii Big yacy (AUC) Bix 0 no momenty t (AUC.;), MakcUMaIbHy
KOHLEHTpaLilo B mwiasMi KpoBi (Crax), 9aC JOCATHEHHS MaKCHMAIIBHOL
KoHUeHTpalii B rua3Mi KpoBi (Tmax), KiHueBuii nepion nanissuBeneHHA (T1/2)
Ta Cepe/IHiii yac yrpuMyBaHHs Npenapary B 1U1a3Mi KpoBi.

17. Kpurepii oninku
Oe3neku

Besneka Oyna oniHeHa 3a yacToToro Hebaxxanux sl (HS), cepiiozHux
Hebaxkanux syl (CHST), HSL, o npuzseny 00 NpUNMHEHHS YIACTi, Ta iHIIHX
sHayHUX H, a Takok 3a 3MiHOIO Bill BUXiZIHOrO piBHs Pe3y/bTaTiB KIIHIYHAX
nabopaTOpHUX JOCIiIKEHb, OCHOBHUX (Pi3i0OriYHMX MMOKA3HUKIB Ta Pe3yJbTAaTiB
¢izukansHOro 06CcTENKEHHS.

18. CraTucTruHi MeTOIH

Jani nonynauil anst aHanizy eekTHBHOCTI BKIIIOYAIH JaHi BCiX paHIOMi30BaHUX
NaLi€eHTiB, AKi 3aCTOCOBYBAIU NPUHAMMHI | T03y AOCTIKYBAHOTO IIpenapary i
micis parnoMizanil Hagany iHbopManiro mpuHANMHI W1 OfHieT 3MiHHOT
edexruBHOCTI. [l nepeuHHOTO aHanizy O®B; 6yB npoaHanizoBaHuit sk 3MiHa
BiJl BUXiZHOTO piBHA (Bi3UT 2) 10 3HAYEHHA CTAHOM Ha KiHeIlb nepiofy NikyBaHHA
3 BUKOPUCTaHHAM MoJeni koBapianiitHoro ananizy (ANCOVA), nipu upoMy 3a
YMHHUKY OOCIiIKeHHS 6yIIo B3ATO JTiIKyBaHHS Ta HOCHiAHHIBKUIA IEHTD, a 32
koapiaty BuxigHuit OOB), i3 BUKOPUCTaHHAM MiAXOMY [EPSHECEHHS BIEPE
IaHux octanHboro criocrepexxeHns ([IBJOC). s niATpUMKH piBHA OMHIOK |
poOLy B ekcriepuMenTax He Giybiie 5% Gynu 3acTOCOBaHi MOCTYNMOBUIA i IXi/ 10
MepeBipKy TinoTe3 cepes TPy JTiKyBaHHA (METOANKA 3aKpHUTO] NEPEBipKy) Ta
inTepnpeTauis p-3HaueHb. [lepBuHHe iHepeHIiliHe cTaTUCTHYHE NOPiBHAHHA
6yJs10 TIpoBeIeHe MiX IPyNaMH 3acToCcyBaHHA npenapaty [TynemikopT Pecrynn
0,5 mr 1 pa3 Ha 106y Ta 2,0 Mr aBiui Ha n0o0y. J{ns NOpPIBHAHB 33 YYacTIO TPYNH
Iymemixopty TypOyxanepy He Oyio HpoBeeHe CTaATUCTUYHE TECTYBaHHA, OJHAK
Oynu po3paxoBani 2-6iuHi 95% nosipui inTepBanu (JII) BinMiHHOCTEH KOMXKHOI 3
rpyn [ynemikopty Pectynu. [ BCiX BTOPUHHHUX 3MiHHUX GynH NpeAcTaBlIeH]
HOMiHaNIbHi P-3HAYESHHS I BCIX MApHHUX NOPiBHAHB, IIPU LIbOMY IIEPBUHHE
MOpiBHAHHA OyJ10 MpoBeAeHe Mix rpynaMu IlyneMikopty Pecriymm 0,5 mr 1 pas
Ha 100y Ta 2,0 Mr aBigi Ha 106y. [lopiBHAHHA MiX rpynaMu JIiKyBaHHs YaCTKH
mauieHTiB i3 3a31aerigb BU3HAYeHUM HalagoM acTMH OyJio poBeeHe 3
BHKOPHMCTAHHAM TOYHOr0 KpuTepito dilepa, a 4ac 40 3a34ajIerifb BU3HAYEHOTO
Hamagy acTMHU OYB [IpOaHATi30BaHUI i3 BUKOPHCTaHHAM JIOT-PAHTOBOTO
KPUTEPito i map jikyBaHss. [IOpiBHIHHA MiX rpyHaMH JIiKyBaHHS aCTMH 3MiHU
Bil BUXiZHOTO piBHA BCiX 3MiHHUX, 3HAYECHHs AKUX QikCyBaIUCA B IOJCHHUKY
namienTa, 0ymo mpoeeneHe 3 BUKopucTaHHAM Mozaeni ANCOVA, npu usomy 3a
3aIENKHY 3MiHHY 0YJI0 B31TO 3MiHY Bill BUXiIHOTO PiBHs, 32 OCHOBHi eeKTH —
JIKYBaHHA Ta ZOCTITHHLIBKUI LIEHTp, a 3a KoBapiaTy — BuxinHuit piBeHs.
TMopiBHAHHA MK rpynaMH JikyBaHHA ¢apMaxokiHeTHmaHMX mapametpis (AUC,
Cmax 1 AUCo.¢) Gyi1o nipoBezieHe 3 BUKOPUCTAHHAM MYJIBTHILTIKATUBHOT MoJei
JIMCTIEPCIAHOTO aHaNi3y 3 0qHOGMAKTOPHUM JIIKYBaHHAM, 1 6yin nobynosani 90%

KOH®JIEHIIIHA [HOOPMALLLA,
IO € BJIACHICTIO KOMIAHIT
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neobiuni /I ang BiaMinHOCTE# Mix ABOMa rpynamu IlyneMikopT Pecirynu aBivi
Ha 106y, 2 rpynamu ITynemikopt Pecynu 1 pa3 Ha no0y, rpynoro IynsMikopt
Pecitynu 1,0 Mr aBidi Ha 106y Ta rpynoto ITynemixopt TypGyxanep.

19. demorpadiuni
TTOKa3HUKK TOCTiIKYBaHOT
nonynauii (crate, Bik, paca,
TOILO)

Veboro B gocnimkenns 6yno pangoMizosaHo 760 mauienTis y 70 nenTpax B 13
5 rpyn JIiKyBaHHsl, IIpH LBOMY KiNBKiCTh MALI€HTIB y Tpymax JikyBaHHA Oyla
no6pe 30anaHCOBAHOIO.

OnuH nmanieHt OyB 3aIydeHuil 10 TOCHIMKEeHHs B 2 JOCHiTHNX LIeHTpax i 6yB
paHaoMi3oBaHMil BUIIAAKOBAM YHHOM NS OTPMMaHHS npenapary Ilyismikopt
Pecnynu 1,0 Mr gsivi Ha 106y B 060X nenTtpax. JaHi no npoMy MarieHToBi Mo
060X NiKyBalbHUX BIUTHBaX OyIM BUKIIOUEH] 3 ycix aHai3iB. TakuM YHHOM, yCs
paHIOMi30BaHa ONMYJsAIiA cTaHoBIIa 758 mauienTiB. Vi nanienTy, [Ki
3aCTOCYBaJIM NpUHAiMHI 1 103y TOCTiHKYBaHOTO Mpenapary, Oy/nH BKIIOYEH] B
HOMYNALLO IS aHamizy 6e3neku. OKpiM TOro, y MOmyJisALito IS OLiHKY 6e31eKH
Oy BKJIFOYEH] BCi IPOJIiKOBaHi MalienTy, sKi Hanany qaHi NpuHaiMHi 11

1 kiHueBof TOYKH €(hEKTUBHOCTI.

V 93 nmauientie 6yIo npuHaitMHi | BimxwieHHs Bif IPOTOKOILY, AKe NPU3BENO N0
X BUKJTIIOYEHHS 3 MOMYJIALII 38 IPOTOKOJIOM.

Temorpadiuni Ta BUXiAHI XapaKTepUCTUKH MOTYJIALI] VI OLiHKH Oe3MekH B IiIoMy
OyJi OIHAKOBMMH B Pi3HUX IpyIax JiKyBaHHS. Y KOxHilt rpymi JikyBaHH
npubJIM3HO BI TPETHHH MAalli€HTIB CTAHOBUIIX JKiHKH (Bix 58,4% 1o 66,0%),

a OsLicTs nanienTis (81,3%) Gynu eponeoinHoi pacu. CepelHiit Bik ycix
PaHIOMIi30BaHHUX MALI€HTIB cTaHoBUB 40,6 POKiB, a GUTBIIICTS NManieHTiB 6yu BikoM
Bix 17 oo 64 poxis (88,0%). Cepenniit O®B; y BificoTKax BiJ MPOrHO30BaHOi HOPMH
KOJIMBABCA B 5 Ipymax JikyBaHHs Bix 69,6% no 71,2%, a cepenilt Buximumit ODB;
cTanoBuUB 2,33 11 1ys Beix naujentis, Cepe/IHi OLiHKY CHMITTOMIB aCTMH BIICHS i
BHOYI [IPOTArOM 7-A€HHOTO Iepiomy, 110 Ge3mocepeiHs0 Nepe/Iye panaoMisanii,
BapiroBayMcA cepex S rpyr yikyBaHHs Bin 1,02 o 1,11 Ta Bix 0,82 o 0,92,
BifnoBiAHO. 3a BuHaATKOM 1 mauieHTa B rpyri ITyasmikopt Pecryiy, 1,0 Mr agiui Ha
106y, nporarom 14—21-1eHHOr0 BBiIHOTO MEpiOLy DOCIiKEHHA YCi NALlieHTH
3acrocoByBaiy npenapatu IKC, HalimomupeHimmym i3 skux Oys QIyTHKa30Hy
pPOIIOHAT, KU 3aCTOCOBYBIH MPUOTHU3HO TPH YBEPTi MALIEHTIB Y KOXKHIH rpymi
TKYBaHHA B cepeniit noOosiit no3i Bin 508,0 no 560,7 Mxr/noby.

YacTka NalieHTiB, AKi J0YacHO MIPUIMHWIM JTiKyBaHHS], Oy1a HAatHIXKUOIO B
rpynax ITynemikopt TypOyxanep (21,3%) Ta [Tynemikopt Pecnynn, 0,5 mr 1 pas
Ha 100y (26,2%), i konuBanacs Bix 32,0% mo 39,5% cepen iHmmux 3-x rpym.
HaiinonMpeHimow NpuYMHO NPUNKHEHH JIIKyBaHHS OyJia I0ABa O3HAK YK
CHUMIITOMIB, SIKi 3aI0BOJBHAIIN KPUTEPiAM AJIs HPUIMHEHHS y4acTi B
nocimxenni (16,2%), a 9acTka NaUi€eHTIB, AKi IPUIMHIIN TiKyBaHHS 4epe3 L0
NpUYHHY, 3aranoM Gyia 3icTaBHOIO MiX 5 rpynamu JiikyBaHHs. V Ipymax
[MyneMmikopt Pecmyny, 1,0 Mr agiui Ha 1o6y i 2,0 mMr aBivi Ha 106y noyacHo
NPHUIIMHKB YYacTh Y JOCIiDKEeHH] depe3 HeGaxKaHHA MPOJOBKYBaTH BULIUIA
BIICOTOK maujeHTiB, 9,4% i 15,6%, BiamoBigHo, y NopiBHAHHI 3 iHIIKUMH 3
rpynami (1,9-5,4%).

20. Pesynbtatu
e(eKTUBHOCTI

KOH®IEHIIMHA THOOPMALILS,
I1[O € BJIACHICTIO KOMITAHIT

Meppuunuii ananis O®B; nepex moyatkoM JikyBaHHA OYB 3aCHOBaHMI Ha 3MiHI
Bill BUXIHOIO PiBHA A0 OCTAHHBOrO 3HAYECHHS MPOTATOM PaHAOMi30BaHOTO
nepiogy NikyBaHHS B HOMyAALT U1 OliHKH Ge3nexu. Sk BUAHO 3 Tabmuui 1,
NepBUHHE MOPIBHAHHS Ipym JikyBaHHA Mk rpynamu ITynemikopT Pecmyny,

0,5 mr 1 pa3 Ha 106y i 2,0 mMr ABiui Ha 100y He OyJIO CTATUCTHYHO 3HAYYINUM UL
nepBUHHOT 3MiHHOT (p = 0,834). OxpiM Toro, Yy 6ynb-AKHil MOMEHT 9acy MiK
rpynamu [TyneMmikopt Peciynn, 2,0 Mr aBiui Ha 700y i 0,5 Mr oauH pa3 Ha fo0y
He 6YJI10 CIIOCTEPEKEHO CTATHCTHYHO 3HAYYIINX BiAMIHHOCTEH y cKOpHToBaHil
cepenHilt 3MiHi Bix BUXifHOTO PiBHA M1 GyAb-AKHX 3MiHHHX JOCIIKEHHS
¢byukuii nerens (OB, ®XKEIT i [TIIB2s759%) (p>0,05).
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TaGaunsa 1. 3mina O®B; Bia BuXiaHoro piBHA A0 KiHLA JIKYBaHHSA
(IIBAOC) (monyasinisi 47151 aHATi3y e(eKTHBHOCTI)

I'pyna nikyBaHHS

HyaemikopT Pecnyan IMynsmikopT
TypOyxanep

05mr | 1,0mr | 1,0 mr | 2,0 mr [400 mxr aBiui
1 paz ua |1 pa3 ma | aABiui Ha | ABiui Ha Ha 100y

ODBi (%) 106y noGy no6y no6y

N 140 135 145 129 151
Buxigauii pieHs,

cepemHe 3HAUeHH: 2,37 2,30 2,32 2,30 2,35
(cranmapTHa (0,05) | (0,05) (0,05) | (0,06) 0,05)
oXunoKa)

CkopuroBaHa 0,02 0,01 0,08 0,01 0,12
cepenHs 3MiHa (0,03) | (0,03) (0,03) (0,03) (0,03)
(craHmapTHa

noxubka) Bin
BHXiIHOTO PiBHS
CkopuroBaHa 3MiHa - 0,899 0,122 0,834 --
BiJ BUXiJHOTO pPiBHA
B OpiBHAHHI 3
[TynsMmikopToM
Pecmynamu, 0,5 mMr
1 pa3 Ha 106y, p-
3HAYECHHA
CxopurobaHa 3MiHa 0,03; -0,19; -0,12; -0,19; -
BiJI BUXiTHOTO piBHA 0,18 -0,03 0,03 -0,03
B MOpiBHSAHHI 3
[TynemixopTOoM
Typb6yxanepom,
400 Mxr iBidi Ha
no0y, 95% 1

V xoxHilt 3 rpym [TynsMikopt Pecmynu, HanpukiHL TiKyBaHHA 6yJI0 Bil3HAY4EeHO
cepeaHe 361IbIIIeHHs Bill BUXiAHOTO PiBHA B IPOLEHTHOMY CHiBBiJIHONIEHH] IHIB
6e3 cUMIITOMIB, Houeil 6e3 cuMnToMiB, 24-TOMUHHHUX Tepiofie 6e3 CUMIITOMIB,
24-TroWHHMX NEPioAiB, Y AKi He 6y/I0 NOTpeOH 3aCTOCOBYBATH HOJETIIYBaJIBHI
npenapaTy, Ta JHIB KOHTPOJIbOBAHOI aCTMH, TIPY LIbOMY HalbinbIle cepeaHe
36iNbIIeHAs crocTepiranocs B rpymi I[TyasmikopT Pecnyny, 2,0 Mr agidi Ha 006Yy.
Hanpukidui TikyBaHHs y BCiX rpynax JikyBaHHA OyIO BiI3HAYEHO HE3HAYHE
CEpeNHE 3HIDKEHHA KUIBKOCTI CHMITOMIB aCTMH BJIGHD 1 BHOYI T4 9aCTOTH
33CTOCYBaHHA NOJIETIIYBAILHUX NIPerapaTiB, a TAKOXK CepeaHE 30iIbIIeHAS
paHKoBoi Ta BeuipHboi [TLIB. JIn4 x0AHOI 3 BTOPUHHUX 3MiHHUX €eKTUBHOCTI
’KOJHE 3 IOPiBHAHB Mi Tpynamu [TymsmikopT Pecmynu, 0,5 mr 1 pas Ha 06y Ta
2,0 Mr gBiui Ha 100y Oynmu cTaTUcTHUHO 3HagymumH (p>0,05). YV rpynax
MynemikopT Pecirynu (17,5-21,8%) i [Tyasmikopt Typ6yxanep (17,4%) yacTka
Halli€eHTIB i3 3a3aaJeTib BU3HAYECHNM HanaloM acTMH Oyia B LIIOMY 3iCTaBHOKO.
Cepen 4 rpyn 3acrocyBanus npenapaty [TyneMikopT Pecniynn CHCTEMHUIA BIUIUE
Gymeconiny 36inblIyBaBcs 3 miABUILEHHAM 10060BOT 103K, X04a e 301IbIIeHHA
GyJ10 1[0 MEHII OpONOpLifHUM 031 IpH OABOEHHI JI034 B cxeMax 1 pas Ha
106y (0,5 y mopisususi 3 1,0 mr) i nivi Ha 106y (1,0 y nopisHaHHi 3 2,0 Mr).
IMicns sactocyBanus [Tyasmikopt Pecrymu, 1,0 Mr aBidi Ha 106y, CHCTeMHUIH
siumB (AUC) Gyneconiny 6ys npubnuzno Ha 12% GinpmmM, Hix micas
3acTocyBaHHs npenapary [Tynsmikopr TypGyxanep, 400 mMxr aBidi Ha 100Y.

KOH®IIEHIIIMHA THOOPMALILS,
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21. PesynbTaTu 6e3nekn

Iif yac paHnOMi30BaHOTO HEpioNy JIiKyBaHHA 3arajIbHHU BiICOTOK TAILEHTIB i3
npunaitvui 1 HS 6yB Huskunm y rpymax [Tynemikopt Pecryny, 0,5 mr 1 pas Ha
106y Ta 2,0 Mr aBiui Ha 106y (45,0% i 44,9%, BiIIOBIOHO) Y HOPIBHAHHI 3
rpymamu Ilynemikopt Pecrynu 1,0 mr 1 pas Ha no6y (53,7%) ta 1,0 Mr aBiui Ha
o6y (55,0%) i rpynoro [Tymemikopt TypOyxanep (51,0%). V Beix rpymax
JikyBaHHs Oinpiicts HS 6ynu erkoro Ta moMipHOTO CTYIIEHS BUPaXEHOCT;
Hatinommperimmvu HA 6ynn indexuis BepXHix IUXaJIbHUX LUISIXIB, TOJOBHUH
Oins i punodapunrit. Cepes rpy 3acTocyBaHHsA npenapary ITynsMikopt Pecrmymu
He Bifi3HAYaIacs A0303aAIEKHA KapTHHA YacToTH nowyperrx HA. IpoTsarom
PaHIOMi30BaHOTO TePioy JikyBaHHS 3araibHa yacToTa HI, moB’a3aHux i3
3aCTOCYBAHHSM IIpernapary, 3a OL[iHKOIO JIOCJIiXHHKa, CTaHOBMIIA 6,6%.

V npoMy mociimpkeHHi He 6yi0 3apeecTpoBaHO BUMAJKIB CMepTi, i Jiulle B
Hebarathox narieHTis (0,8%) 6ynu CHSL. V 4 rpynax Ilynsmikopty Pecmynu
JI0YacHO NPUNHHKUIIA YUacTh Y AociimkenHi uepe3 H noaioHa yacTka mauieHTiB.
binpmicts HA, 1o notpe6GyBany NpunUHEHHs y4acTi y DOCTikeHHi, Oynu
JIETKOTO Ta MOMIpHOTO CTYIeHs BUPaXKeHOCTI, i, 32 OLIHKOKO JOCTiqHHUKa,
npubnusHo nonoBuHa HS, He Oyna moB’sA3aHa 3 JOCIiKYBaHHAM TpeNapaToM.

V rpyni 3actocyBaHHA npenapary IlyneMikopt TypOyxanep, 400 Mkr IBidi Ha
o0y KOJIeH i3 MaIliEeHTiB He MPUNMHKB y4YacTi B NOCIiKeHH] JouacHO uepe3 HJL.
JU1s xkonHOT 3 rpyn NiKyBaHHA He 6YJI0 Bil3HaYeHO KIIiHIYHO 3HAYYIIMX 3MiH Y
MOPIiBHSAHHI 3 BUXiJHUM piBHEM I OYAb-9KOT0 3 Ta0OpPaTOpHUX MOKa3HUKIB 260
OCHOBHHUX (i3i0NorivHNX MOKa3HUKIB, i He 6YII0 BUABJICHO KOXHUX HOBUX
npobieM Ge3meku.

22. BUCHOBOK (3aKUIFOYEHHSA)

VYV upoMy IociipkeHHI He 6YJI0 BUSBIIEHO BiAMIHHOCTEH B €(PEKTUBHOCTI Mixk
[TynsmikopToM Pecmynamu, 2,0 Mr aBiui Ha no6y i ITynsMikopToM Pecrynamu,
0,5 mr 1 pa3 Ha 100y 3a oninkoro OPB; nepen MoUaTKOM 3aCTOCYBaHHA LIUX
npenapatiB. 3a pe3ynbTaTaMH LbOro JOCHiIKEHHA He MOXKHa 3poOHTH
OHO3HAYHUX BUCHOBKIB, MOXIIUBO, Yepe3 OiNbIly, HDK 04ikyBanocs, KUIbKICTh
MALIEHTIB i3 JeTkor GOpMOIO aCTMHU Ta 3HAYHUH BiACOTOK MAIU€HTIB, AKi He
IOTPUMYBAITHCS {HCTPYKILiif i3 3acTOCYBaHHA AOCIIIKyBaHOro npenapaty. OxHak
npu Oyap-sKiii i3 mocmimxenux no3 I[TynemikopTy Peciynu nocsraBesi KOHTPOJIb
acTMH, 1O BinoOpaskasiocs B KOHTpoi 1i cuMnToMiB, 3HaueHHi ITLIB i yactoTi
3aCTOCYBaHHA MOJIETIyBaIBHUX Hpenapatis. OkpiM Toro, B ycix rpymnax
niKyBaHHS 4acTOTa 3a3/ayierib BU3HAYeHUX HamajiB acTMU Gyia HU3bKOIO, IO
TaKOX CBIAUUTH PO Te, IO KOHTPOJb ACTMH 3aJIUIIABCA HAa HAIXKHOMY PiBHI.
IIpu 3actocyBanHi cxemu [TyneMikopt Pecniyny, 1,0 Mr aBiui Ha 100y
3abe3neyyBaocs mokpaueHHs 3HaueHAsT ODB i CHCTEMHOTO BIUIUBY
OynecoHiny, fki Binmosimanm cxemi [Tynemikopt Typ6yxanep, 400 Mxr aBidi Ha
no0y. ITynemikopt Pecnynu no6pe nepeHocuBcs Liel NOMyNALi€l0 NaLieHTiB-
TiUTITKIB | ZOPOCHX Nali€HTIB i3 MOMIPHOIO Ta TAKKOI aCTMOIO, i He 6yno
Bif3HAY€HO KOOHMX HeowikyBanux Hl y mopiBHAHHI 3 BimoMuM npodinem
JIiIKapChKOTro 3aco0y.
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Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

Marketing Authorisation Holder (MAH) details in the Clinical Study Report (CSR):
Not reported

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3.
Manufacturer

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

Current manufacturer details:

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

registration

was

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

A randomised, open, parallel-group, 24-week treatment, multicentre, Phase 111 study to
investigate the efficacy and safety of 0.5 to 1.0 mg daily dose of budesonide inhalation
suspension in Japanese children with bronchial asthma aged 6 months to 4 years,
Study SD-004-0765

6. Clinical 111

trial phase

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

frame
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objectives of
the clinical
trial

8. Countries Japan

where the

clinical trial

was

conducted

9. Number of | Planned: 60

subjects Actual: 61 randomised

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

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

The secondary objectives were to investigate:
e  Efficacy of budesonide inhalation suspension by assessment of the following variables:
—  Frequency of asthma attacks.
—  Treatment score,
—  Frequency of cough.
—  Disturbance of daily activity.
—  Disturbance of night-time sleep.
o Safety of budesonide inhalation suspension by evaluation of AEs (frequency and
severity), laboratory measurements, plasma cortisol, physical examination and height.
e  Efficacy and safety of budesonide inhalation suspension at an increased daily dose of
1.0 mg in patients considered to have had insufficient treatment response at a daily dose
of 0.5 mg.

11. Clinical
trial design

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

dose, method
of
administration,
strength

12. Key Male and female Japanese patients aged 6 months to 4 years with bronchial asthma who
inclusion required treatment with inhaled steroids (those who were being treated with inhaled steroids
criteria or those in whom asthma was poorly controlled with drug therapy other than inhaled
steroids).
13. Budesonide inhalation suspension (0.125 mg/mL or 0.25 mg/mL) in a 2 mL ampoule
Investigational | administered by inhalation with a nebuliser (Pari LC Plus™) at a dose of 0.25 to 0.5 mg BID
medicinal (moming and evening) or 0.5 to 1.0 mg QD (morning).
product, Treatment was commenced with 0.25 mg BID or 0.5 mg QD. If the investigator judged that
method of sufficient treatment response was not achieved at Week 6, the dose may have been increased
administration, | to 0.5 mg BID for patients who started the treatment at 0.25 mg BID, and to 1.0 mg QD for
strength patients who started the treatment at 0.5 mg QD.
14. Not applicable
Comparator,
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15. Treatment with non-steroidal controllers that were ongoing at enrolment were allowed, but
Concomitant | dose increases after enrolment were prohibited. Examples include:
therapy e Disodium cromoglycate (DSCG); DSCG plus B2 agonist inhalation solution was
included.
o  Oral antiallergic drug (chemical mediator release inhibitor, histamine H; inhibitor,
leukotriene receptor inhibitor, Th; cytokine inhibitor).
e  Theophylline sustained release drug.
e  Long-acting inhaled B2-agonist.
¢  Oral and applied 2-agonist.
The following medications were allowed for rescue use:
e Inhaled B2-agonists.
e  Oral B2-agonists.
e  Oral steroids.
e Intravenous injection of aminophylline.
s Intravenous injection of steroids.
e  Continuous inhalation of isoproterenol.
CYP3 A4 inhibitors (e.g. itraconazole) were to be used with caution.
Medication, which was considered necessary for the patient’s safety and well-being, could be
given at the discretion of the investigator.
16. Efficacy The primary variable was the change in the frequency of asthma attacks per week at Week 12
endpoints from Baseline.
The secondary variables were:
e  Change in the frequency of asthma attacks per week from Baseline at Weeks 2, 4, 6, 8,
10, 14, 16, 18, 20, 22 and 24.
e  Change in the frequency of cough, treatment score, frequency of disturbance of daily
activity and frequency of disturbance of night-time sleep per week from Baseline at
Weeks 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22 and 24.
17. Safety Safety variables were:
endpoints o  Frequency and severity of AEs.

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

e  Plasma cortisol.

18. Statistical
methods

For the frequency of asthma attacks per week, the primary outcome variable, the mean
change at Week 12 from Baseline and its 2-sided 95% confidence interval (CI) based on
t-distribution were estimated using the Full Analysis Set (FAS) with last 2 weeks
observations carried forward (LOCF) data. Also, p-value was calculated based on the paired
t-test.

All other efficacy and safety variables were summarised descriptively.
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19. In total, 74 patients with bronchial asthma were screened and 61 were randomised to the
Demographic | study treatment. The patient population and disposition data are summarised in Table 1.
data of the Thirty-three and 28 patients were randomised to 0.25 mg BID and 0.5 mg QD, respectively.

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

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

Week 12 was 33 patients in the 0.25 mg BID group and 25 patients in the 0.5 mg QD group
and by Week 24 was 32 and 25 patients, respectively. The mean age of the patients was
29.6 months.
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Table 1 Patient Population and Disposition
Demographic or Treatment group
baseline characteristic 0.25 mg BID l 0.5 mg QD | Total
Population
N randomised (N planned) [ 33 | g0 | 28 o [ 61 [ 0
Demographic characteristics
Sex (nand % of | Male 19 (57.6) 21 (75.0) 40 (65.6)
patients) Female 14 | @24 | 7 250) | 21 | (344
Age (months) Mean [SD] 30.1 [15.3] 29.0 [16.7] 29.6 [15.8]
Range 8 to 59 710 58 71059
Ethnic (n and % | Japanese 33 (100) 28 (100) 61 (100)
of patients)
Height (cm) Mean [SD] 87.03 | [11.22] | 86.79 | [12.67] | 86.92 | [11.81]
Range 65.2 to 107.1 66.8 to 110.6 65.2t0 110.6
Weight (kg) Mean [SD] 12.79 I [4.14] 12.46 l [3.27] 12.64 i [3.74]
Range 7.8t031.6 7.0t019.5 7.0t031.6
Baseline characteristics
Family allergic Yes 27 (81.8) 25 (89.3) 52 (85.2)
disease
(n and % of No 6 (18.2) 3 (10.7) 9 (14.8)
patients)
Duration of <6 months 11 (33.3) 6 21.4) 17 27.9)
asthma
(n and % of 6 months< <12 4 (12.1) 10 (35.7) 14 (23.0)
patients) months
12 months< 18 (54.5) 12 42.9) 30 (49.2)
Disposition
N of patients Completed 33 25 58
who (12 weeks)
Completed 32 25 57
(24 weeks)
Discontinued 1 3 4
N analysed for safety? 33 28 61
N analysed for efficacy (FAS) 32 28 60
N analysed for efficacy (PPS [0 to 25 23 48
12 weeks])
N analysed for efficacy (PPS [0 to 24 18 42
24 weeks])
FAS = full analysis set; PPS = per protocol set.
2 Number of patients who took at least 1 dose of study treatment and had at least 1 data point

after dosing

20. Efficacy
outcomes

The primary outcome variable was the change in the frequency of asthma attacks per week at
Week 12 from Baseline. The mean (standard deviation [SD]) Baseline frequency of asthma
attacks per week was 9.92 (4.83). The mean change in the frequency of asthma attacks per

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

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

Baseline Week 12 Change 95% CI
Population N | Mean | [SD] | Mean | [SD] | Mean | [SD] | Lower | Upper |p value
FAS (LOCF) 60 | 9.92 |[4.83]| 2.93 |[4.57]| -6.99 |[5.69] | -8.46 | -5.52 <0.001
PPS (0-12W) | 45 | 9.43 |[4.27] | 2.37 |[3.60] | -7.06 [5.15] | -8.61 | -5.51 |<0.001

PPS (0-12W) 432 | 924 |[4271| 2.05 |[3.19] | -7.19 [4.99] | -8.73 -5.65 | <0.001
with

restrictions®
PPS (0-24W) | 39| 8.82 | [3.85] | 2.23 | [3.46] | 6.59 |[4.75] | -8.13 | -5.05 |<0.00l

PPS (0-24W) | 372 | 8.57 |[3.79) | 1.85 |[2.91] | -6.71 [4.531 | -8.23 | -5.20 | <0.001

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

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

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

PPS = per protocol set.

" The number of patients with Baseline data available.
B The number of patients with both Baseline and Week 24 data available.
£ Excluding data when systemic steroids were used as rescue medication.

21. Safety
outcomes

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

[6 patients]) and skin and subcutaneous tissue disorders (9.8% [6 patients]). During the
12-week treatment period, the most common AEs (with an incidence of at least 30%) by SOC
were infections and infestations (93.4% [S57 patients]); respiratory, thoracic and mediastinal
disorders (34.4% [21 patients]) and gastrointestinal disorders (31.1% [19 patients]). During
the 24-week treatment period, the most common AEs (with an incidence of at least 30%) by
S0C were infections and infestations (95.1% [58 patients]); gastrointestinal disorders (50.8%
[31 patients]); skin and subcutaneous tissue disorders (45.9% [28 patients]) and respiratory,
thoracic and mediastinal disorders (41.0% [25 patients]). A general AE profile during the
treatment period was similar to what could be expected for the studied patient population.
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The AEs during the 12-week treatment period with an incidence of at least 5% of the overall
population were upper respiratory tract infection (41 0% [25 patients]), pharyngitis (27.9%
[17 patients]), asthma (23.0% [14 patients]), gastroenteritis (18.0% [11 patients]), bronchitis
acute (16.4% [10 patients]), diarrhoea (14.8% [9 patients]), nasopharyngitis
(13.1% [8 patients]), eczema (9.8% [6 patients]), pyrexia (9.8% [6 patients]), otitis media
(8.2% [5 patients]), otitis media acute (8.2% [35 patients]), conjunctivitis (8.2% [5 patients]),
bronchitis (6.6% [4 patients]), impetigo (6.6% [4 patients]) and laryngitis (6.6% [4 patients]).
The AEs during the 24-week treatment period with an incidence of at least 5% of the overall
population were upper respiratory tract infection (52.5% [32 patients]), pharyngitis (36.1%
22 patients]), gastroenteritis (31.1% [19 patients]), asthma (29.5% [18 patients]), bronchitis
acute (24.6% [15 patients]), nasopharyngitis (24.6% [15 patients]), diarrhoea (21.3%
[13 patients]), bronchitis (18.0% [11 patients]), conjunctivitis (16.4% [10 patients]),
dermatitis atopic (13.1% [8 patients]), eczema (11.5% [7 patients]), pneumonia (11.5%
[7 patients]), varicella (11.5% [7 patients]), pyrexia (9.8% [6 patients]), otitis media
(9.8% [6 patients]), influenza (9.8% [6 patients]), otitis media acute (8.2% [5 patients]),
gastroenteritis rotavirus (8.2% [5 patients]), vomiting (8.2% [5 patients]), urticaria (8.2%
[5 patients]), impetigo (6.6% [4 patients]), laryngitis (6.6% [4 patients]), acute sinusitis (6.6%
[4 patients]), constipation (6.6% [4 patients]), enterocolitis (6.6% [4 patients]), stomatitis
(6.6% [4 patients]), dry skin (6.6% [4 patients]), epistaxis (6.6% [4 patients]), and arthropod
bite (6.6% [4 patients]).
Four AEs were judged to be drug related by the investigator(s) up to Week 12. These AEs
were reported by 3 patients (4.9%): cheilitis (1 patient, 0.25 mg BID), oral candidiasis and
stomatitis (1 patient, 0.5 mg QD) and oral candidiasis (1 patient, 0.25 mg BID). However,
none of the events were considered as severe nor did they fulfil serious criteria. Two of the
AEs (in the same patient) that were judged as drug related (0.5 mg QD, oral candidiasis and
stomatitis) caused the patient to discontinue the study. None of the AEs reported between
Week 12 and Week 24 were judged to be drug related by the investigator. Also, no patient
was discontinued from study treatment due to AEs between Week 12 and Week 24.
The pattern of AEs was similar between the final dose groups (0.5 mg/day and 1.0 mg/day)
except for asthma related serious AEs (SAEs), which were higher in the 1.0 mg/day group.
This is expected since patients were selected for the higher dose group based on more severe
asthma.
There were a total of 24 SAEs in 15 patients during the treatment period up to Week 12 and
6 SAEs in 5 patients during the run-in period. There were a total of 41 SAEs in 24 patients
reported during the 24-week treatment period: 24 SAEs in 17 patients for the 0.25 mg BID
group and 17 SAEs in 7 patients for the 0.5 mg QD group. The most frequently reported SAE
during run-in, 12-week and 24-week treatment periods was asthma. None of the
treatment-emergent SAEs were judged by the investigator to be related to the investigational
product. No new type of SAE was observed between Week 12 and Week 24, When
comparing SAEs in the 2 final dose groups, there were 14 patients (29.2%) with SAEs at
(.5 mg/day and 10 patients (76.9%) with SAEs at 1.0 mg/day up to 24 weeks, It should be
noted that patients were not randomised to either of the doses, but stratified based on disease
severity at Week 6. This means that patients with more severe asthma were included in the
1.0 mg/day dose group. This is reflected by a higher frequency of asthma-related SAEs in this
dose group. No deaths were reported.
Mean plasma cortisol decreased from Baseline to Week 12; however, there was no further
decrease between Week 12 and Week 24. All patients except for 4 at Week 12 and 3 at
Week 24 had plasma cortisol within the reference range (2 4 pg/dL). All 4 patients with low
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plasma cortisol at Week 12 had values within the reference range at Week 24. Mean cortisol—‘
at Week 24 was at comparable levels in the groups of patients with final dose 0.5 mg/day and
1.0 mg/day. No clinical signs of cortisol deficiency were seen. No notable changes were
found in other laboratory parameters. Mean height increased by approximately 2.6 ¢cm and
4.2 ¢m during the 12-week and 24-week treatment periods, respectively. The mean height
increases after 24 weeks of treatment were at comparable levels in the groups of patients with
final doses of 1.0 mg/day (5.1 cm) and 0.5 mg/day (3.9 cm).
The AE profiles during the 12-week and 24-week treatment periods were similar. There were
no new or unexpected observations. The treatment did not raise any safety concerns.
Table 4 Number (%) of Patients who had at Least 1 AE in Any Category,
and Total Numbers of AEs During the Treatment Period (Safety
Analysis Set) (Week 0 to 12)

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

AE All Randomised group Final dosage

0.25 mg BID | 0.5mg QD 0.5 mg/d 1.0 mg/d
(n =61) (n=33) (n=28) (n=48) n=13)

N (%) N (%) N (%) N (%) | N | (%)
Any AE 61 |(100.0)| 33 |(100.0) | 28 (100.0) | 48 [(100.0) | 13 (100.0)
Serious AEs 0 (0.0) 0 (0.0) 0 (0.0) 0 0.0y | 0| (0.0)
leading to
death
Serious AEs 15 | (24.6) | 11 | (33.3) | 4 (143) | 7 | (14.6) | 8 (61.5)
not leading to
death
Discontinuations | 1 (1.6) 0 0.0) 1 (3.6) 1 @1 | 0] (0.0)
of study
treatment due to
AEs
Other 0 (0.0) 0 0.0) 0 (0.0) 0 0.0) | 0 | (0.0)
significant AEs
Total number of AEs
AEs 273 158 115 206 67
SAEs 24 13 11 10 14
Other 0 0 0 0 0
significant AEs
2 Patients with multiple events in the same category are counted only once in that category.

Patients with events in more than 1 category are counted once in each of those categories.
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Table 5 Number (%) of Patients who had at Least 1 AE in Any Category,
and Total Numbers of AEs During the Treatment Period (Safety
Analysis Set) (Week 0 to 24)
Category of N (%) of patients who had an AE in each category®
AE All Randomised group Final dosage
0.25 mg BID | 0.5 mg QD 0.5 mg/d 1.0 mg/d
(n=61) n=33) (n=28) (n=48) (n=13)
N | (%) N (%) | N | (%) | N (%) N | (%)
Any AEs 61 |(100.0) | 33 |(100.0) | 28 |(100.0) | 48 | (100.0) | 13 (100.0)
SAEs leading 0| o) | 0] (0|0 (O | 0/f((00 0 | (0.0)
to death
SAEs not 24 | (39.3) | 17 | (51.5) | 7 | (25.0) | 14 | (29.2) 10 | (76.9)
leading to
death
Discontinuations | 1 (1.6) | 0 | (0.0) 1 (3.6) 1 2.1) | 0 | (0.0)
of study
treatment due to
AEs
Other 0| (00) | 0| (0O) | O | (0.0) | O | (0.0) 0 | (0.0
significant AEs
Total number of AEs
AEs 502 307 [ 195 376 126
SAEs 41 24 17 20 21
Other 0 0 0 0 0
significant AEs
a Patients with multiple events in the same category are counted only once in that category.
Patients with events in more than 1 category are counted once in each of those categories.
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22. Conclusion | Budesonide inhalation suspension 0.5 to 1.0 mg daily dose (BID and QD) was effective and
(findings) did not raise any safety concerns with no new or unexpected observations in Japanese
children with bronchial asthma aged 6 months to 4 years.
Applicant
(Marketing DeocuSigned by:
Authorisation Jayakwmar éWUMHAAW
Holder) 97004FB5IB264D5...
Dr Jayakumar Gurunathan
(full name)
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[epexman 3 aHTTIHCHKOI MOBH Ha YKPaiHCBKY MOBY

3BiT mpo KIIiHiYHE BUIPOOYBaHHS

1. Haspa Bynecownin Actpa3eHneka (MbKHapOJHA HEMATEHTOBaHA Ha3Ba — OYIECOHIN)
JKapChKOTO
3acofy (3a
HasBHOCTi —
HOMEp
peecTpariifHoro
TIOCBiTYESHHS)

2. 3a4BHHK Hazpa Ta ajgpeca BJACHHKA PEECTPALIiiHOI0 NOCBIAMEHHS HA MOMEHT IPOBEIEHHS
KJIIHIMHOr0 BUNPOOYBAHHA:

He noBigomMisiocs

Ha3ssa Ta ajapeca NOTOYHOTO BJACHUKA PEECCTPALIIIHOIO NOCBIIYEHHA:
Actpa3enexa Ab (AstraZeneca AB)

SE-151 85 Comepran’e, lIsernis

(SE-151 85 Sodertilje, Sweden)

3. BupobHuk Hasea Ta ajipeca 3aBoav-BHPOOHHKA, 1110 BHPOG/ISB JiKapcbkuii 3acif Ha MOMEHT

npoBeaeHHs KIiHiYHOro BUNpo6yBaHH:

Actpa3enexa Iti JIta. (AstraZeneca Pty Ltd.), Asctpaia

Haspa Ta ajpeca 3aB0ay-BHPOGHUKA, 1IN0 HApa3i BUpohase mikapebkii 3acit:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Conepran’e, Llpenis

(SE-151 85 Sadertilje, Sweden)

4, Tlposepeni | Tak
JOCIiMKSHHS:

1) Tun Jlikapcekuii 3aci6 3a MOBHUM [OCHE (ABTOHOMHE JOCHE)
JIKapChKOro
3aco0y, 3a AKAM
npoBoJuiacs
abo wiaHyeThCA
peecTpauis

5. IToeHa Hassa | PanmomizoBaHe, Biakpute, 6araroueHTpose HocuimkenHs ¢asu 111 B mapanensHUX rpymax i3
KJTiHIYHOTO nepiofoM JiKyBaHHs 24 TWKHIB, IPHCBAYCHE BUBYEHHIO e)EXTHBHOCTI Ta Ge3nekH
BunpoOyBaHHs, | GynecOoHiLy, Cycnensil ans inranduil, y no6osii 1o3i 0,5-1,0 mry niTeit BikoM Bix 6 MicsmiB
KOJOBaHUH 110 4 poki i3 SInoHii, xeopux Ha 6poHxiansHy acTMy. Hocmimkenns SD-004-0765.

HOMEp
KJIiHIYHOTO
BUNPOOYBaHHSA

6. ®aza III
KIIHIYHOTO
BUIIPOOYBaHHA

7. Ilepion I3 7 numas 2003 poky mo 26 cepnaa 2004 poky
NIPOBEAEHHA
KIIiHIYHOTO
BUNPOOYBAHHs

KOH®IIEHIIMHA THOOPMALILA,
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8. Kpainy, ne Smowis

NpOBOIHUIOCA

KIiHIYHEe

BUNPOOYBaHHA

9. KinpkicTb 3amuraHoBaHa: 60

gocuimxypanux | akthuna: 6yiio pamgomizosato 61 nauienTa

10. MeTa Ta MerTa 1BOro HOCHiIKEHHA NOJIATaNa y BUBYEHHI edekTHBHOCTI Ta 6e3meku 6yaecoHiny,

BTOPHMHHI imi | cycnensii muis inraanii, y no6osiit mo3i 0,5-1,0 Mr, 110 3aCTOCOBYBaBCA POTATOM

KIHIYHOTO 12 TixHiB 1 pas Ha o6y abo ABidi Ha 106y LUTIXOM PO3IMNEHHA Yepes HeOynaiizep y aited

BUNpoGYBaHHA | paHHBOTO Biky 3 SInoHil, XBopuX Ha GpOHXialbHY aCTMY, 4epe3 OIiHKY YacTOTH HallaiB
aCTMH, 9ACTOTH Ta CTYNEHS BUpakeHocTi HeOakaHux sy (HT) Ta BILIMBY Ha pe3ynbTaTh

KIIHIYHAX T1a60paTOpHUX AOCIiIKEHb.

BTropuHHUMH LMK 0yJI0 BUBYEHHS:

+  EdextusHoCTi 6y€cOHiLy, CycreHsii [uis iHrasmjii 3a TaKMMM 3MiHHEMH:

—  YacTOTa HamlaliB acTMH;

—  oUiHKa JiKyBaHHS;

—  YacTOTa Kauuiio;

—  HeraTUBHUI BIUIMB HA ITOBCAKICHHI Iil;
—  MOpYIIEeHHS HiYHOTO CHY.

+  Besneku GyaecoHiny, cycnensii mis iHransuji, 3a ouinkoro HA (vactoTa Ta cTyniHb
BUp@XEHH:), pe3y/IbTaTaMH KIHIYHIX Ta60paTOPHUX HOCHiHKEHb, PIBHEM KOPTH30ITY B
IUIa3Mi KpOBi, pe3yabTaTamMy (Gi3MKaIbHOTO OOCTEXEHHA Ta OKA3HHUKIB 3pOCTY.

«  EdexTuHOCTI Ta 6e3nexu GyaecoHiny, cycneHsii /s inransiiit, 0py miaBHINeHiH
1060oBiit 1o3i 1,0 MT y narienTiB, y AKUX, Ha AyMKY Jlikaps, BiINOBib Ha JiKyBaHH: IPH
no6oBiit 103i 0,5 Mr 6yJla HEAOCTATHEOIO.

11, Juzaiin PaHzoMi30BaHe, BiIkpuTe, 6araToleHTPOBE JOCIIIKEHHS B apaeNbBuX rpynax. [licus
KJTiHiYHOrO BBIIHOTO Nepioy TPUBANICTIO 2—4 TEDKHIB NALlieHTH NOBUHHI 6y OTpuMyBaTH GyAECOHL,
BUNPOOYBAaHHA | CyCreH3ito AUt iHransniii, npoTarom 24 TDKHIB.

12, OcHoBHi TMauicnty 3 Sowii 06HABOX cTaTelt BikoM Bix 6 Micsuis 10 4 pokiB, XBopi Ha GpOHXiaNTbHY
Kputepii acTMy, sIKi TOTpeGyBany JiKyBaHHs IHIAIALIfHIMU KOPTHKOCTEPOinaMu (Ti, XTO paHille [
BKJIFOUEHHSA NiKyBaHHA aCTMH 3aCTOCOBYBAIM iHraAUiiiHi kopTHKOCTEpoiny, abo Ti, y koro actMa Gyia

[10r'aHO KOHTPONBOBAHOO NIPH Tepalii, BiAMiHHIi Bill 3aCTOCYBaHHS iHrasLiHHAX

KOPTHKOCTEPOI/IiB).

13. BynecoHin, cycrensis s inramsiuiit (0,125 mr/mn a6o 0,25 Mr/mit) B 0JHOI030BOMY
TlocmimxyBanuit | KoHTelHepi MiCTKICTIO 2 MJI, PO3IIUICHHA 3a onmomoroto Hebyratisepa (Pari LC Plus) B no3i
JiKapChKAH Bix 0,25 1o 0,5 Mr xBiui Ha 706y (BpaHwi Ta BBeuepi) abo Bix 0,5 10 1,0 Mr 1 pa3 Ha noby
3acif, croci6 (BpaHi).

3acToCyBaHH, | JlikyBaHHA GyJo0 po3rnodate 3 1o3u 0,25 Mr aBiui Ha 106y abo 0,5 mr 1 pa3s Ha 1oGy. Skumio Ha
cuna aii THXHI 6 JOCHiHUK JOXOAUB BHCHOBKY, 10 ZOCTATHA BiANOBiAb HA JTiKyBaHHS HE Oyna

JOCATHYTA, JUIS MALIEHTIB, AKi Modanu JiKyBaHHs 3 0,25 Mr aBiui Ha 100y, 103a MOTIa GyTH
36inpiuena xo 0,5 Mr aBidi Ha 106y, i 10 1,0 Mr 1 pa3 Ha fo6y /1A MallieHTIB, AKi NOYANH
nmikysanssg 3 0,5 mMr 1 pa3 Ha 100y.

14. Tlpenapat
NOpiBHAHHSA,
J03a, croci6
3aCTOCYBaHHS,
cwia aii

He 3acTocoByeThea

KOH®IIEHIIIMHA [HOOPMALLA,
1[0 € BJIACHICTIO KOMITAHII
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15. CynyTra
Teparis

Byno 103B0JIEHO 3aCTOCYBAHHS HECTEPOIMHUX IIPENapariB, JIiKyBaHHA SKAMH TPHBAJIO Ha
MOMEHT 3aTyUEHHS B JOCIiuKeHHs, ane Gyi10 3a60poHeHo 30ibIeH s TXHIX 103 micas
3aTy4eHHs. 30KpeMa HaeThbes mpo:

«  auHatpio kpomorikat (JIHKI); Gyno mo3BoneHo 3actocyBaHHA kombinanii JIHKT mmoc
B2-aroHicT, po3unHy IS iHramAIii;

*  mepopaibHUH NpoTHANEPTiYHUif Mpernapart (6710KaTop BUBINLHEHH:A XiMi4HOrO MexiaTopa,
Gokartop Hi-TicTaMiHOBHX pelenTopiB, 6JI0KaTOp NEHKOTPIEHOBUX PELENTOPIiB, GII0KATOp
The-uMTOKIHIB);

*  mpemnapar TeodiNiHy IPOIOHTOBaHO]I Mii;

o iHTaNAIi#HUM B2-aroHicT TpHUBaOY Ail;

*  IepopaybHUIL i 32CTOCOBYBaHMIA paHille [2-aroHicT;

Jlns HeralHOTO 3MEHIIEHH CUMIITOMIB GyJi 003BOJEH] TaKi HOJIETIIyBalbHi MPeNapaTy:

e iHramauifiHi Br-aroHicTH;

*  mepopabHi 2-aroHiCTH;

*  MepopaibHi KOPTHUKOCTEpOiny;

*  BHYTpilIHBOBEHHE BBEIEHHA aMiHOQiNiHY;

¢ BHYTpILIHBOBEHHE BBeIeHHA KOPTHKOCTEPOiNiB;

*  moCTiliHe 3aCTOCYBaHHS i30MPOTEPEHOMY LIULIXOM PO3IMIEHHS Yepe3 HeOynaiizep,;

InriGitopu CYP3A4 (Hanpukiaz, iTpakoHa30x) cif 6yJI0 3aCTOCOBYBATH 3 00€PEKHICTIO.

JocIigHKMK NpU3HAYAB iHII NiKapCchKi 3aCO0H, AKi BBAXKAINCA HOOOXiTHAMM [J1s
61aronoJyqys NalieHTiB.

16. Kpurepii
OLIiHKU
€(eKTUBHOCTI

[lepBUHHOK 3MiHHOK GyJa 3MiHa YaCTOTH HalaiB aCTMH/TIKISHb Ha TIKHI 12 Bix

BUXiIHOTO PIBHA.

BTOpMHHHMH 3MiHHUMH Oynu:

¢ 3MiHa YacTOTH HaMaJiB aCTMW/THXKICHb BiJl BUXiJHOTO PiBHI Ha THXHAX 2, 4, 6, §, 10, 14,
16, 18, 20,221 24;

+  3MiHA YaCTOTH KAILIIO, OLIHKH JIiIKyBaHHs, YaCTOTH [OpPYIUIEHHS NOBCAKACHHMX il Ta

YaCTOTH NOPYLIEHHS HIYHOTO CHY Ha THXXACHb Bill BUXiNHOTO PiBHA Ha TWXHAX 2, 4, 6, 8,
10, 12, 14, 16, 18, 20, 22 i 24.

17. Kpurepii

3MinHuME Oe3nexn Oyiu:

OLIHKH *  YacTOTa Ta CTyHiHb BupaxeHHA HJI;
Gesmexn +  pe3ynbTaTH NaGopaTOpHUX AOCIiMKeHb (6ioXiMIYHUH i 3aranbHuUl aHATI3H KPOBI T2 aHAi3
ceui);

*  pe3yabTaTd (i3MKaIEHOrO 00CTEKCHHS,

*  3picT;

e piBEeHb KOPTH30JIy B IUIa3Mi KpPOBi.
18. JI11 4acTOTH HaNafiB aCTMH Ha TIDKIEHb, IEPBHHHOI 3MiHHOI pe3y/bTaTy, CEpeliHs 3MiHa Ha
CrartvcTiudi | TeoKHI 12 Big BEXigHOro piBHA Ta ii 1BOGiuHIM 95% noBipuwuii inTepsan (M) Ha ocHOBI t-
METOAN posmoxiTy GyNM olLiiHeH] 3 BAKOPHCTAHHAM NOIYIIALii MOBHOTO HaGOpY JaHKMX UL aHali3y 3

TepEeHECEeHHAM BIIEpe] JaHUX criocTepexeHb 3a octanHi 2 TiwkHi (TIBJIOC). Okpim Toro, Ha
OCHOBI mapHoro t-kputepio CThioJeHTa 6YII0 po3paxoBaHe P-3HAYCHHS.

Pemuta 3MiHHUX edeKTMBHOCTI Ta 6e3nekH Oyiu PEe3FOMOBaHi OMMMCOBUM YHHOM.

KOHOIIEHUIIMHA IHOOPMAIILA,
1[0 € BJIACHICTIO KOMITAHII
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19.
Hemorpadivni
MOKa3HUKH
JOCITiMHKYBaHOT
MOMYJIALT
(crarts, BiK,
paca, ToIIO)

VCBOro CKpHHIHT MPORNITH 74 namieHTH 3 GpOHXiaNbHO acTMOI0, 61 i3 SKHX GynH
pannoMi3oBaHi AA MikyBaHH:. JlaHi Ipo MOMYIAL{IO Ta PO3NOLT NALIEHTIB IPE/ICTABIEH! B
Tabnuni 1.

33 i 28 nauienTis 6yam panjoMizoBaHi st 3actocyBannsa 0,25 Mr mBiui Ha 100y Ta 0,5 Mr
1 pa3 Ha goGy BianoBixHO. Y0NIOBIKH CTAHOBHIIM 66%, a )iHKH — 34% yCiX MaLlieHTiB.
JemorpaciuHi XapaxTepuCTUKH rpyn JIiKyBaHHs 6y NOMiOHMMH. 4 MAUiEHTH TPUAIMHUITA
y4acTh y gociimkendi: 1y rpyni 0,25 Mr iBidi Ha 106y — Ha TixkHi 24, i 3 B rpymi 0,5 Mr
1 pas Ha 106y — Ha TikHi 12. KinbkicTh NaLi€HTIB, sKi 3aMHIIATACH yYaCHUKAMH
JOCTIIDKeHHs o THxXKHA 12, cTaHoBMNa 33 mauienty B rpyni 0,25 mr aidi Ha 106y i

25 nauienTiB y rpymi 0,5 Mr 1 pa3 Ha 106y, a [0 TIKHA 24 3anmumunock 32 i 25 nauieHTis
BignoBinHo. CepenHili Bik manieHTis cTaHOBUB 29,6 MicAIiB.

KOHOIIEHLIMHA IHOOPMALILS,
1110 € BJIACHICTIO KOMITAHI

4314




Tabannsa 1.

[Monyasiis Ta po3noiin namieuTin

Jemorpadiuna ao BuxigHa

I'pyna nikyBanns

0,25 mMr asiui Ha 500y | 0,5 mr 1 pa3 Ha goby I

XapAKTePHCTHKA Ycboro
Honyasuin
K-Tb panaoMi3oBaHHX mal-B
(3annaHoBaHa) 33 (30) 28 (30) 61 (60)
Jemorpadiyni XapakTepucTHKI
Crarb (K-Tb i Yonosiku 19 (57,6) 21 (75,0) 40 (65.6)
BIJICOTKOBE B
sHaueHHA) Kinku 14 42,4) 7 (25,0) 21 (34,4)
Bik (pokiB) CepenHe 3HaYCHHS

[CB] 30,1 [15,3] 29,0 [16,7] 29,6 | [15,8]

Jianazon Big 8 mo 59 Bin 7 no 58 Big 7 no 59
Etniuna SnoHni 33 (100) 28 (100) 61 (100)
MpUHATEXHICTb (K-
Tb i BiICOTKOBE
3HAYEHHA)
3picr (cM) [Cceg‘]m“e SHEYCHHA|  g703 | [11,22]1 | 86,79 | [12,671 | 86,92 |[11,81]

Jlianason Big 65,2 mo 107,1 Bin 66,8 10 110,6  [Bix 65,2 mo 110,6
Maca Tina (xr) Fggiﬂ“ SHAUCHAR | 1979 [4,14] 12,46 3271 | 12,64 | [3,74]

Jlianazou pin 7.8 no 31,6 Bin 7,0 mo 19,5 Bix 7,0 mo 31,6
Buxiani xapakrepHcTHKH
Anepriyne Tax 27 (81,8) 25 (89,3) 52 (85,2)
3aXBOPIOBAHHA B
cimeitHoMy
aHaMHesi
(x-7b i BincoTkoBe | Hi 6 (18,2) 3 (10,7) 9 (14,8)
3HAUEHHS)
TpuBaicTh acTMH | 10 6 MicAIiB 11 (33,3) 6 (21.4) 17 (27.9)
(x-Tb i BimcoTkoBe | Bixm 6 MicawiB 4 (12,1) 10 35,7) 14 23,0)
3HAYECHHA) (BKNIOYHO) 1O

12 micsuin

Bix 12 micsimi

(BITIOUHO) 18 (54,5) 12 (42,9) 30 49,2)
Po3nonin nauieuris
Kinbkicts 3aBEpLUIIIY TIEPioA 33 25 58
naniedTiB, AKi JIIKYBaHHS

12 micsiis

3aBEPLLUIIH [IEPiox 32 25 57

JiKyBaHHA

24 micaui

MPUIMHUIA yIaCcTh 1 3 4

y nocIi mKeHHi
K- nari-a, SIKi MiUIATaId aHali3y 33 28 61
6e3nekn
K-Tb mau-B, sxi mimaran aHasnisy
ed)eKTUBHOCTI (TONYNALis HOBHOTO 32 28 60
HaGopy NaHuX JUld aHalli3y)
Amnanizy edekruBHocTi mipisraio 19 25 23 48
nan-B (OMmysLis 38 MPOTOKOJIOM [Bif
rovarky 1o TwkHs 12])
K-Tb nau-s, Axi niuiMranm aHanisy 24 18 42
edexTuBHOCTI (MO ALis 32
TIPOTOKOJIOM [Bif modaTKy Ao
THKHA 24])

ITITHJA — nomysswis nosHoro Habopy AaHux ans axanisy; [T — nomynsuis 3a pOTOKOJIOM.
8 KinekicTs nanienTis, Ski oTpuMany moHaiiMeHme 1 103y DOCHiIKyBaHOTrO npenapary Ta
Mic/Isg 1Oro IpHIMIUTY MOHaliMeRIue Ha 1 Bi3uT.

KOH®IIEHIIMHA IHOOPMALILA,
1[0 € BJIACHICTIO KOMITAHII
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20.
Pesynbratu
eeKTUBHOCTI

TTepBMHHOIO 3MiHHOIO pe3y/pTaTy Gyia 3MiHa YacTOTH HaMaliB aCTMM Ha THXIEHb Ha TIKHI 12 Bix
puxigsoro piena. Cepenns (crangaprHe BixxienHs [CB]) BUXifHa 4acTOTa HanajiB aCTMU Ha
TIDKIEHb cTaHOBHIIA 9,92 (4,83). Cepenns 3MiHa yacTOTH HamaiB aCTMU Ha TIDKACHD HA THKHI 12
(TIITHJA 3 IIBJIOC) Bin BuxigHOro piBHA cTaHoBuna -6,99 (95% JI: Bin -8,46 o -5,52). Ha
TxHi 12 6yJI0 BiI3HAYEHO CTATUCTMYHO 3HAYylle MOKPAIIEHHS BiJl BUXiZHOTrO piBHA 4acTOTH
HaraziB actmMu Ha THxaeHs (ITTTHJTA 3 IIBJOC) (t-kputepiit Ctelonenta: p<0,001). 3HmKeHHA
YacTOTH HaTafiB aCTMHU Ha THXKIEHb 30epiranocs o TIXHA 24.

Ha TusxHi 12 6710 BiA3HaYeHO 3HIKEHHS OLIHOK JIKYBaHHA Ta YAaCTOTH KAlIUTIO Ha THXJAEHD Bil
BHXi[HOTO piBHS, 10 36epiranocs no TiwxHi 24. [TokpalueHHA NOBCAKASHHUX Ml | HITHOTO CHY,
JOCATHYTI IPOTATOM TMepiinx 12 THXKHIB NiKyBaHHA, 36epiranocs 10 THXHA 24.

Tabauus 2.  95% JI 1a p-3Hayenns: t-kpuTepito CThIOZEHTA /s CePeAHLOT 3MiHH
4YaCTOTH HANANIB ACTMH Bi BUXiAHOr0 piBHA A0 THXKHA 12
Buxigunii pisens | Tuxaenn 12 3mina 95 % A1
. Cepenne Cepeane Cepeane Haiinmxkye| Halisunie p-
HOI’IyJ’lﬂlllﬁ N 3HAYCHHA [CB] FHatcHun [CB] 3HAYCHHA [CB] 3HAYEHHHA | 3HAYCHHA [3HAYECHHA
MIHAOA
(IBIOC) 60| 992 |[[4,83]| 293 |[4571| -699 |[569]| -846 5,52 | <0,001
1111 (in
HOYATKY A0 457 9,43 4271 2,37 |[3,60]| -7,06 |[5,15]] -8,61 -5,51 <0,001
TrkHs 12)
T (Bin 437 9,24 4271 2,05 |[3,191| -7,19 |[499]| -8,73 -5,65 <0,001
HOYATKY [0
TIokHA 12) i3
0OMEXEHHAMU
b
IIII (Bix
HOYATKY 10 39% 8,82 3,851 2,23 |[[3.46]| -6,59 |[4,75]| -8,13 -5,05 <0,001
TIKHA 24)
T (Bin 377 8,57 3,791 1,85 |[2,91]| -6,71 4,531 -8,23 -5,20 <0,001
MOYaTKy A0
TikHA 24) i3
0oGMEXKEHHAMH
b
[1IT — nomynsuis 3a MPOTOKOJIOM.
e KifbKicTh namieHTis i3 JOCTYNHAMH BUXiIHUMH JaHUMH Ta AaHHMK Ha THXICHb 12.
b 32 BUK/IFOUEHHSM JAHUX, KOIH CHCTEMHi KOPTHKOCTEPOIAM BUKOPUCTOBYBATHCA SIK IOJIErUIyBANbHI
npenapart.
Ta6auus 3.  Cepenusi 3MiHH 4ACTOTH HANAJIB aCTMM Bill BUXiIHOTO PiBHS X0 THukKHS 24
Buxianuii pisenn Twkaens 24 3mina
IMonynsauin
N Cepeane [cB]| e Cepeane [CB] | N® Cepeane [CB]
JHAYCHHA 3HAYCHHA 3HAYCHHA
IMHOA 60 9,92 [[4,83]] 54 2,91 [5,08] | 54 -6,99 [5,61]
IIT (Bim mouarky
2o Tk 24) 42 8,80 |[3,86]] 37 1,97 [3,301| 37 -6,80 [4,46]
I1I1 (Bim noyaTky 42 8,80 [3,86]| 33 1,35 [2,38]| 33 -7,13 [4,09]
JI0 THOKHA 24) i3
00MEKEHHAMU
IIT — nomynsAist 32 MPOTOKOJIOM.
o KinpkicTe manienTis i3 JOCTYMHAME BUXiTHUMH JaHAMH.
L Kinekicts nauiesTiB i3 IOCTYNHMMH BEXiJIHAMH JaHAMY TA JAHUMH Ha THXNEHB 24.
B 32 BUK/IOYEHHSM JAHUX, KO CHCTEMHi KOPTHKOCTEPOIAM BUKOPUCTOBYBATHCS SK TI0OJIET LIy BAIbHI
Tpenapary.
KOH(DII[EHI_[II}'IHA IHOOPMAIIIA, 63 14
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21. Pesynbraru
Oesnexu

KOH®IJIEHLIITHA ITHOOPMALLA,
110 € BJIACHICTIO KOMITAHII

V upoMy HOCHiIKeHHI Gy AecoHin, CyCTIeHsisl Al iHralALil, 3aCTOCOBYBABCS IPOTATOM

24 TwxHIB 10 K060Boi 031 1,0 Mr. ITix yac BBiTHOTO NEPiOKY MOCIIKEHHS
Haitnomupesimmmu HS (i3 actototo He MeHuIe 5%) 3a cucTeMHo-opraiEuM KiacoM (COK)
Gymu indexnii Ta inBasii (29,5% [18 nauieHTiB]); po3naau 3 60Ky AUXATLHOT CUCTEMH, OPTaHiB
rpyIHOI KIiTKM Ta cepenocTinus (9,8% [6 mauienTiB]); po3naau 3 60Ky LUTYHKOBO-KHIIKOBOTO
Tpakty (9,8% [6 nauienTis]) Ta posnany 3 Goky WKipy Ta mimukipHoi KiiTkouHH (9,8%

[6 nawienTis]). [Tpotarom 12-TiKHEBOTO Nepioay JMiKyBaHHA Haiibinpm yactumu HA (i3
wacToToI He MeHiue 30%) 3a COK 6ymm indekuii Ta insasii (93,4% [57 nawienTis]); posnany 3
GOKy IMXANbHOT CUCTEMH, OpraHiB rpy/HOI KIITKH Ta cepefocTinna (34,4% [21 mauient]) Ta
posnanu 3 60Ky UUTYHKOBO-KuLIKoBoro Tpakty (31,1% [19 nauientis]). [Tporsrom 24-
TIXKHEBOTO Nepiofy JiKyBaHHs Haitrowmpenimumu HA (i3 wactotoro He Menme 30%) 3a COK
6ymu indexuii Ta inBasii (95,1% [58 nauienTis]); po3namu 3 60Ky LUTYHKOBO-KHIIKOBOTO TPAKTY
(50,8% [31 nauient]); po3namu 3 60Ky WKip¥ Ta MiAWKIpHOT KiTiTkOBHHY (45,9% [28 mauienTis])
Ta po3naaM 3 GOKy MMXaTbHOI CHCTEMH, OpraHiB IpyaHOl KiliTku Ta cepepoctinms (41,0%

[25 marienTis]). 3aransruii npodine HA y nepion nikysanns 6ys nofiGHuii 10 Toro, o MOXHA
6yJ10 OUiKyBaTH JUIs I0CITiUKYBaHOT IOMYJIALI] Nalli€HTiB.

HA nporarom 12-TWxHEBOro Tepioay JikyBaHHA 3 YACTOTOO HE MeHIIe 5% BiX 3aranbHOT
MOMyJIALIT BKIFOYANH inQeKiii BepXHix AuxanbHuX unisaxis (41,0% [25 nauientis]), GbapuHriT
(27,9% [17 nanientis]), Hananu actmu (23,0% [14 nanientis]), ractpoentepur (18,0%

[11 mauienTis]), roctpuit 6ponxit (16,4% [10 nauienris]), iapero (14,8% [9 nauientis]),
Hasogapusrit (13,1% [8 mauienri]), exzemy (9,8% [6 mauientis}), rineprepmiro (9,8%

[6 mauienTin]), cepemniit otut (8,2% [5 nauientiB]), roctpuii cepenniit otur (8,2%

[5 nauienTi]), koH’1OHKTHBIT (8,2% [5 mauientie]), GpoHXit (6,6% [4 mauienTH]), iMIeTHIo
(6,6% [4 mauientu]) Ta napusrit (6,6% [4 nauientu]). HA npotarom 24-TiXHEBOTo Nepiony
JMiKYBaHHA 3 4ACTOTOIO He MeHuIe 5% Bif 3aranbHoi Nomyauii Bunouany ingexuii BepxHix
IMXaNTBHUX IUIAXIB (52,5% [32 nmauiental), dapunrit (36,1% [22 nmanienTa]), racTpoeHTepUT
(31,1% [19 nauienris]), nanau actmu (29,5% [18 nauientin]), roctpuit Gpouxir (24,6%

[15 nauienTiB]), Hasodapuurit (24,6% [15 manientis]), aiapeto (21,3% [13 mauienTis]), GpoHxiT
(18,0%) [11 nanientis]), kon’toukTusit (16,4% [10 nauienTiB]), atoniunuii nepmarur (13,1%
[8 mauienTis]), exzemy (11,5% [7 nauienris]), nHeBMoHito (11,5% [7 mauientis]), BitpsiHy Biciy
(11,5%) [7 nauienri]), rimeprepmio (9,8% [6 mawuienTtin]), cepenniit otut (9,8% [6 nauierTis)),
rpur (9,8% [6 mauientis]), rocTpuit cepeniit otur (8,2% [5 mauientis]), poraBipycHuit
ractpoenteput (8,2% [5 mauienris]), Gmosanus (8,2% [5 mauientis]), kponus’sHKy ( 8,2%

[5 nauienTis]), iMneTuro (6,6% [4 mauientn]), mapunrit (6,6% [4 nauieHTn]), rocTpuit CHHYCHT
(6,6% [4 mauientul), 3anop (6,6% [4 nauienTH]), enTepokodir (6,6% [4 nauienTn]), croMaTuT
(6,6% [4 manienTn]), cyxicts wkipu (6,6% [4 mauienTu]), HocoBy kKpoBoTeuy (6,6%

[4 manienTu]) Ta yKyc 4ieHHcTOHOTHX (6,6% [4 mauienTn]).

3a ouiHKO Koc/inHuKA(-iB), Ha THxkHI 12 4 HSI Gynu noB’s13aHi 3 A0CIiIKYBaHUM JIIKYBAHHSM.
11i HA 6ysu 3apeecTpoBani B 3 mauieHTis (4,9%): xedir (1 nauient, 0,25 Mr aBidi Ha no0y),
KaHM03 TIOPOXHMEY poTa Ta croMaTuT (1 mauient, 0,5 mr 1 pas Ha 106y) i kaHAUN03
nopoxxauEH poTa (1 mauient, 0,25 mr ABiui Ha 100y). OnHak xonHe 3 wux HSI He 6yi0 Baxkkoro
CTYINeHs Ta He BiAmosiano kputepism cepiiosHoro HA. 2 HA (8 omnoro i Toro x mauieHTa), AKi
6y pO3LiHEH] JOCII AHUKOM(-aMH) K NIOB’A3aHi 3 IOCIIIKYBaHMM JIIKYBaHHAM (0,5 mr 1 pas
Ha 106y, KaHAK03 NOPOXKHUHK POTA Ta CTOMATHT), 3MYCHJIU NIALli€HTa PUITMHUTH yIacThb y
nocikerni. Xone 3 H, 3apeecTpoBadux MK TIKHAME 12 i 24, 33 OIIHKOIO NOCIIXHHKA, HE
6yJ10 NOB’A3aHe 3 IOCIKYBAHUM JIiKyBaHHAM. OKpiM TOro, MiX TIXHAMH 12 i 24 xozeH i3
TALiEHTIB HE MPUIAHAB YYacTi B AocHilKeHHi yepes HIL

Kaptuna HS 6yna noai6Hoto B rpynax 3 kiHiesoo go3om0 (0,5 mr/no6y i 1,0 mr/no6y), 3a
BUHATKOM cepiio3aux HS (CHST), noB’a3anuX 3 4CTMOIO, YaCTOTA AKKX GyJia BULIOKO B IpyIi

1,0 Mr/no6y. Lle ouikyBaHo, OCKiJIbKH O IPYII i3 BHIMME Ho3aMu OynH BifibpaHi nauieHTH 3
Ba)XUOK aCTMOIO.

Vcboro Gyio 3apeectposano 24 CHS y 15 nauieHTiB IpoTAroM nepiomy JTiKyBaHH: 10 TIKHS 12
i 6 CHA y 5 manienTis mix yac BBigHOTo nepiony Aociimkenns. [Ipotsirom 24-THXHEBOrO
nepioxy nikyBanHs B 24 nauienTis Gysio 3apeectposano 41 CHAL: 24 CHA 8 17 MaUi€HTIB Y
rpymi 0,25 Mr apivi Ha 106y i 17 CHS y 7 nauientis y rpymni 0,5 mr 1 pa3s Ha 106y.
Haitnomupenimmamu CHS nix wac BBigHOro, 12-TXHEBOTO Ta 24-THXXHEBOTO NEpiOAiB
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nikyBaHHA Gynu Hanaau actMu. JKoaue 3 CHSL, o BHHUKIIM INiJl 4ac Teparlii, 3a OLiHKOO
[OCIiIHMKA, He 6YN0 OB’ A3aHe 3 JOCHIIKYBaHUM JIiKyBaHHAM. Mix TikHAME 12 Ta 24 He Gyno
Bimsnayero CHS HoBoro Buny. ITopieHiorouw 2 Tpynu 3 KiHieBoo xo3oro 3a CHA, cnin
3a3Ha4UTH, 1O IPOTArOM Nepiofy Bil BUXiIHOTO piBHs J0 TibkHA 24 CHA Gynu 3apeecTpoBani
B 14 nanienris (29,2%) y rpyni 0,5 mr/no6y i 10 manienris (76,9%) y rpyni 1,0 mr/no6y. Bapto
3ayBaXKUTH, [0 NALEHTH He GyJIM paHaOMi30BaHi IO KOXKHiH i3 103, a cTpaTn(ikoBaHi 3aeXHO
BiJl CTYIEHs BHpaXKeHOCTI 32XBOPIOBaHHA Ha TIKHI 6. Lle 038avac, 110 NAIIEHTH 3 THKIOKO
acTMOIO 6Y/IH BKITIOUYEH] B Tpymy 3 103010 1,0 Mr/no6y. Lle BimoGpaxxaeThCs B BUMIiH 4acTOTI
CHJ, nos’ 13aHHX 3 aCTMOI0, Y Ll rpymi. V mpoMy AociiukeHH] He 6yI0 3apeecTpoBaHO
BHUMAJIKIB CMEPTI.
CepenHilt piBeHb KOPTU30ITY B ITa3Mi KPOBi 3HU3MBCS BiJl BUXiZHOTO PiBHA 0 TIKHA 12; OfHAK
IOATIBIIOr0 3HWKEHHI MDK TIXHAMH 12 Ta 24 He BinzHaganocs. Y BCiX Mali€eHTIB, 32 BUHATKOM
4 Ha TvokHi 12 i 3 Ha TEkHi 24, piBeHb KOPTH30JTY B IUIa3Mi KpoBi 6yB y MexKaX HOPMH (=
4 Mxr/m1). Vi 4 nalienTy 3 HU3bKMM piBHEM KOPTH30IY B IUIa3Mi KpoBi Ha TWXHI 12 Manu
3HAYEeHHs B MexaxX HOPMH Ha TIDKHi 24.
V rpynax nauieHTis i3 kinuesumu gozamu 0,5 Mr/no6y i 1,0 Mr/no6y cepeaHiit piBeHb
KOPTU30JTy Ha TWXKHi 24 6yB Ha 3icTaBHuX piBHAX. He Gyso BiI3Ha4eHO KIiHIYHHX O3HAK
HEeZIOCTATHOCTI KOPTH30y. 3a iHIMMH J1aGopaTOpHUMH TTapaMeTpaMu MOMIiTHHX 3MiH He
BusBNeHo. Cepenniit apicT 36iplMBCS MPUOIMU3HO Ha 2,6 ¢M i 4,2 cM mpoTsrom 12-
TIKHEBOTO Ta 24-TIHDKHEBOTO NEPioiB JiKyBaHHS, Bianosinuo. Cepenue 36iNbIIEHHS 3pOCTY
micns 24 TIDKHIB TiKyBaHHs GyJI0 Ha 3iCTABHOMY PiBHI B IpyIax NAIli€HTIB i3 KiHUEBUMH
nosamu 1,0 Mr/no6y (5,1 cm) Ta 0,5 Mr/noby (3,9 cm).
Ipodini HA npoTsarom 12-TixkHEBOro Ta 24-THXKHEBOTO NepioAiB NikyBaHH: Gy
noxi6uumu. He 6ys0 Bia3Ha4€HO KOIHUX HOBHX 260 HEOUiKyBaHMX Pe3YJIbTATIB
crocTepexeHb. JIIKyBaHHA He BUKITHKAIO HOBUX pofneM Gesnexu.
Ta6uuust 4. KinbkicTs nmanienris, y siknx 6yso npunaiimui 1 H 6yas-akoro

cTyneHsl, Ta 3arajisHa KinbkicTs HSI, 3apeecTpoBanux npoTarom

nepioay JikyBauHst (MomyJisilist ANs aHAMi3y Oesnexn) (Bix mo4aTKy 10

THxKHA 12)
Cryninp H5 N (%) nanieHTiB, y akux 6yso HSI 32 KoHUM CTyneHeM BUPasKEHOCTi®
Yei T'pyna JikyBaHHS OcTaHHA 1033
0,25 mr agiui |0,5 mr 1 pa3 Ha 0,5 mr/n06y | 1,0 mr/noGy
Ha 106y 06y ’ ’
(n =61) (n=33) (n=28) (n = 48) (n=13)
N (%) N (%) N (%) N (%) N (%)
H S 6yns-sxkoro
i 61 | (100,0) | 33 | (100,0) | 28 | (100,0) | 48 | (100,0) | 13 | (100,0)
Cepitosni HA, 0 0,0) 0 0,0) 0 0,0) 0 (0,0) ] (0,0)
10 TPU3BETH
110 cMepTi
Cepitosni HA, mo 15 | (24,6) | 11 | (33,3) 4 (14,3) 7 (14,6) | 8 | (61,5
HE MPHU3BENH 10
CMepTi
K-T5 BUNankis 1 (1,6) 0 0,0) 1 (3,6) 1 2,1 0 0,0)
HpPUMUHEHHS
y4acTi B
JOCTiKEHHI
yepes HA
Inmi 3Ha4Hi 0 (0,0) 0 0,0) 0 (0,0) 0 0,0) 0 (0,0}
HA
3araabHa KinbkicTs HSL
HA 273 158 115 206 67
CHiA 24 13 11 10 14
IHi 3Ha4Hi 0 0 0 0 0
HA
@ IMamieuT! 3 AeKiIKOMA SBUIIAMH OJHOTO CTYIICHS BUPaXEHOCTI BPaXOBaHi Ti/IbKM OJMH pa3 y

LBOMY CTyTeHi, [TanienTy 3 AeKilbKkoMa SBHIIAMH PI3HUX CTYNEHIB BHPaXEHOCTI BpaxoBaHi 1o
0/IHOMY pa3y B KOJKHOMY 3 LHX CTYMEHIB,

KOHOIAEHIIMHA IHOOPMALILS,
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Taéanus 5. Kinbkicrk nauienTis, y sikux 6y/10 npunaiivai 1 HA 0yab-sikoro cTynesst,
Ta 3arajbHa Kiabkicrs HSL, 3apeecTpoBaHUX NPOTIToM nepioay

JlikyBauas (monyasuis 4 aHanizy Gesnexu) (Big mouaTky ao THxkHA 24)
Crynins HA N (%) nauienTis, y sikux 6yo HSI 3a K0:KHUM cTynenem BupazenocTi’
Yei [pyna NikyBaHHS OcTaHHd 1033
0,25 mr agiui |0,5 mr 1 pa3s Ha
i 106y 0,5 mr/nody 1,0 mr/aody
(n=61) (n =33) (n =28) (n =48) (n=13)
N (%) N (%) N (%) N (%) N (%)
H4I 6yns-sxoro
g 61 | (100,0) | 33 | (100,0) | 28 | (100,0) | 48 | (100,0) | 13 | (100,0)
CHA, wo 0 (0,0) 0 (0,0) 0 0,0) 0 (0,0) 0 (0,0)
MpU3BENHU 10
cMepTi
CHA, wo ne 24 | (393) | 17 | (5L5) 7 (25,0) | 14 | (29,2) | 10 | (76,9)
TpU3BENU J0
cMepTi
K-1b BUnaakis 1 (1,6) 0 (0,0) 1 (3,6) 1 2,1) 0 0,0)
NpUIHHEHASL
y4acTi B
JOCTiIKEHHI
gepe3 HA
Inmmi 3Hagni HS 0 (0,0 0 (0,0) 0 (0,0) 0 (0,0) 0 0.0
3arajbHa kiabkicTe H

HA 502 307 195 376 126
CHA 41 24 17 20 21
Ixuri 3Haywi HA | 0 0 0 0 0

2 TaieuTy 3 AeKipKOMA SBHIAMH OJHOIO CTYNIEHS BUP&KEHOCTI BpaxoBaHi TiNbKy OJUH pas y

1B5OMy cTymeHi. [TallienTn 3 NeKinpkoMa ABUIIAMH PI3HNX CTYMeHiB BUPLKEHOCTI BpaxoBaHi
10 OJJHOMY pa3y B KOXKHOMY 3 ITIX CTYIEHIR.

KOH®IIEHLIIMHA IHOOPMALILA,
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V niteit BikoM Bin 6 Micauis 1o 4 pokis i3 SAmoHii, xBopux Ha GpoHXialBHY acTMY, He 6yiI0
Bi3HAY€HO HOBMX a0 HEOUiKyBaHUX PE3YJIBTATIB CIIOCTEPEKEHD.
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VKPATHA», Inentudixaniiinuii kox 37037434.

KOH®IIEHLINHA ITHOOPMALIL,

I1IO € BJIACHICTIO KOMITAHII 13314



/MOpOXKHSA cTOpiHKa/

Ileit mepexiax 3 aHMIIACEKOI MOBH Ha YKpaiHCBKY MOBY 3pOOJICHO MHOIO, IIEpEKiIagadeM

KocTtrounk IOmniero CepriiBHOIO _—
z//( t e

14314

KOH®IIEHIIIMHA IHOOPMAIILS,
110 € BIACHICTIO KOMITAHIT



Clinical Trial Report

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

Budesonide AstraZeneca (International Non-proprietary Name
Budesonide)

2. Applicant

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

AstraZeneca R&D Lund

221 87 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

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

SE-151 85 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

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

Study SD-004-0768

6. Clinical trial phase

111

7. Clinical trial time frame

From 06 January 2004 through 22 November 2006

8. Countries where the clinical
trial was conducted

Japan

9. Number of subjects

Planned: Not applicable
Actual: 54

10. Primary and secondary
objectives of the clinical trial

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

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

11. Clinical trial design

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

Children under 5 years old with bronchial asthma who completed

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

13. Investigational medicinal
product, method of
administration, strength

Budesonide inhalation suspension 0.125 or 0.25 mg/mL in a2 mL
ampoule administered by inhalation with a nebuliser (Pari LC Plus™)
BID (morning and evening) or QD (morning or evening) at the discretion
of the investigator. The dose could be adjusted as appropriate within the
range of 0.25 to 1.0 mg/day according to the symptoms (only QD for
0.25 mg/day).

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

The following concomitant medications were prohibited.

e Inhaled steroids other than the investigational product.

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

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

e Inhaled B2-agonists.

e  Oral steroids.

e Intravenous injection of aminophylline.

o Intravenous injection of steroids.

o Inhalation of isoproterenol.

CYP3A4 inhibitors (eg, itraconazole) were to be used with caution.

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

16. Efficacy endpoints

Overall evaluation on asthma control by the investigator.

17. Safety endpoints

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

18. Statistical methods

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

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

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

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

Demographic or baseline characteristic
Population
Number of patients who entered this study 54
Demographic characteristics
Sex (n and % of patients) Male 34 (63.0)
Female 20 (37.0)
Age at entry to this study Mean + SD 3631164
(ottia) Range 13 to 65
Ethnic (n and % of patients) Japanese 54 (100.0)
Height at entry to this study (cm) | Mean £ SD 91.47 £ 10.99
Range 72810 113.4
Weight at entry to this study (kg) Mean + SD 14.04 +4.03
Range 8.71t034.5
Disposition
N of patients who Completed the final 25
visit of the study
Number of patients for evaluation (All Patients Treated; 54
APT?)

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

20. Efficacy outcomes

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

respectively.
Table 2 Overall Evaluation on Asthma Control Assessed
by the Investigator (All Patients Treated)
Overall evaluation on asthma control,
n (%)
Week N Very good Good Poor
Week 24 53 22 (41.3) 22 (41.5) 9(17.0)
Week 48 50 29 (58.0) 17 (34.0) 4(8.0)
Week 72 38 18 (47.4) 15 (39.5) 5(13.2)
Week 96 29 12(41.4) 17 (58.6) 0(0.0)
Week 120 23 11 (47.8) 11 (47.8) 1(4.3)
Last observation 54 32(59.3) 18 (33.3) 4(74)
(LOCF)

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

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

period.

No deaths were reported in this study. A total of 68 other serious AEs
were reported in 24 patients (44.4%). All 54 patients in the safety
assessment had at least 1 AE. There were no discontinuations due to AEs

and no other significant AEs were identified.

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

(All Patients Treated)

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

Number of patients included in the safety 54

assessment

Any AEs 54 (100%)

Serious AEs

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

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

AEs

Other significant AEs 0 (0.0%)

Drug-related AEs 5(9.3%)

Total number of AEs

AEs 1242

Other serious AEs 68

Other significant AEs 0

s This summary table does not include AEs that were still present at the

entry to SD-004-0768 study.

b Patients with multiple events in the same category are counted only once in
that category. Patients with events in more than 1 category are counted

once in each of those categories.

Table 4 presents a summary of commonly reported AEs during the

treatment period (frequency 10% or higher), by preferred term (Medical
Dictionary for Regulatory Activities Version 7.0). No new or unexpected
safety concern was identified in the pattern of AEs reported in this study,
as compared with that in the preceding study SD-004-0765. Most
commonly reported AEs were upper respiratory infection, symptoms
related to common cold such as pharyngitis and nasopharyngitis, and
gastroenteritis.
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Table 4 Number of Patients with the Most Commonly
Reported (Cut-off 10%) AEs During the
Whole Treatment Period® (All Patients
Treated)
Preferred term N Y%
Upper respiratory tract infection 45 (83.3%)
Pharyngitis 27 (50.0%)
Gastroenteritis 26 (48.1%)
Nasopharyngitis 25 (46.3%)
Conjunctivitis 24 (44.4%)
Bronchitis 23 (42.6%)
Influenza 23 (42.6%)
Impetigo 17 (31.5%)
Otitis media 17 (31.5%)
Asthma 17 (31.5%)
Eczema 16 (29.6%)
Arthropod bite 16 (29.6%)
Dermatitis atopic 14 (25.9%)
Urticaria 14 (25.9%)
Rhinitis allergic 14 (25.9%)
Conjunctivitis allergic 13 (24.1%)
Varicella 12 (22.2%)
Bronchitis acute 10 (18.5%)
Rhinitis 10 (18.5%)
Sinusitis 10 (18.5%)
Heat rash 10 (18.5%)
Diarrhoea 10 (18.5%)
Pyrexia 10 (18.5%)
Constipation 8 (14.8%)
Stomatitis 8 (14.8%)
Gastroenteritis viral 7 (13.0%)
Otitis media acute 7 (13.0%)
Pneumonia 7 (13.0%)
Dermatitis contact 7 (13.0%)
Dry skin 7 (13.0%)
Mumps 6 (11.1%)
Tonsillitis 6 (11.1%)
Enteritis 6 (11.1%)
2 This summary table does not include AEs that were still present at the
entry to SD-004-0768 study.
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No concerns were raised in the clinical laboratory test results. The mean
morning plasma cortisol values in this Study SD-004-0768 were lower
than at baseline in Study SD-004-0765 throughout the treatment period;
however, there was no continuous decrease in the mean plasma cortisol
value. No signs or symptoms suggesting adrenal insufficiency were seen.
No adverse effects on patient growth were observed during the treatment
period up to 168 weeks, including the 24-week treatment period in

Study SD-004-0765.

22. Conclusion (findings)

Long-term treatment with budesonide inhalation suspension up to

168 weeks, including the 24-week treatment period in

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

Applicant (Marketing
Authorisation Holder)

@ abumar Gurwnathan

ATUR4FE53B28405.

Dr Jayakumar Gurunathan

(full name)
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Iepeknan 3 aHrNificbKOl MOBY Ha YKPAiHCBKY MOBY

3BiT npo KJIiHiYHE BUIIPOOYBaHHS

1. HasBa sikapcpkoro 3acofy (3a
HasBHOCTI — HOMEp
peecTpaniifiHoro NocBiTdeHHA)

Byneconin Actpa3eHeka (MiXXHapOIHA HEMIATEHTOBaHa HA3Ba —
OynmecoHin)

2. 3asgBHHK Hasea Ta azpeca BIACHAKA PeecTpaniiiHore moceifyeHHs Ha MOMeHT
npoBeaeHHs KIIHIYHOre BHIIPOOYBAHMS:
LlenTp nocmimkens Ta po3pobok koMnaHii Actpa3eHneka (AstraZeneca
R&D), m. JIynn
221 87, m. JIyHn, lsenis
(221 87 Lund, Sweden)
Ha3pa Ta agpeca NOTOYHOr0 BAACHIKA PECCTPALIITHOTO NOCBITUeHH ST
Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Cognepran’e, llIBenia
(SE-151 85 Sodertilje, Sweden)

3. Bupo6uuk Ha3zpa Ta ajpeca 3asoay-BupoGHuKa, o BHpobass Aikapebiuii 3acic

HA MOMEHT MpoBeeHHs KIiHIYHOro BUNPOGYBaHHs:
Actpa3enexa IT1i JIta. (AstraZeneca Pty Ltd.), Asctpaiis
(mocTayabHUK)

Haspa Ta agpeca 3aBoay-BHpoGHNKA, 110 HAPa3i Bupodasie

nikapckknii 3acib:
Actpa3enexa AB (AstraZeneca AB)

SE-151 85 Cogepran’e, llIBenia
(SE-151 85 Sédertilje, Sweden)

4. TIpoBeeHi JOCTiIKEHHA:

Tak

1) Tun Jikapcbkoro 3acoby, 3a
SIKAM TIpoBoguiacs a6o
[UIAHYETHCA peecTpalis

Jlikapcekuit 3aci6 3a TOBHAM 10ChE (ABTOHOMHE JI0CKHE)

5. TTosHa Ha3Ba KJIiHIYHOTO
BUIPOGYBaHHA, KOZOBaHHH HOMED
KJTiHIYHOTO BUIIPOOYBaHHA

BuueHH: 6e3MeKky Ta eQEeKTHBHOCTI Oy necoHiny, cycnensii 1
PO3MIUIEHHA IPU JOBTOCTPOKOBOMY 3aCTOCYBaHHi B JliTeit i3 SInomif,
XBOpHX Ha GpoHXianbHy acTMY (BiIKpHTE, JOBrOCTPOKOBE AOCIIDKCHHS,
110 6yJ10 NPOAOBKEHHAM AociuimkeHHs SD-004-0765). locnimkenns SD-
004-0768

6. ®a3a KAIHIYHOro BUMPoOyBaHHA

III

7. Ilepiox npoBeneHHA KIiHIYHOTO
BUNpPOOYBaHHA

I3 6 ciuns 2004 poxy mo 22 nmucronana 2006 poky

8. Kpainu, e mpoBOAMIOCH
KJIiHiYHE BUNPOOYBaHHS

Snonia

9. KinbkicTh mocmigkyBaHuX

3amnaHoBana: He 3acTocoBYy€TBCA
daxruyHa: 54

10. MeTa Ta BTOpHHHI i
KITiHi9HOTO BUIPOOyBaBHA

Merta 11p0T0 JOCTi/KEHHS I01Araja B OLiHLi npodimno 6e3nexu
TPHBAJIOTO 32CTOCYBaHHs GyNECOHINY, CYCTIeH3il A1 iHranAwLii, y mitei
PaHHBLOTO BiKy i3 SIMOHIT, XBOpHX Ha GPOHXiaNbHY acTMY, IIAXOM OLHKH
YaCcTOTH Ta CTYIEHA BUpakeHOCTi HeGaxkanux ssu (HA), pisasa
KOPTHM30J1y B IUIa3Mi KpoBi, pe3ysbTaTiB (isHKanbHOro 06CTeKEHHS,
3pOCTY, MacH Tifla Ta OKa3HUKIB KIiHIYHUX Ta00paTOpHKX aHATI3iB.

BTOpUHHI LTI LHOT0 ZOCIIHKEHHA NOJIATANH B OLIHI ePEeKTHBHOCTI
3acTOCyBaHHs 6yAecOHiy, CycreHsii A iHraA1Lii, pu 3acToCyBaHHi

1 pas na n06y a6o mBiui Ha 106y B miTell paHHROrO BiKy i3 SIMOHIL, XBOPHX
Ha GpoHXiaJbHy acTMY, 4epe3 3arajlbHy OIiHKY KOHTPOIIO aCTMH
TOCTiTHUKOM.

11. Auzaifd KIiHIYHOTO
BHUNPOOYBaHHA

HauioHanbHe, Bikpure, 6araToLeHTPOBE AOCHIUKEHH, 1o yi0
HPOIOBXKEHHM JocTimkeHHa SD-004-0763.

KOH®IJIEHIIMHA THOOPMAILLS,

1[0 € BJIACHICTIO KOMITAHII

136




12. OcHOBHI KpuTepii BKIIOYCHHA

Jlity BikoM J10 5 pokiB, xBopi Ha GpoHXialbHy acTMOIO, IO 3aBEPILIMIH
nocrimkenas SD-004-0765, axi, Ha IyMKy OOCHiAHHKA, OTPUMAIOTh
KIiHIYHY KODHCTH BiJl IPOJOBXKEHH 3aCTOCYBaHHA OyNECOHIMY, CyCIeHsil
JUs iHraALii, i Ynif 3aKoHHMI IpeACTaBHUK Noroauscs 3 Horo abo ii
Y4acTIO B boMY HociiukeHHi. ITaieHTs BikoM 5 pokiB Mornu OyTu
BKIIIOYEH] B L€ AOCIiKEHHS, SKIO, Ha AYMKY JOCTiJHUKA, U1 NaLicaTa
He 6YII0 JOCTYIHOTO iHIIOro e()eKTHBHOTO JiKyBaHHS GpoHXianbHOT
ACTMH.

13. JocmimxyBaHuit TikapcbKUil
3aci6, croci6 3acTocyBaHHA, CHIIA
ait

Bymecowij, cycrensis and iHrananii, 0,125 a6o 0,25 mMr/mi B
OJIHOZ030BOMY KOHTEHepi MIiCTKICTIO 2 MJI, PO3IIUIEHHS 32 JOMOMOIO0
HeGynaiizepa (Pari LC Plus) asiui Ha noOy (BpaHili Ta BBedepi) abo 1 pas
Ha 106y (BpaHi aGo BBeuepi), 32 pilleHHAM AOCTiAHMKA. 3aJIeKHO Bifl
CHMIITOMIB 103y MOXHa GyJ10 npu noTpebi CKOpHIyBaTH B Aiana3oHi Bif
0,25 no 1,0 mr/mo6y, (tineku 1 pa3 Ha 100y — 0,25 Mr/no6y).

14. IIpenapat nopiBEAHHA, 1032,
CHoCi6 3acTOCYBaHHs, CHIIA Iil

He 3acTocoByeThCS

15. CymyThs Teparis

Bys10 3a60pOHEHO 3aCTOCYBaHHS TaKHX NpeNaparis:

e iHraniiHi KOPTHKOCTEPOIIH, OKPIM JIOCIiIKyBaHOTO Mpenapary;

°  peryispHe 3acTOCYBaHHA epopajbHUX KOPTHKOCTEPOILiB;

e BHYTpIIIHBOM SI30B€ BBEJCHHSA KOPTHKOCTEPOiAiB abo
KOPTHKOCTEPOIIHMX CYIIO3UTOpiIB;

e iHmI ZOCHimKyBaHi Npenaparu;

3aieXHO BiJl CTYIEHs BUP@XEHOCTi CUMIITOMIB 1151 3MEHILEHHS

CHMNTOMIB GYJIO TO3BOJIEHO 3aCTOCYBAHHA TAKHX MOJErIIyBAIbHHX
npenapariB 1J1s HEBiAKIaAHOI JOIOMOTH:

*  iHramsAwilHi B,-aroHicTH;

*  mepopaibHi KOPTHKOCTEPOINy;

e BHYTpIlIHROBEHHE BBEACHHA aMiHOGiNiHY;

*  BHYTpIIIHLOBCHHE BBEICHHS KOPTHKOCTEPOiAiB;

*  po3mWIeHH:A 4Yepe3 HeOymaiizep i30MpoTepeHOIy.

Iuri6itopu CYP3A4 (Hanpukiaa, iTpakoHa30m) ¢t 6yJo 3acToCOByBaTH
3 06EpEKHICTIO.

JlocnigHUK Npu3HAYaB iHIII HpernaparH, AKi BBAKATHCA HeOOXifHNMH 1L
0J1aromnoy4ys NalieHTiB.

16. Kpurepii oninku edekTHBHOCTI

3arajibHa OLiHKA KOHTPOJIIO aCTMH JIOCIi THAKOM.

17. Kpurepii oninku 6e3nexn

YacroTa Ta iHTeHCcHBHICTD HJI, pe3ynbTaTi KIiHIYHUX Tab0paTOpHUX
zHocnimxens (GioxiMiunmit i 3aTaNbHMIt aHATTI3K KPOBi Ta aHai3 cedi),
pe3ynsTaTH (isukaibHOro o6CTeXXeHH, 3picT, Maca Tila Ta piBeHb
KOPTH30JTY B ILIa3Mi KPOBI.

18. CraTtucTHYHI MeTOaU

CTaTHCTUYHI aHali3K TSI OLiHKY e(beKTHBHOCTI Ta Ge3neku 6ynu
3acHOBAH| Ha BCixX MalieHTax, BKIFOUYEHHX Y 1ie JOCIikeHHs, YUl AaHi
nicis BBefieHHs 103K Oyid goctynHi (yci namieHTH, Ski oTpuMyBanu
TiXyBaHHA).

3araisHa OLiHKa KOHTPOJIIO aCTMHU JOCTI THUKOM Iifl Yac KOXHOTO Bi3UTY
Oynu pe3roMOBaHa OMUCOBUM YHHOM. JlaHi Ge3nexu Gyu Takox
pe3OMOBaH] OIMCOBUM YHHOM.

19. demorpadiyHi HoOKa3HUKH
JoCIiKyBaHoi momyaLii (craTs,
BiK, paca, TOIO)

IemorpadiuHi Ta OCHOBHI BUXiHi XapaKTepUCTHKH AOCHIIKYBaHUX
mauieHTiB HaBeneHi B Tabaumi 1.

KOHO®IIEHIIIAHA [HOOPMALILY,
1110 € BJIACHICTIO KOMITAHI}
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Ta6auusa 1.

IMonyasinisi Ta po3noAin NanieHTiB

Jemorpagiuna abo BUXiiHA XapaKTepHCTHRA

BLJICOTKOBE 3HAHCHHA)

TMonyasiuis
KinpKicTh mamienTis, 3any4eHUX y AOCTIIKEHHS 54
Hemorpagiuni xapakTepHeTHRH
Crartb (k-Tb i BincoTKOBE Yonopiku 34 (63,0)
SHAUCHHA) - 20 (37,0)
Bik Ha MOMEHT 3aJIyueHHs B Cepenne sHaueHHS +

. Sk 36,3 +16,4
JIOCTiDKEHHS (MicALLiB) CB

Jliana3soH Bix 13 o 65

ErniyHa npuHanexHicTs (K-Tb i P — 54 (100,0)

3picT Ha MOMEHT 3aIy4eHHs B
JOCIiKeHHA (cM)

CepenHe 3HaUEHHA
CB

91,47 + 10,99

Hianazon

Bin 72,8 no 113,4

Maca Tina Ha MOMEHT 3aly4cHHA B

CepenHe 3HaUCHHSA

14,04 + 4,03

Jochimkenus (kr) CB ’ ’
HiamasoH Bix 8,7 no 34,5

Posnoain nauienTin

KinpkicTs nmaiieHTis, axi 3aBEPILUIIA Y4acTh Yy 25
Aocnijenni

KinpkicTs maientis, aki mignsrany ouinui (yci 54

OALICHTH, AKi OTPHMYBaIM NIKYBAHHS")

8 Kinekicrs nauieHTis, saxi 6ynu 3aty4eHi B JOCTiIKEHHS Ta IPUHILITA

npuHaiMH] Ha 1 nojtansumii BisuT.

20. Pe3ynprath eeKTHBHOCTI

V Tabnuni 2 npeacTapieHa 3seAeHa iHGopMallis mpo 3araibHy OLHKY
KOHTPOJIIO aCTMH, IO TIPOBOAMIIACE JOCIIiTHUKOM [0 24 THxXHI Ta M yac
OCTaHHBOT'O CIIOCTEPEKECHHS ([IEpEeHECEHHs BIIepell JaHMX OCTaHHBOTO
cnoctepexenns [[IBJIOC]). 3aranom Gymeconin, cycrneHsia mst
inrananii, 3a6e3neuyBaB HaJIeXKHUN KOHTPOJIL ACTMH IIPOTATOM YCHOTO
nepioay JiikyBanHs. BigcoTok mauieHTiB i3 oniHkoo «xyxe no0pe
KOHTPOJBOBaHa aCTMay, «Jo0pe KOHTPOJIbOBAHA aCTMa» YM «IOraHo
KOHTpoJboBaHa actMay npu [IBJOC y nmomynsuil ycix mauieHTis, AKi
OTpHUMYBAIH IiKyBaHHS CTaHOBUB 59,3%, 33,3% i 7,4%, BiamosinHo.

Tabnuus 2. 3arajibHa OliHKA KOHTPOJII0 aCTMH, OLlIHEHA

gocaigHukoM (yci nanienTn, siKi oTpuMyBau

JIKYBAHHSH)
3aranbHa oLiHKa KOHTPOJI0 acTvMH, n (%)
TwskneHn N Hysxce noGpe Ho6pe Ilorano
KOHTPOALOBAHA[KOHTDOILOBAHA|KOHTPOILOBAKA
TwxaeHs 24 53 22 (41,5) 22 (41,5) 9(17,0)
Twxaens 48 50 29 (58,0) 17 (34,0) 4 (8,0)
TuwxzaeHs 72 38 18 (47,4) 15(39,5) 5(13,2)
Twxznens 96 29 12 (41,4) 17 (58,6) 0(0,0)
Twkaens 120 23 11 (47,8) 11 (47.8) 1(4,3)
OcraHHe 54 32(59,3) 18 (33,3) 4 (7.4)
CIIOCTEPEXCHHA
(IIBIOC)
TIpumitka. MManientu, ong akux yepes 6yab-aKy NpHYMHY pe3yIbTaTH

OLIiHKH He 6ynu AOCTYIIHI, HE BKIIOYATHCS B PO3PaXYHOK Y KOXKEH MOMEHT 4acy.

KOH®IIEHITIAHA THOOPMAILILY,
1[0 € BJIACHICTIO KOMITAHII
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21. Pe3ynprartu Ge3nekn

V Tabnuui 3 npeacrasieHa 3arajbHa yactora HA npoTaroM yceoro
nepiony JiKyBaHHS.

V upoMy gocnimpkeHti He Gyii0 3apeecTpOBaHO BUNAAKIB CMepTi. 3aranom
68 inmmx cepitosnux HSI Gynu 3apeectpoBaHi y 24 nanieHTiB (44,4%).

V Bcix 54 nauienTis, Axi mipssrany ouinui 6e3nexy, 6yno monaliMeHme
1 Hs1. Bunazkis mpunuHeHHs y4acTi B fociimkeHHA gepe3 HA He 6ymo;
iHmyx 3Ha4HEX HA takox He 6yrno.

Tabauus 3. KinekicTs nauieHTis, y sikux 0yio npuHaimui
1 HSI 6yab-siKOro cTyMeHs, Ta 3arajibHa
KibkicTs HS? (yei, mauieHTH, siki OTpHMYBaJIH
JlikyBaHHS)

Crynins HA K-tb nanienris, y
sikux 6yno HA 3a

KOXHHUM CTYNIEHEM

BUpaKeHOCTi?
Kinrxicte mamienris, Aki mipniaranu adanizy | 54
Oesmexu
HS 6ynp-sxoro cryneHs 54 (100%)
Cepiiosni HA
HJ1, mo npussenu 1o netansHoro Hachiaky |0 (0,0%)
IHwi cepitozni HA 24 (44,4%)
K-Tb BUNaKiB NPUNHHEHHS y4acTi B 0(0,0%)

JocimkeHHi uepe3 HA

Iunmi 3uavni HA 0 (0,0%)

H1, nor’s3awi 3 3acTocyBaHHaM mpenapary | S (9,3%)

3arajanHa kinbkicte HA

HA 1242
IHwi cepitosni HA 68
Ixmri 3HayHi HA 0
& 115 3eaena Tabauus He Bkmovae HA, ski Bee e TpBaAIM HA MOMEHT
3ajTy4eHHs nauieHTiB y gocaimkerHs SD-004-0768.
b IMauienTty 3 AeKinpkoMa ABULIaMK OJHOTO CTYIEHS BUP@KEHOCTI

BpaxoBaHi TiNbKK OJMH pa3 y HpoMY cTyIeHi. [TalienTy 3 Aekinbkoma
SIBHIAMH Pi3HEX CTYNEHIB BUPQKEHOCTi BPaX0BaHi 110 OHOMY pasy B
KOXKHOMY 3 LIMX CTYMEHIB.

V tabinui 4 npeactasneHa 3seneHa iHpopMaris npo nommpeni HA,
3apeecTpOBaHi POTAroM nepioxy JikysaHHs (4acToTa 10% abo Buie), 3a
TepMiHaMu NepeBaKHOTO BUKOpHCTaHHA (MeaUYHMH CIIOBHUK TEPMiHiB
perynstopuoi aisnsrocti (MedDRA), Bepcis 7.0). Ha ocHosi HA,
3apPeECTPOBAHIX Y bOMY JAOCTIKEHHI, He Y10 BUABICHO XOMHMX HOBUX
a6o HeouiKyBaHuX Npo6jieM Oe3leky B HOPIBHAHHI 3 TONEpeAHIM
nociimkenaam SD-004-0765. Haltnoumpenimvu HS 6ynu indexii
BEPXHIX JMXaNbHUX LUIXiB, CHMITOMH, ITOB’13aHi 3 3aCTY/I00, TaKi fK
dhapuHriT i puHO(APHHTIIT, @ TAK0XK TaCTPOSHTEPHT.

KOH®IJIEHIIMHA THOOPMALIIA,
1110 € BJIACHICTIO KOMITAHII
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Ta6auns 4. KinbkicTh nauieHTiB i3 HafimommpeHimnamn
(rpasnunumii nopir — 10%) H,
3apeecTPOBAaHMMYU HPOTSTOM BChOro nepiogy
JikyBaHHs? (yei, nauieHTH, IKi OTPUMYBaJIH

JIIKYBaHHS)

FERONCRET 8 %

i{}iﬁ;{u BEpPXHiX IUXaJIBHUX 45 (83,3%)
DapuHriT 27 (50,0%)
TacTpoeHTEpPUT 26 (48,1%)
Hasodapusrit 25 (46,3%)
KOH’IOHKTHBIT 24 (44,4%)
Bponxit 23 (42,6%)
pun 23 (42,6%)
ImmeTvro 17 (31,5%)
Cepenuiii oTut 17 (31,5%)
BponxianbHa actMa 17 (31,5%)
Exzema 16 (29,6%)
VKyC 4I€HUCTOHOTHX 16 (29,6%)
ATtoniyHuit nepMaTUT 14 (25,9%)
Kponug’snka 14 (25,9%)
Anepriuyruii puHit 14 (25,9%)
AJtepriuyHuii KOH’ IOHKTHBIT 13 (24,1%)
Birtpsna Biciia 12 (22,2%)
T'ocTpwmit OpoHXIT 10 (18,5%)
PuniT 10 (18,5%)
CHHYCHUT 10 (18,5%)
TerutoBuit BUCHI 10 (18,5%)
Hiapes 10 (18,5%)
IMipekcis 10 (18,5%)
3axpen 8 (14,8%)
Cromarur 8 (14,8%)
BipycHuii racTpoeHTepUT 7 (13,0%)
Toctpuii cepeaHiit oTUT 7 (13,0%)
ITHeBMOHIs 7 (13,0%)
KonraxTHuii 1epMaTUT 7 (13,0%)
Cyxictb mKipu 7 (13,0%)
[Mapotur 6 (11,1%)
Tonzunit 6 (11,1%)
Entepur 6 (11,1%)

. 11# 3Beneda Tabnnug He Bximovae HS, sxi Bee me TpuBanu Ha MOMEHT

3anydeHHs nauieHTiB y gocnimkernsa SD-004-0768.

KOH®IEHITINHA IHPOPMALILS,
1110 € BJIACHICTIO KOMITAHII
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Pesynprati KNiHiYHEX Ta60PATOPHUX HOCIHIHKEHD HE BUKIHUKAIOTh
no6oroBans. Y oMy nocnimkerHi SD-004-0768 npoTaroM yceoro
nepiomy JiKyBaHHS Cepe/Hi paHKOBi 3Ha4YeHHS KOPTH30/Ty B ILIa3Mi KpoBi
GyNH HIDKYMMH, HDK BUXiaHI 3Ha4eHH:A B JocmimkenHi SD-004-0765;
npote He 6yJI0 BiazHaYeHO Ge3nepepBHOTO 3HIKEHHA CEPEHBOTO PiBHA
KopTu3omy B mnasMi kposi. He GyJto crocTepexeHo 03Hak aGo CUMITOMIB
HeJOCTATHOCTI HATHUPKOBUX 3a103. He 6y/o BiI3HAYE€HO JKOIHUX
HebaxaHuX e(eKTiB Ha PiCT NALieHTiB MPOTATOM NEPiOAY JTiKyBaHHI
TpUBATICTIO 10 168 TIXHIB, BKIIOYHO 3 24-THXXHEBUM TIEpiooM
JiKyBaHHA B JochifmxkerHi SD-004-07635.

22. BHCHOBOK (3aKJIIOYEHHA)

JoBrocTpOKOBe JIiKyBaHHs 3 32CTOCYBaHHAM Oy/IeCOHiy, CycTieHsii it
inrananii, TpusanicTio 10 168 TIDKHIB, BIUIOYHO 3 24-TIDKHEBHM
TiepiozioM JiiKyBaHHs B focinimkenHi SD-004-0765, nobpe nepeHocwIocs
JiTEMM PaHHBOTO BiKy 3 SITMOHIT, XBOpYMH Ha GPOHXiANbHY acTMY, i He
BHEKJIAKAJIO JKOJHUX MpoGiieM Ge3meKn B 38 A3Ky 3 HOBUMH 200
HEOUiKyBaHMMH Pe3yJIbTaTaMH CIIOCTEPEKEHb. Y IHOMY TOCIiKEHH]
cepellHi PaHKOBi 3HAYEHHS KOPTH30MY B IIa3Mi KpoBi Gy HIDKIMMH, HIX
Ha BHXigHOMY piBHi B JocnimkerHi SD-004-0765; mpote He Gyno
BiI3HAYEHO KOJHHX 03HAK a00 CHMITOMIB, 1[0 BKa3yBaiu 6 Ha
HeJOCTaTHICTh HAMHUPKOBHUX 3a103. He 6yno BiA3HaYeHO )KOEHMX
HeGaxcaHux e(eKTiB Ha PiCT Mali€HTIB.

3asBHUK (BIaCHHK PEECTPaLiifHOrO
MOCBiTYEHHA)

Hiamucano y nporpami DocuSign:
/mignuc/
97094F653B284D5...

I-p Jhxaskymap Cypynaran (Dr. Jayakumar Gurunathan)
(I1IB)

/mingnuc/

ITewatka: Ykpaina, M. Kuis, Tosapuctso 3 o6MesxeHoro BimnosifansHicTio «ACTPASEHEKA
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Non-Clinical Study Report

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

Budesonide AstraZeneca (International Non-proprietary
Name Budesonide)

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

Medicinal product with complete dossier (stand-alone
dossier)

2) conducted studies

Yes

2. Pharmacology:

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

1) primary pharmacodynamics

Steric Aspects

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

Gluconeogenic Properties and Affinity for Glucocorticoid
Receptors
Budesonide is a glucocorticoid because it induces glycogen

deposition in the liver of adrenalectomized rats (850-RD-
0004).

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

Two main metabolites of budesonide, 6B-OH-budesonide
and 150-OH-prednisolone, have low affinity for the
glucocorticoid receptors.

The KD for budesonide in human white blood cells is
lapproximately 6x107° M (Klint and Axelsson 1987). The
KD of budesonide for the GR is 0.5 nmol/L. Effective anti-
inflammatory concentrations of budesonide are 10 to 100
nmol/L, which are reached in human airways by inhalation.

[Hydrophilicity and Lipophilicity

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




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

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

Reversible Fatty Acid Esterification

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

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

2) secondary pharmacodynamics

In animal toxicology studies, high doses of budesonide, like
other glucocorticoids, have shown effects such as inhibitions
]of growth and body weight gain, induction of adrenal
suppression or lymphoid depletion in lymphoid tissues. The
potency of budesonide to induce decreases in growth,
adrenal and thymus weights and white blood cell count in
mice was similar to that of BDP (850-RD-0041). Repeated
administration of budesonide to ovariectomized rats did not




I

induce gestagen-like and uterotrophic effects (850-RD-0007,
Tunck et al 1997). Budesonide did not change the relaxant
effect of theophylline on bronchoconstriction. Overall,
budesonide was more potent in local anti-inflammatory
cffect and weaker in systemic effect including inhibition of
pituitary-adrenal gland activities in comparison with other
isteroids such as BDP.

3) safety pharmacology

Cardiovascular System:

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

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

Renal System:

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

Central Nervous Svstem (CNS):

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

4) pharmacodynamic interactions

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

3. Pharmacokinetic properties:

1) analytical procedures and reports on their
validation

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

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




2) absorption

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

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

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

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

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

3) distribution

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

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

The volume of distribution (Vg, L/kg) after i.v.
administration was calculated to be approximately 20.3 in
the mouse, 4.8 to 9.2 in the rat, 4.7 to 6.9 in the dog and 2.8
L/kg in the monkey.




4) metabolism

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

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

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

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

Major metabolic deactivation pathways of budesonide in the
liver involve hydroxylation reactions at C22, C23 and C6
(Edsbicker et al 1983; 850-RD-0173; Edsbécker et al

1987a) Hydroxylation at C22 is stereoselective as it involves
only the 22R epimer. C22-hydroxylation results in the
formation of 16a-hydroxyprednisolone via an intermediary
butyrate ester (850-RD-0156; 850-RD-0162; Edsbéicker et al
1987b). Thus, the 160,17a-acetal group of budesonide is
cleaved from the molecule as butyric acid. Hydroxylation at
(C23 results in the formation of 23-hydroxybudesonide. This
pathway preferentially involves the 228 epimer of
budesonide. Hydroxylation at C6 results in the formation of
6B-hydroxybudesonide and involves both epimers of
budesonide. Another pathway that may be related to
hydroxylation at C6 is the formation of 6,7-dehydro
budesonide. In addition to hydroxylation reactions,
budesonide can also be reduced in the A-ring in the liver and
conjugated with sulphate in the 21-position. However, the
latter pathway is considered as a minor route of metabolism.

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

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

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




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

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

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

5) elimination

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

6) pharmacokinetic interactions (non-clinical)

The main metabolites formed from budesonide in human
liver microsomes have been identified as 16a-
hydroxyprednisolone and 6B-hydroxybudesonide. These
metabolites are formed via the cytochrome P450 (CYP)
enzyme system and the isoform(s) responsible for
metabolism were identified (850-RD-0320; Jénsson et al
1995). The results indicate that the formation of the major
metabolites 16a-hydroxyprednisolone and 6p-

hydroxybudesonide from budesonide is catalysed by




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

7) other pharmacokinetic studies

N/A

4. Toxicology:

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

1) single-dose toxicity

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

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

IN/A: Not available.

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

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

2) repeated-dose toxicity

Repeat Dose Toxicity Studies in Rats
Inhalation Studies:

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

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

lymphocytes and WBC, increased neutrophils, and slight,




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

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

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

7.5 ng/kg/day, was the NOAEL.

Oral Studies:

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

Subcutaneous Studies:

A 2-week study (RR800447) at doses of 0.01, 0.1 and 1
mg/kg/day produced weight loss at 1 mg/kg/day and
decreased weight gain at 0.01 and 0.1 mg/kg/day, along with
dose-related increases in erythroid parameters,
reticulocytopenia, and leukocytopenia (with
lymphocytopenia and increased neutrophil count). Serum
alanine aminotransferase (ALT) and AST activities
increased markedly at 1 mg/kg/day, and correlated
microscopically with increased perilobular fatty deposition




and focal necrosis of the liver. Dose-related decreases of
thymic, splenic and adrenal weights correlated
microscopically with severe atrophy of these organs in the
high dose animals. In the follow-up 4-week s.c. study
(RR800448), budesonide dosages of 0.10, 1.0 and 10
ug/kg/day produced only a slight decrease in lymphocyte
counts in the treated males and decreased thymic weights at
10 pg/kg/day. No microscopic changes were observed.

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

Repeat Dose Toxicity Studies in Rabbits
Subcutaneous and Epicutaneous studies:

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

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

Repeat Dose Toxicity Studies in Dogs
Inhalation studies:

Budesonide in a CFC pMDI formulation was administered at
nominal dosages (200, 600, or 2000 pg/dog/day) for 6
weeks, and 6 or 12 months. In the 6-week study (T631),
atrophy of the thymus, lymph nodes and adrenals occurred af
2000 pg/dog/day. In the 6-month study (T775), WBC counts
were decreased in the mid and high dose females and plasma
cortisol concentrations were decreased in the high dose
group and also in the mid-dose group after 5 months.
Cortical atrophy of the adrenal gland and thymus regression
were noted in the high dose group. In the 12-month study
(T1199), obesity and alopecia were observed in the high
dose group and high dose females showed no signs of being
in heat. A shift towards a higher fraction of neutrophils was
noted in the high dose females and the activity of alkaline
phosphatase (ALP) was increased in both high dose males
and females. Suppression of adrenal function was noted in
all dose groups, most notably at Week 16. Treatment-related
atrophy of the adrenals and lymphoid organs, increased




occurrence of dermatitis and alopecia were noted in the mid
and high dose groups. In the high dose animals, there were
also obesity and slightly increased liver glycogen and
possibly reduced function of the ovaries. No effect on the
respiratory tract was observed in any of the studies. A
INOAEL was not identified because of the adrenal
suppression at all dose levels.

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

Oral Studies:

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

Repeat-Dose Toxicity Studies in Monkeys
Oral Studies:

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

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

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




noted in all treatment groups in a dose-related manner. The
low dose, 0.5 mg/kg/day, is considered the NOAEL.

3) genotoxicity:
in vitro

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

in vivo (including additional toxicokinetics
assessment)

Budesonide showed no mutagenic activity in the CD-1
mouse bone marrow micronucleus test, orally dosed at 12.5
and 100 mg/kg (T1208).

4) carcinogenicity:

The carcinogenic potential of budesonide was evaluated in
long term mouse and rat studies.

long-term studies

Chronic Drinking Water Study (91 weeks) in Mice (T1535):

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

Chronic Drinking Water Studies (104 Weeks) in Rats:
Following a 3-month dose ranging study (T1216), three

carcinogenicity studies in rats were conducted; all of which
tested at a high dose of 50 ug/kg/day.

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

The 2™ study (T1996) was conducted in male Fischer-344
rats, which have a low and less variable incidence of glioma
than Sprague-Dawley rats, and compared budesonide

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

The 3rd study (T1997) was conducted in male Sprague-
Dawley rats in the same laboratory as the 1* study, and also
included equimolar prednisolone and triamcinolone for
comparison with budesonide at 50 pg/kg/day. Both the
brain and liver were evaluated microscopically. Budesonide
and reference compounds did not induce increase in central
nervous system tumours in male Sprague-Dawley rats.

However all three compounds were weakly tumorigenic in
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male rat liver. The liver effect is attributable to the
pharmacologic effect of the glucocorticoids.

short-term studies
or mid-term studies

INo short or medium term carcinogenicity studies were
conducted as long term studies were conducted in two
species.

additional studies

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

5) reproductive and developmental toxicity:

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

effect on fertility and early embryonic
development

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

embryotoxicity

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

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

prenatal and postnatal toxicity

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

ug/kg/day.

studies in which the drug is administered in the
offspring (juvenile animals) and/or late effect is
assessed

Three studies in young rats have been performed: two
inhalation studies of 1- and 6-month durations used the
budesonide nebuliser suspension and a 3-month study used
s.c. injection. Two inhalation studies in young dogs of 3-
month duration, using the budesonide nebuliser suspension,
have also been conducted.

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




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

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

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

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

6) local tolerance

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

an excipients only formulation. (97071). And, no




morphological changes were seen in the respiratory tract in
the 3-month studies in young dogs (97214, 97053).

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

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

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

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

7) additional toxicity studies:

antigenicity (antibody production)

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

immunotoxicity

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

mechanistic study

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

drug dependence

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

toxicity of metabolites

INo specific studies were conducted with budesonide
metabolites, as all major metabolites of budesonide
identified in humans were present in rats and/or dogs

toxicity of impurities

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

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

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




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

other

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

Inclusion of this formulation in a number of the inhalation
toxicology studies conducted (1-month inhalation study in
young rats, 96249, 6-month inhalation study in young rats,
07071, and two 3-month studies in young dogs, 97214,
97058), confirmed the safety of this formulation.

5. Conclusions on non-clinical study

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

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

The general toxicity of budesonide in the laboratory animal




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

[n conclusion, the clinical use of budesonide nebuliser
suspension is supported by the extensive preclinical safety
database of budesonide.

Applicant (Marketing
Authorization Holder)

(signature)

AN N RoBBiINSaN

(full name)




[Mepexiaz 3 aHrMIHCHKOT MOBH Ha YKpaiHCHKY MOBY

3BiT npo nokJiHi4YHI JoCTiAKEeHHA

1. Hazsa srikapcbkoro 3aco0y (3a HagBHOCTI —
HOMEp peecTpauiifHOro MoCBiI4eHHs):

Byneconin Actpa3eHeka (Mi>kHapo/Ha HEIIATEHTOBAaHA
Ha3Ba — Oy/ecOoHIx)

1) Tumn nikapcbkoro 3acofy, 3a SKUM
npoBoaunacs abo IJIaHy€eThCS peecTpalis:

JTikapchkuii 3aci6 3a MOBHUM JIOCKE (aBTOHOMHE JOCHE)

2) IIpoBeneHi nocmimkeHHs

Tak

2. @apmakonozia

3aJOKYMEHTOBaHa IIPOTATOM Garatbox pOKiB.

BynecoHin Bosoiie BUCOKOIO CIOPiAHEHICTIO 0 MIIOKOKOPTHKOIHOro penentopa (I'P) Ta B nocmipxkeHHAX
Ha TBapHHaX 0yJI0 MOKa3aHO HOro IMpPOKi MPOTHANIepriuHMii Ta mpoTu3ananbHuil epexTy. EQekTuBHICTD
GynecoHiny Ha JOKTiHIYHMX MOAENAX TBApHH i IPHU KIIIHIYHIX 3aXBOPIOBaHHAX Oyna qobpe

1) IlepeunHa papmakonnHaMika.

CrepHuHi acnekTH

BynecoHix — ue XipaJbHa CIIOIYKa, 10 BUPOOIAEThCA Y
BULJIAAI paueMatiB. Byneconin € cymimmmo eniMepy A
(22S) Ta enmimepy B (22R)} y cniBBigHOMmEHHI IpHGIH3HO
50/50, o6uaBa 3 IKUX MalOTh TTFOKOKOPTHKOIIHY
aktiBHicTh. Enimep 22 (R) xapakTepusyeTbcs TpoXu
BULUMH CIIopiiHeHicTIo 3 peuentopoM (850-RD-0102),
MICIIeBOIO MpoTu3anaabHy aieto (850-RD-0010) ta
{HAKTHUBALIIIO IIEpPLIOro NPOXOHKEHHAY B MEHiHIIi, HixK
enimep 22 (S). AKTUBHICTE OyJ€COHily 3HAXOMUTHCS B
miamasoHi MK IMMHU BOMa enliMepaMu. JKoaHomy 3
emiMepiB He BJIACTHBE IIOMITHO Kpallle CIIiBBiHOIICHHS
MiciieBol Aii X0 CHCTeMHOT Aii, MOpiBHAHO 3 OyIeCOHiAOM.

['MIOKOHEOreHHI BIACTHBOCTI T4 CIIOPIAHEHICTE 3

MIIOKOKOPTHKOIAHUMH DELIENTOPaMu

BynecoHiz € rIIIOKOKOPTHKOIAOM, TOMY ILO BiH CIIPUYUHAE
BifKJIaZIeHHS [IIKOreHyY B MEYiHLI apeHaIeKTOMOBaHUX
mypiB (850-RD-0004).

CnopiaHeHicts 38’ s13yBaHHs GynecoHiny 3 I'P € npunaiiMHi
BIBIYi BUIIOIO, HDK Y TpiamiHOIOHY aneToHiny (TAALL)

Ta Mpe/HI30JIOHY aleToHiay, Ta B 8 i 200 pa3sis BHIIOO, HDK
y JleKcaMeTa30Hy Ta TiipoKOpTH30HY BiAnoiaHo (850-RD-
0102), mpoTe BOHA € HE3HAYHO HIDKYOIO, HIXK Y MOMETa30HYy

¢bypoary Ta ¢nyrukasony npomioHaty (PII).

JIBa ocHOBHUX MeTaboitu Oyneconiny, 6-OH-6ynecoHin i
150-OH-npenHizon10H, BOJIOAIOTh HU3FKOIO CHIOPiIHEHICTIO
3 MIIOKOKOPTHUKOIAHUMH PeLIeNTOPaMH.

Koucranra aucorgiauii (Kx) ayis 6yaeconiqy B aedkonurax
mrovHy craHoBUTh NpubmmsHo 6x1071° M (Klint and
Axelsson 1987). K, 6yneconiny s I'P cranoButs

0,5 amone/n. EdexTuBHi npoTu3anaibHi KOHIEHTpaLii
OynecoHiny cranosnath Bif 10 no 100 HMonb/n, Aki
TOCATalOThCA B AMXANBHUX LUIAXaX JIIOJUHHU NP iHraJsIii.

CinpodineHicTs i ninodineHIiCTE

Byneconin 6yno po3pobieHo Sk CIOIyKy 3 BUCOKOIO
BHYTPIILIIHBOIO aKTHBHICTIO, @ TAKOXK CTIHKICTIO 10 MicLieBol
iHaKTHBaLIl B OpraHax-MillleHAX, TAKUX 5K JIEreHi Ta HIKipa,
aJie 3 BUCOKOIO CHCTEMHOIO iHaKTHBaLi€lo B nediHui. [Tpu
MOTPAIUIAHHI IO OpraHiB-MilleHeH onTUMaIbHUH
JIFOKOKOPTHUKOI Ma€ BOJIOJITH BiAMOBiJHUM GalmaHCOM MK
rigpodizeHUMH Ta TinoQiNnbHUMH BIaCTUBOCTIMH I
[OJEreHHs KIIITHHHOTO MOTJIMHAHHS TIpeTapaTy Ta
OAATBLIOTO AOCATHEHHS BHYTPIiLIHBOKIITHHHOTO I'P.




PozuunHicTs 6yAeCOHIy B BOAI € MpUHAMHI B CTO pasiB
BHIII0I0, HiXK y GexstomeTa3ony mumnporionarty (BJIII) ta
DP, ane Huwxuoro, Hbk y TAALL i daynizoniny.

OnuUHUABIINCH BCepeayHi KIITHH, GynecoHin, sk 6yao
0Ka3aHo, MEPETBOPIOEThCA B BUcoKoinodineHi 21-edipu
bxkupaux kucnotT (Tunek et al 1997). Xo4va 6yaecoHin MeHII
ninoginenuii, Hix BT Ta OII, cxnagui edipu 6yneconiny-
21 (To6TO Onear, creapart, MAJIBMITAT 1 aJIbMiTONEAT) Ha 2—
3 cryneHi nino¢ineHimi, HDK yci IIi cTepoiay, BKIIOYHO 3
OynecoHigom. BHYTpiIHBOKTITHHHE NEpEeTBOPEHHS
crepoiny B ckinaaHuii edip crepoiny, fiMOBipHO, €
yHiIKabHOIO BiacTuBicTio 6ynecoHimy (Tunek et al 1997).
Omxe, NinobiTBHICTE CTEPOiAY BCepeArHI KIIITHH He
000B’A3KOBO KOPEJTIOE 3 PO3YMHHICTIO CTEPOIMIB Y BOI.
Taxum YHHOM, 3aXOIUIeHHs OyIeCOHINY IMXATbHUMU
LIAXaMH Ta BHYTPilIHBOKTITUHHE 3B’ A3yBaHH:
MOKPALLYIOTHCS 38 PaXyHOK ONTUMAIBHOTO MOEAHAHHA HOTO
rigpodinenux i nino¢ineHux Bractusocreii (Brattsand
1997). TlomipHa po34HMHHICTH y BOJi pOOHTH MOJJIMBHM
iioro po3YMHEHHS B PiAMHI eniTenialbHOI TKAaHWHH, Y TOH
yac AK Jino¢inbHI BTaCTHBOCTI NOJNETIIYIOTh Horo
BHYTPIIIHBOKTITHHHE NOIVIMHAHHSA, ITiCIIA YOro BiH
YaCTKOBO Ta 3BOPOTHO MEPETBOPIOETHCS B HabaraTo
iinodineHiury GopMy ckiaqHoro edipy BcepeanHi KIiTHH.

OGopoTHa erepudikaiis KHPHIX KUCIOT

VTpumanHs BRUXyBaHOTO OyIecOHiAy B TKaHHHAX
MMXANBHUX IUXIB Y BUMIAOI CKTaAHUX edipiB KUPHUX
KHcoT GYII0 MPOAEMOHCTPOBAHO in Vitro Ha KJIITHHAX
wypis (Wieslander et al 1998a; 850-RD-0360) Ta
imuxanpHux urigxax moanau (Wieslander et al 1998b) i in
vivo B TkanuHax mrypiB (Miller-Larsson et al 1998; 850-
RD-0371) ta monguuu (Tunek et al 1997; Thorsson et al
1998; Petersen et al 2001). Ycepeauni wiituau GynecoHin
erepuikyerses B mo3uiii C-21 i3 yTBOPEHHAM CKIaHHX
edipis sxupHHX KMcIoT. I1ig yac eoro npouecy
erepudikaiii iHTakTHHI GyIecOHiM, L0 BOJIO/i€ MOMipPHOIO
NinoginsHICTIO, IEPETBOPIOETHCS HAa BUCOKOMINODUIBHUI
GynecoHin-onear. BynecoHin-onear, 1mo He BOJOIE
BUMiPIOBAHOIO IITFOKOKOPTHKOIHOIO aKTHBHICTIO, MOXKE
IiaBaTUCs TiApoIi3y MiX Ai€0 BHYTPiIIHBOKIITUHHOT
j1inasu 3 BUBiIbHEHHAM OynecoHiny. Lle#t nmponec
erepuGikauii/riaponisy 3aJIeKHTh BiJi KOHIEHTpaLii
oyneconiny (Tunek et al 1997; Miller-Larsson et al 1998;
Wieslander et al 1998a; 850-RD-0360).

OcranHi JaHi 1ie pa3 HaroJoCHiIM Ha BAKIMBOCTI 1[OT0
MEeXaHi3My JUIS CEIEKTUBHOCTI OyAECOHiy B AMXaIBHUX
mutaxax (Miller-Larsson et al 1998; Jendbro 2001). Juxanshi
LLLIAXH, OCOOJIHBO Tpaxesl, MAIOTh BUCOKY 3JaTHICTh
YTBOPIOBATH Ta HAKOIMUYBaTH 6ynecoHia-onear. OCKUIBKH B
aGCoMOTHOMY BUPQKEHH] BHYTPILUHBOKITITUHHUX CKIIaZHUX
edipis Hebararo, ix NogaIbLIE BUBIIEHEHH] YAHHUTD JIMLIE
He3HauHull BIUIMB Ha piBeHb OyJecoHiny B ruiasmi. Takum
qUHOM, eTepudikallis CpUsTHME MiABUILEHHIO
cenexTHBHOCTI OyIECOHINY B AMXaJbHUX IIUIAXAX i JIETEHAX Y
MOPIBHAHHI 3 TKAHMHAMH, TAKMMH K M’ 34, @ TAKOXK
CIIPHATHME BCTAHOBJIEHHS CIIPHATIIMBOTO CIIiBBiIHOIECHHA
KOpHCTb/pU3uKk Ans GyaecoHixy B opiBHAHHI 3 iHmmmMu I'K,
110 He yTBOPATE Taki edipu (Skoner 2003).




2) Bropunna dapmakoarHaMika.

V nocnimKeHHSIX TOKCHKOJIOTi Ha TBapHHAX NIpH
3aCTOCYBaHHI BUCOKHX 1103 OyIecoHiny, AK i iHIHX
FIIOKOKOPTHKOIAIB, OyJI0 MPOAEeMOHCTPOBAHO TaKi eQeKTH,
K YIIOBLIBHEHHS POCTY Ta 3HIKEHHA MPUPOCTY MACH Tifa,
{HAYKLis MPUrHIiYeHHs HaJHUPKOBHX 3aJ103 200
BUCHAXEHHA J1iMGOTIHOT TKaHUHM,. Y MHIIEeH 30aTHICTh

Oy 1eCOHI LY MPU3BOAUTH A0 YNOBINBHEHHS POCTY,
3MEHILIEHHS MAaCH HaJHUPKOBHX 3aJ103 Ta TUMYCa, 8 TAKOXK
KineKocTi JeiikouuTie Gysa aHanoriynoro takiil y BII
(850-RD-0041). [ToBTOpHE BBeeHHS OyAECOHIAY lypamM
MiCJIst OBApiEKTOMIT He CIIPMYMHIIIO IecTareHoNoAiOHNX Ta
yrepotpodiunnx edekris (850-RD-0007, Tunek et al 1997).
ByZecoHi/l He BIIMBaB Ha po3ciabitorody Airo TeodiniHy
Ha 6pouxocnasm. Y 1inoMy OyaecoHin Bonois
TOTY>KHIILOO MICLIEBOIO IIPOTH3AaNAIBHOIO JIi€l0 Ta
C1aGLIOK CHCTEMHOIO Ji€l0, BKIIOYHO 3 MPUTHIYEHHAM
AKTHBHOCTI rinodiza Ta HAAHUPKOBMX 3aJ103, Y NOPiBHAHHI 3
iHmmpMu crepoigamu, Hanpukitag BT

3) ®apmakonoris 6e3nexu.

CeplieBo-CyIHHHA CUCTEMA

BymecoHin He BIUIMBaB Ha apTepialbHKMH THCK, 4aCTOTY
cepueBux ckopouens abo EKT micig ogHopaszoBoro
BHYTPIiLUHBOBEHHOI'O BBEICHHS AO3U JI0 125 MKI/KT y
urypis. ByzecoHin (2 MKMOJB/JT) TAaKOX He BILIMBAB HAa
iHOTpOIHI Ta XpOHOTPONHI e()eKTH Ha ByIlIKa NEpeICepab,
1[0 CIIOHTAHHO CKOPOYYIOTHCA MOPCEKMX CBUHOK (850-RD-
0008).

JIMxaibHA CHCTEMA

OpHOKpaTHa BHYTPIlIHBOBEHHA iH’ ekl < 88 mxr/kr
OymecoHiy He BIUIMBaJIa HA OMip JIETEHEBHX CyIHH a60
noAatTauBicTh erens (850-RD-0008).

Hupxopa cucrema
BynecoHia He 3MEHILYBaB CEKPELII0 HATpilo Ta 06’eM cedl y

[[ypiB MiC/Is1 COMBOBOTO T4 BOAHOTO HABAHTAKEHHA Ta
anpeHosekToMizoBaHux mypis (850-RD-0009). Takum
YUHOM, OyIEeCOHI He BOJIOAI€ MiHEPAJIOKOPTHKOIHOIO
aKTUBHICTIO. SIK i iHIII NIIOKOKOPTHKOINH, OyecoHin
MOCHIIIOE CEKpellilo Kalito Ta BoaHuii aiypes (850-RD-
0009).

[{entpansHa Hepeosa cucteMa (LIHC)

[Tpy BHYTpPiIUHBOOYEPEBHHHOMY BBEAEHHI 1034 40 MI/KT y
MUILIEH, IO 3HAXOAWINCH Y CTaHi CBiIoMOCTi, GynecoHin He
BILIMBAB Ha MAPAMETPH, IO BiZ0Opa’kaloTh aKTHBHICT
[[HC i BereraTBHOI HEPBOBOI CHCTEMH, (QYHKILiIO
ckeNneTHUX M’s3iB 1 GonpoBi peakuii (850-RD-0081).

4) dapMakoqUHaMiYHi B3a€MOIIT

BynecoHia He B3aEMOJIiAB i3 6pOHXOpeIaKCAHTHUMHU
BIIACTHBOCTAMM i30npeHainy in vitro (8§50-RD-0031) a6o
in vivo (850-RD-0008). [TonepeaHe 3acTocyBaHHA
GyziecOHily He BIUTMBAJIO Ha BUKJTHKAHI TepOyTaliHOM
ckopoueHHs ckeneTHHX M’ s3iB (850-RD-0035) i ve
3MIHIOBAJIO PO3CIabIIIOI0Y0] aKTHBHOCTI TeodUTiHy Ha
riafeHpKi M’ 31 IuxanbHuX nnsaxie (850-RD-0053). 3
METOIO iMiTaLlil JIikyBaHHS rOCTPOro IPHUCTYITYy aCTMH, Ha
MHIlIaX BUBYABCS MOTeHUiMHKM edekT GynecoHiny (2 Mr/kr,
nepopaibHo) Ha BHYTPILIHEOBEHHY TOKCHYHICTB aroOHICTy
TepOyTaniny-p2, HopaapeHatiHy (a- Ta B-aroHicT) i
Teo(ininy (850-RD-0036). He 6yno BiazHaueHo B3aemoail
mono LDso TepbyTaniny Ta Teodinidy, ane 6yn0 BUABICHO
Hesnauxe 36inswienHs LDso HopagpeHaiHy.




3. dapmakoKiHETHKA

1) AnaniTH4Hi METOAMKH Ta 3BIiTH INOJO 1X
Bastimanii.

ByecoHi aHali3yBaBCs 3 BUKOPHUCTAHHAM BaJli/IOBaHKX
METO/1iB, 3aCHOBAHMX Ha PiqUHHIHM XpoMaTorpadii B
MO€IHAaHHI 3 TAHIEMHOIO Mac-CIIeKTpoMeTpicro. Mexa
KiIbKICHOTO BU3HaYeHHs cTtaHoBuIa 0,025 HMOJIB/M MpH
06’ emi ipobu 1 mut. HrokHs Meska KiJIbKiCHOTO BU3HAYEHHS
(LLOQ) 6ynecoHity BBKAEThCS MPHAATHOIO JUIs LiTeH
BUMIpPFOBAHHS CHCTEMHOTO BIUIMBY Ha TBAPHH i JIIOJUHY.

[Hransiuiiisi 1034 B 3BiTaX 6yJ10 pO3paxOBaHO Ha OCHOBI
KOHLIEHTPAL[iil y BANXYBaHOMY IOBITPi T XBUJIMHHOTO
06’eMy nUXaHHs (CKOPUTOBaHUX BiIOBiHO 10 MacH TiNa).
OtpumaHi TAKAM YHHOM 3HaYEHHs Bif0OPayKarOTh TLIbKK
npubIH3HY OLIHKY «iICTUHHOI» KO3, L0 BIUXAIACS
TBapHHAMH.

2) BcMOKTYBaHHS.

BCcMOKTYBaHHs Ta CUCTEMHa JOCTYIHICTh 6yZecoHimy
BHBYAJIHCA B Pi3HUX BUIIB TBAPUH (MHLII, IypH, cobaKu,
KpOJli, MaKaKH) ITiCNIs Pi3HKUX cMocobiB 3aCTOCYBaHHS
(mepopanbHuii, iHraaIuiiHvi, MiAmKipHui i pexTanbHuH).

BemokTyBanHs 6ynecoHiny y utypie miciis iHranauii abo
iHTpaTpaxeansHOl (i/T) iHCTHIALIT OyJI0 INBHAKKIM;
IMaKcHManbHa KOHLIEHTPALis B I1a3Mi criocTepiranacs B
MOMEHT IEpPIIOro B3ATTS NPOOH, Yepes 5 XB mics
3acTocyBaHHs. BiogocTynHicTs cCTaHOBMIIA TIPHOITH3HO

50 % micna inranauii nopowky (850-RD-0390) i
konuBanacs Big 42 % no 148 % micns i/T iHCTHIALIL.
3HayeHHs 148 % Morio GyTH 0B’ A3aHHM 3 JIKapChKOK
B3aeMotiero GyaecoHiny Ta neHrob6apbiTany, aHeCTETHKa,
BMKOPHCTAHOTO B 0CHiKeHHi. B excnepumenTi 3
i30150BaHAM TIepdy3ifiHNM MOMKOMIKEHHAM JEreHb y
urypis 45 % BBeneHol no3u 6yAeCOHiy BCMOKTYBAJIOCS
mBHAKO, IpoTaroM 30 XBIIHH, y Tol Yac sK iHma ppakiis
BCMOKTYBAJI0CS NOBUTBHIIIE B JISTEHEBHH KpoBoobir, 1o
BKa3ye Ha Te, L0 YaCTHHA 031 3AJTUIIMIACA B JISTEHEBUX
TKAHMHAX 1 3BiITH NOBIILHO BUBLIBHSUIACSA B KPOBOOOIr
(Ryrfeldt et al 1989; 850-RD-0266).

|V cobak BCMOKTYBaHHS Takox GyJI0 IIBUAKMM MiCTst
iHrasALT CyXOro MOpOIIKOBOTO aepo30iio a0 CyCHeHsii 3a
nonoMorolo HeGynaiisepa. MakcHManpHa KOHIEHTpalis B
rurazmi Cmax, K MpaBuiIo, Aocsaranacs NpoTarom 15 xs,
T06TO B MEPIIMX JABOX ToYkax Binbopy npo6. CucreMHa
nocTynHicTs 6yna iIeHTHYHOIO U1 IBOX JIIKApChKHX $opM
ra KoaMBanacs Bif 56 % no 60 % (850-RD-0376; 850-RD-
0402).

[TepopajibHa 6iof0CTyNHICTE Oy/IECOHILY € MOCHTH
BHCOKOIO y MuIueti (35 %) i mypis (Big 22 no 32 %), Ta
HIK4010 y cobak (Bin 12,7 no 18,6 %) i makak (six 1,9 o
2,1 %) (850 RD-0428; 850-RD-0158; 850-RD-0161; 850-
RD-0059/2; 850-RD-0330).

OnyGnikoBaHMX JaHHX MO0 6i0A0CTYNHOCTI
rIIOKOKOPTUKOINiB HebGararo. Ilicas nepopaisHOro
3acTocyBaHHa QIyHi30Mi1y, iHIIOro MIIOKOKOPTHKOILY,
nosigomAocs Ipo BUCOKy GiogocTynHicTs (6inbur 50 %)
y 1ypiB, murueii Ta cobak (Chu et al 1979). IlepopaibHa
GiogocTymnHicTh (uyHizominy 6ya 3HAYHO HIDKYOIO Y
Makak-pe3yciB i sBaHChkuX Makak Cynomolgus (mMeHwue

5 %), 10 Y3rODKY€ETHCA 3 Pe3yJbTaTaMt LI GyecoHimy.

[1i naHi NOKA3y¥OTh, 11O ICHYIOTh BENHKI Mi>KBUIOBI




BiMIHHOCTI B NepopaibHiit GiomocTymHOCTI
[JIIOKOKOPTHKOIIB.

3) Posnopain.

3B’ sa3yBaHHs OynecoHiny 3 6iIKaMu I1a3MH CTAHOBHTE
npubausHo 92 % y uypis ta >85 % y Muwuei, cobaxk i
mounK (850-RD-0349). 38’ a3yBaHns 3 Ginkamu
GymeCOHIy aHATIOTIYHO 3B’ 13yBaHHIO 3 GiJIkaMH iHIIKMX
CHHTETHYHHX ITIOKOKOPTHUKOIMIB.

3HAUHMI PO3MOALT Y TKAHMHAX Ta HU3BKHI PO3MOAIN Yy
LIEHTpaJIBHIl HEPBOBIil CHCTEMi cIIOCTepirajaucs B
aBTopaniorpadivHUX JOCTIPKEHHAX BChOrO OpraHizMy IpH
sacrocysanHi 3H-GymecoHiny B MuLIeii miciid B/B BBEICHHA
(Andersson et al 1986; 850-RD-0002) Ta y mrypis micis i/T
incTHisaLii (850-TO-0137; 850-P/1-0367). PanioakTHBHICTE
Takox Oy/1a BUABJIEHAY TUIOJA Ta B INTALICHTI BariTHUX
TBApVH.

06’em posnozainy (Vp, J1/Kr) Mmicis B/B BBEJCHHS CTAHOBUB
npu6iusno 20,3 y muei, Bix 4,8 1o 9,2 y mypis, Big 4,7
no 6,9 y cobak Ta 2,8 si/Kr y MaKaxk.

4) MeTabonizM.

MeTaGonizm GynecoHify BHBHABCH 5K iR Vitro, TaK i in vivo
y Pi3HHX BH/IB TBapHH, BIUTFOYHO 3 MOAHHOW. Byo
BHSIBJIEHO JOCTATHIO KOPENALID MK pe3ynsTaTaMu
mocnimkenb MeTabonisMy in vitro Ta in vivo, i MK pisHUMH
GioNoriYHUMHM BUIAMH € JIHLIE HeBEMHKi JKiCHI BIAMIHHOCTI
B MeTaboiuHHX nutaxax Oyneconiny.

Byaeconin B ocHoBHOMY MeTabomNi3yeThbes B MeyiHLi A0
nomsapaux Metadoniris. OiHaK He MOYKHA BUK/IOYATH
no3ane4yinKoBuii MeTabosIi3M y CIIU30Biil 000MOHL
KHLIEYHHKA. 32 BAHITKOM KOH foratiii 3 cysnbparom
(Meloche et al 2002; Pacifici et al 1994), y nerensx He
BusBIeHO MeTabonismy nosspHUX MeTabonitis (Andersson
and Ryrfeldt 1984). [Tonsipai MeTaboniTv BUBOAATHCS i3
ceuelo Ta YKOBYIO B MPONOPLISX, SKi PO3PI3HAIOTLCH B
pizHIX Gi0IOTIYHMX BUILIB.

[Ienakicts MeTabonismy GyaecoHiny B neviHui Mumeii Ta
moannu Gyna onnakosoto (Andersson et al 1982); ne
cnocTepiranocs cTilikuX crateBux BiaminHocTel (850-RD-
0139; 850-RD-0144). ¥V mypis 1eii nokasznuk Oys
npubIM3HO YABIYI MEHIUMM, HK Y MUILIeH | MmoeH; Takox
MoKasHUK MeTadoi3My B mediHui camuis € B 4-8 pasis
BuIMM, HiK y camuus (850-RD-0138; Andersson et al
1982).

[Isuakocti 6ioTpancdopmarii KOKHOrO 3 JBOX emiMepiB
Gyneconimy (22 R i 225) Takosx BuBdanuca. Y neuinui
vuiueii enimep 22R tpancdopmysascs B 56 pasis
WIBHLLE, & B MEYiHLl TIOIUHA MPHOIU3HO B [Ba pasu
weKaLe, Hix enivep 228, V nedinui orypie Takux
BUPaJKeHHUX BifIMIHHOCTeH y mBHAKOCTI MeTabomismy He
susipneno (Andersson et al 1982; 850-RD-0139; 850-RD-
0144).

OcHoBHi uuisxu Merabonidnol inakTusauii Gyaeconiny B
MediHLli BKIIOYAIOTH peakilii ripoKCHIIIOBAHHS B MO3HLIAX
C22, C23 i C6 (Edsbiicker et al 1983; 850-RD-0173;
Edsbicker et al 1987a). I'iapokcuntosanns B nozuuii C22 e
CTEPEOCENeKTUBHUM, OCKITbKU B HbOMY Oepe yuacTh TUIbKH
eniMep 22R. V pesynerari C22-rilpOKCHITIOBaHHA

yTBOpIOEeTECH 160-riipOKCHIIPEIHIZ0N0HY Yepes
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npomixkHuii epip OyTuparHol kucnoru (850-RD-0156; 850-
RD-0162; Edsbicker et al 1987b). Takum umHOM, 160, 170~
aneTasbHa rpyna OyJecoHiny BiEIUTIOEThCS Bi
MOJIEKYJIH K OyTupaTHa KucioTa. Y pe3ybTari
rigpoxcrmoBanHs B nosuuii C23 yrsoproerscs 23-
rigpoxcubyaeconiny. Lleil max nepeBakxHo XapaKTepHUi
s 22S-enimepy OymecoHiay. Y pe3ynbTari
rigpokcutoBatHs B nosuuii C6 yrBoproeTbes 6p-
rizpokcHOyaecoHixy; el MUIIX XapaKTepHHH Ay 0OHABOX
enimepis OynecoHiny. [Hmuit max, skuit Moxe OyTH
MOR’A3aHMIA 3 MiAPOKCHIIOBaHHAM y no3uii C6, — 1e
yreopenns 6,7-nerinpobyneconiny. Ha nogatok o peaxiliii
rizpokcuitoBanHs OyJecoHI TaKOXK MOXKeE
BiIHOB/IIOBATHCA B A-KiJIBLIi B MEYiHIIi Ta KOH IOIyBaTHCA 3
cynb(arom y 21-nos3uuii. OnHak ocTaHHil MeTaboiuHMI
LUISIX BBAXKAETHCS APYTOPAAHHUM.

lgpokewnosanns 6ynecoHiny B nosuuisx C22 ta C6
kartanizyerscs pepmertamu CYP 3A B Mikpocomax
nevinku soauan (850-RD-0320; Jonsson et al 1995). Lle
GyJ10 IPOJEMOHCTPOBAHO 3a JOTIOMOTOIO CIIEHM(i4HIX
inriGiropis P450 i aHTHTIN, a TAaKOXK KOPENALIHHOTO
aHai3y MeTaboJi3My 3 Pi3HOIO aKTHBHICTIO Mapkepa P450.
VmoBipHo, 1o rifpokcumopanHs B mosunii C23 Takox
katanizyersbed pepmentamu CYP3A.

Bionoriune yrsopeHHs in vitro 21-anpaerinis 6yaecoHiny
[fa KopTH30Jy 6YI0 IPOAEMOHCTPOBAHO Y JIFOAUHH, IypiB
ira mumei (SC-104766-1). 21-anpaerin Gyneconiny i
KOPTH30/T YTBOPIOBAIMCA B MiKpOCOMaX MEYiHKH, a 21-
anberia 6yoecoHily TaKOK YTBOPIOETECA B MITOXOHAPIAX
riediHKy, aJie 1 MeTa0o iuHi IMIISXH MEHLI TTIOMITHI, HiX
iHWi KTiTHHHI MeTabomiuni maxu. Merabomism 21-
anbaeriais 6yaecoHiny Ta KOPTH30IY B IUTOILIa3Mi G6yB
weuakum. L{i pe3ynpTath in vitro BKa3yloTb Ha Te, IO
3IaTHICTh yCyBaTH 2 1-anpaerinu crepoinis GepMEeHTHUMHU
cHCTeMaMH NeYiHKH, HMOBIpHO, Gy/Ie BUCOKOIO, SKIIO TaKi
CTIOJTyKM BBOIATECS 260 YTBOPIOIOThCA 6i0/IOriYHAM
usxoM in vivo. O6oport 21-anpaeriny 6yaecoHiny B
TKAHWHAX TIEYiHKH JIOAMWHH, PO3PAaXOBaHHUIH HA OCHOBI
3HaueHb BHYTPIIIHBOTO KIIPeHCY, CBiIYUTE MpPO IIBUAILE
HUKHEHHS, HDK YTBOPEHHS 3 OyIeCcOHiy.

VHikanbHa BJIacTUBICTh OyIecOHiy nondrae B TOMy, IO 3a
HasBHOCTI aIcHO3UH-5’-Tpudocdary (ATD) Ta
xohepmenTy A BiH Moxke miggaBaTucs o60poTHIN

KOH ¥oratfii 3 J)KHPHUMH KHUCJIOTaMH B JIETEHAX/IUXaJTbHUX
LuIIXax i, IMOBIpHO, TaK0XK y 6araTbox iHIIMX TKAHHHAX
(850-RD-0359; Tunek et al 1997).

Onear 6yaecouniny (R = C17H33), nayimirar

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

(R =CI15H29) i apaxinonar (R = C19H31) Gynu
inenTndixoBani sk ginodiaeHi MeTabosiTi GyaecoHimy B
MiKpocomax JiereHb Ta nedinku JroauHu (850 RD-0359;
Tunek et al 1997). 3aramom, ryiFOKOKOPTHKOIH,
eTepuikoBaHi >KMPHUMH KHcI0TaMH B nosuuii C21, MaioTs
MiHIMaJIBHY CHIOPIAHEHICTD i3 MIIOKOKOPTHKOITHIM
peLienTopom, sSKio BoHa B3araii € (Wiirthwein et al 1992).
Kown’roratu OyzaecoHiny 3 J)KUPHUMH KHCJIOTAMHU € JYXKe
inoHILHUMH CTIOTYKaMH, Ta JOCIiKEHHS IIOKa3yIOTh,
110 BOHH nepelyBarTs B KIITHHAX, € BOHH YTBOPIOKOThCS
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(850-RD-0360/2). Ognak Gyno noka3aHo, 110 KOH IOTaTH
bKUPHUX KUCIIOT OyAECOHiINy MOXKYTb Mi/IIaBaTHCh
rigponizy (Tunek et al 1997; 850-RD-0359; 850-RD-
0360/2). TakuM YMHOM, peaKis € 3BOPOTHOIO, Ta
AKTUBHICTh GY/IECOHINY BiJHOBIIIOETBCA Mif €O JTiNas.
JTinodineHi MeTaboINITH MOXKHA PO3IJIAAATH AK
BHYTPiLIHbOKIITHHHMIA ITyJ1 HEaKTHBHOT'O OYJECOHiY, aje
3 BigHOBMIOBaHOIO akTUBHICTIO OynecoHiny (Jendbro 2001).
MOo3UIHBO, 1€ CIIPHUSE TPUBATIOMY AHTHACTMATUYHOMY
eeKTy, IO CroCTepiracTees y JIoJeH, AKi 3aCTOCOBYIOTh
OynecoHia.

5) BuseneHHs.

Busenenss 3 kanoM Oyna NepeBAKarOUUM IUIIXOM
BHBEICHHS PaJiOAKTUBHOCTI 5K y LIYpiB, TaK i B cobak
micsis pisHMX cnoco6iB 3actocyBanHs 3H-GyaecoHiny, mwo
BKa3ye Ha BUCOKUH CTYHiHb BUBEJEHHA 3 JKOBUIO. Y KpOJIiB
i3 cevyero Ta KaJoM BHBOJMIACA IMPUOIU3HO PiBHI KUTBKICTh
panioakTHEHOCTI. EKCIIepUMEHTH Ha IIypaX 13 XKOBYHHMH
HopuuamH (850-RD-0006) ta isonbpoBaHOO nepdopaltiero
neuinku (850-RD-0064) mixTBepaAMIIM BUCOKHH CTYTIiHb
BHBeZICHHS GyIeCcOHiLY 3 XKOBUIO. Y 3pa3Kax cedi Ta jKoBui
He 6yJ0 BUABIIEHO He3MiHeHuit GyaecoHia. e cBimuuTs
npo BUCOKMH CTymiHb GioTpaHchopMarlii OyecoHimy.
[Ticna Ha3aIBHOT IHCTHIALIL Y JIFOIMHHA OCHOBHHMM IIUIIXOM
suBeneHHs Oys uepes ceuy (8§50-CR-6003).

6) dapMaKOKiHETHYHI B3a€MOZIT (TOKITiHI4Hi).

OcnoBHi MeTaboIiTH, AKi YTBOPIOIOTHCS 3 GyNECOHITY B
MiKpocOMax IEeYiHKH JIIOAHHH, GyIM ineHTHdiKoBaHi IK
160-rigpokcunpeanizonon ta 6p-rigpoxcubynecownin. Li
MeTaBoJIITH YTBOPIOIOTHCS 32 AOTIOMOTOK0 (PEPMEHTHOT
cuctemu tutoxpomy P450 (CYP), ta 6ynu ineHTHOiKOBaHI
sk i30¢opmu, BianosinaneHi 3a MeTabosism (850-RD-0320;
Jonsson et al 1995). Pe3ynbTaTh IOKa3ykOTh, 110 YTBOPSHHS
13 GyaecoHiy OCHOBHHX MeTabomiTis, 16a-
riAPOKCHIIPEIHI30I0HY Ta 6B-TinpokcubyaecoHiny,
KaTanisyerses isodepmentamu migpoaunua CYP3A.

SIK IpaBuUIIO, Yepe3 BUCOKY aKTHBHICTB Oy/IECOHiy N03H,
[110 3aCTOCOBYIOTBCS TIpH JIIKYBaHHI aCTMH Ta PHHITY, €
ny»ke HUu3pKkuMH (Big 0,1 1o 1,6 Mr) B nopiBHAHHI 3
GinbluicTio IHINKMX Jikapchbkux 3acobiB. Lle o3nauae, mo
RaTHICTE OYIECOHIAY YIOBUTBHIOBATH BHUBEICHH 1HIUKX
CYP3A-cyGeTpaTHuX Npernaparis MUIAXOM KOHKYPEHTHOTO
ranbMyBaHHS € 0OMEXEHOIO.

7) Inuwi GpapMakoKiHETHYHI AOCTIHKEHHA

He 3actocoByeThe.

4. TOKCUKOJIOTIA

[TokcHKosoris 6yeCOHiNy BUBYAIAcs B JOCIIKEHHAX TOKCHYHOCTI 32 OAHOPa30BOro Ta IOBTOPHUX
BBE/IEHb, AOCIUKEHHAX PENPOAyKTUBHOT TOKCHYHOCT], FeHOTOKCHYHOCTI Ta KaHueporenHocti. Takox 6yio
[IpOBEIEHO TOCIiKEHHs Ha CTATEBOHE3PLTNX TBapuHaX. J[0C/iIkeHHs TOKCHYHOCT] 33 HOBTOPHUX BBE/ICHD
MPOBOIIKCS Ha AEKIIBKOX BUAAX (ML, IypH, KPOJi, COGaKH Ta MakakH) i3 BAKOPHCTaHHAM
[epOpaILHOTO, MiIIKIPHOTO, HAKIPHOTO Ta HrAIALIHHOro CrIoco6iB 3acTOCYBaHHs MPOTATOM 1o 12
micswis. [TapaMeTpy OMOPHMX KIIHIYHHX HOCTIKEHb TOKCHKOJIOTI] Bi/NIOBIAAIOT ray3eBHM CTaHApTaM.

1) TokcHuHICTB Y pa3i OAHOPa30BOrO BBEICHHA

TOKCHYHICTE GYAeCOHILY IPU OXHOPA30BOMY BE/ICHHI €
AHATOr YHOIO TaKil TOKCHMYHOCTI 1HIIMX CHIIBHOIIOYHX
FIIOKOKOPTHKOIIIB, TAKKX AK GSI0METa30HY AUIpPOMiOHAT
i pnyounHonoHy auetonizy. 3HauenHsa LDso micnsa
iHransuiiHOro BINIMBY € HDKYHMH, HDK [IPH 1€POPaTbHOMY
3aCTOCYBAHHI.

LDso 33 pi3HHX CIOCOGIB 3aCTOCYBaHHS B Pi3HMX BUIIB
Oyna Takoro:




Muiwi  >100 mr/kr, >800 Mr/xkr, 36—100 mr/kr,

iHranauiigo, NepopajIbHoO, MiAWKipHO,
[lypn >68 mr/kr, =400 Mr/xkr, 15 mr/kr,
iHransuiitHo, NepopajIbHoO, MiJIKipHO,
Cobakn > 1 Mmr/kr, He H3
iHransuiiizo, 3aCTOCOBYETHCA.

HJ] — Hemae manux.

V mueit npu nigmkipHomy (1/ur) BBeaeHHi LDso €
HHIKUOIO MpU 3acTocyBaHHi R-enimMepy GynecoHiny (Bia 32
no 64 mr/kr); Hix 3 S-emimepy (250 mr/kr).

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

2) TOKCHYHICTD Y pa3i HOBTOPHUX BBEIEHb JTocipKeHHs TOKCHYHOCTI NPH MOBTOPHUX BBEJICHHAX Ha

mypax
JlocimKeHs iHranifHoOro 3acTocyBaHHA

YV 14-neHHOMY JOCTiIKESHHI 3 METOIO BU3HAYEHHA
ONTUMAaIBHOT IO3H MOPOIIKOBOT cyMilli GyAecoHixy 3
naxto3oto (T3260) inransiiibi go3u cranorw 0,54, 4,4
ta 49 MKI/Kr/noba. 3HIKeHHS IPUPOCTY MacH Tija Ta
3MEHLIEHHS CIIOKMBaHHS DKI Bi3HAYaI0CA IpH 031

49 Mkr/kr/no6a. 3MEHILEHH MacH TUMYCa BiI3HAYaN0Cs B
yCiX caMuiB i caMHIIb, IKi OTPUMYBAIM BUCOKI 1034, Y
0IHOMICSYHOMY HOCII/KEHH] IIOPOIIKOBOT CyMillli
Gyneconiny 3 akroszoro (T3289) inranauiiini no3u
cranosunn 0,28, 3,3 ta 43 Mkr/kr/no6a. ByaecoHix mMBUAKO
BCMOKTYBaBcsi Ta gocsras Cmax 0,23-0,4 rox micns
sBejleHHs. Brus OyB 10303a1e5KHUM, €3 ypaXyBaHH:
HakonuueHHs abo reaepHux BigMinHocTeH. AUC
ctanoruna 1,4 Ta 15 umons X roa/n npu go3ax 3,3 i

43 mKr/kr/mo6a BignoBigHo. [ MIOKOKOPTHKOINHI edeKTH
crocTepiraucs TUIBKY npy 1031 43 MKr/kr/no6a, Ao HUX
HaJIe)KaJTH 3HIKEHHS TIPUPOCTY MacH Tijla, He3HAYHe
MiABHILEHHS KOHIEHTpalii reMoriao0iHy Ta 3MEHILIEHHA
macy TEMyca. ITic/s oiHOTO MicsLd BiAMiHY Npenapary Bei
napaMeTpH MOBEPHYNIUCS 10 KOHTPOJIBHUX 3HAYEHb.
Cepenns 103a, 3,3 MKr/kr/moba, € 703010 npemnapary, npu
sKiit He criocTepiraroThes nodivHi seuia (NOAEL).

V 3-micauHOMY JOCIiIKeHH] 3 a6pO30JIbHIM A03YHOUHM
{HranaTOpOM 3 XJI0pHTOPBYTIECBOAHEBHM CKIATIOM
3aCTOCOBYBAJIM iHraANiiHiI qo3u 29, 105 Ta

428 Mkr/kr/no6a (T841). ['mokokopTHKOINHI edexTH
BKJTIOYAIIH BUNA/IaHHS BOJIOCCS, 3SMEHIICHHS CTIOXKHMBaHHS
i Ta 361nbIIEHHA MacH Tina abo BTpaTy MacH Tina,
3MEHLLIEHHs KiIBKOCTI TIMPOLMTIB i IEHKOLMTIB,
MiJBUIIEHHS KITBKOCTI HEUTPOQisliB Ta HeBeIHKe
TUMUYacOBe MiJBUUICHHS PiBHIB CEYOBUHU Ta
acriapraraminorpancgepas (ACT), mo criocrepiranocs B
OCHOBHOMY Y TBAPHH, 5Ki OTPHMYBaJIH CepeHIo a60
BHCOKY Z103y. 3MEHIIIEHH] MacH TUMYCa, MEYiHKH,
HaJHUPKOBUX 321103 1 CeJIe3iHKH KOpeJIIoBaIo 3 aTpodiero
THMYca Ta KOPTUKAIBHUX TKAHUH HaJHUPKOBHX 3103 i
BMEHILIEHHAM KUTbKOCTI MaluX JiMGOLMTIB B cee3iHL,
nimatnynHux By3nax i Tumyci. Takox y camuip
Bifi3HaYaBCs aMHAPHHUH PO3BUTOK TKAHHH MOJIOYHOT
341031 3 HEBEJIMKOIO KUBKICTIO cekpeTy. I1oB’a3anmx 3
TiKyBaHHAM 3MiH YJIBTPAaCTPYKTYPH TKaHWHH JIEreHb abo
aKTHBHOCTI LIWJTIapHOT CUCTeMH TpaXei He Bii3Ha4eHO.




INOEL He Gyno ineHTr(ikoBaHO, OCKIJIBKH
rIOKOKOPTHKOIHI eheKTH criocTepiranucs npu BCiX 703ax.

YV 12-MmicauHOMY JOCTIDKEHH] 3 a¢pO30JIbHUM JA03YI0UHM
IHrAATOPOM 3 XJIOpGTOPBYTIICBOJHEBHM CKIAIOM
3aCTOCOBYBA/IM IHrassAuiiHi 103K 6,5, 8,5 Ta 49 Mkr/kr/n00a
(T1190). EdextH, 0 COCTEPIraloThCs MEPEBAKHO B TPy
BHCOKHX /103, GyJIH B LJIOMY aHAJIOTTYHIUMH eeKTaM, MO
crocTepiraioTees B 3-Micss4HOMY JociikeHHi. He
pi3Hauanucs eeKTH HAa MEXaHiKy AMXaHHJ, rasv Ta pH
KPOBi, X042 LIBHAKICTE MYKOLIMJIIAPHOTO TPAHCIIOPTY B
Tpaxei, WMOBIpHO, CBiIYMTH PO He3HAYHE 301IbIEHHS
BUPOGHMLITBA CIM3Y Y YoIoBiKiB. CepenHs 103a,

8.5 mkr/kr/moba, 6yna NOAEL.

YV 3-MicAYHOMY JOCHIKEHHI 3 a6pO30JILHHUM J03YI0UHM
{HraJIATOPOM 3 renTadTOpPIpONaHOBUM CKIIAIOM
sacTocoByBasiu nosu 1,1, 7,5 ta 51 mMxr/kr/no6a (96199-01).
3MiHH, OB’ A3aHi 3 JIIKYBaHHSM, 110 OYJIH aHANIOrYHAMH
micsis 1 Ta 3 Micsuis BBy, 6y/N HE3HAYHUMH Ta
Bifi3HauaNUCs JIMIne pH 1031 51 Mxr/kr/noba. Bonn
BKJTIOYAJTH BUIIIaHHS BOJIOCCS HABKOJIO T'OJIOBH, & TAKOX
RHIDKEHHS TIPUPOCTY MACH TiJla, SMEHIIEHHS CIIOKHBAHHS
i7i, KinbKkoCTi TiMQOLHUTIB | Mack TUMyca. EAUHOIO
BHAXIJIKOIO MIKPOCKOIIUHKX AOCTiKeHb Oyna aTpodia
[IKipH Ta 3MEHIIEHHS KiTbKOCT] IMMGOKHMX BOJIOCAHHUX
domikysie y Beix camuiB, ki npuiiManu BUCOKI 103H,
3aCTOCYBaHHA AKHX MPUNUHWIH depe3 1 micaup. Cepenns
nosa, 7,5 Mxr/kr/no6a, 6yma NOAEL.

ﬂ,DCﬂiﬂ,}KGHI'Iﬂ TMepopaIbHOrO 3aCTOCYBAHHs

Y 0JHOMICAYHOMY JIOCTIDKEHH] IepOpabHOi TOKCHYHOCTI
urypam Beoqwin 103k 0,05, 0,5, 5,0 a6o 50 mMr/kr/noGa
(T609). Tsxki epexTd rIOKOKOPTHKOIIB CIIOCTEPiraamcs
npu mKo3ax 5,0 ta 50 mr/kr/mo6a i BiIro4anu piske
BMEHIIICHHS MacCH Tijia Ta CTIOXKMBAHHA DKi, BUPasKy
[LyHKa, KULIKOBY KPOBOTeUY, aTpodiio HaJHUPKOBHX
3ano3 i niMgoinHoi TKaHUHK Ta cMepTh (25 % npu

5,0 mr/kr/mo6a ta 100 % npu 50 mr/kr). o edexris, mo
criocTepiratotees mpH go3ax 0,05 Ta 0,5 mMr/kr/no6a,
Hae)Ka M 3MEHIIEHHS KiTBKOCTI JISHKOLMTIB i 1iMGOLHTIB,
aTpogis THMYyca Ta HaIHUPKOBHUX 3aJ103, a TAKOX
RGinbuIeHHs Tpoidepalii Ta cexpenii NPOTOK MOJIOYHHUX
327103, 3aCTOCYBAHHSA CIIONTYKH MOPiBHAHHSA, TPIaMIHHONOHY
aLleTOHIZY, L0 BBOFUIACS B 1031 5 MIV/KI (eKBIMONApHA, fK i
nosa Gymeconiny 5,0 mr/kr/no6a), NpU3BOAKIO 10
ananoridamx edekris. OfHAK TPiaMIIMHOIOHY aleTOHIN
NPU3BOAMB 10 CEpHO3HILIIX MOMIKO/PKEHb IIITyHKA, HK
Gyneconiz, i cipuuHsB cMepTh 83 % 1rypis 1o
hapepiuenns gocnimkenHs. ITokasauk NOAEL He
BH3HAYABCA.

JlocsTimKeHHs MiAUKiPHOTO 3aCTOCYBaHHA

V 2-TikHesomy aocnimkenHi (RR800447) B nosax 0,01,
0,1 Ta 1 Mr/kr/no6a crocrepiraiacsi BTpaTa MacH Tifla pH
mos3i 1 mr/kr/mo6a ta 36inbLIeHHs MacH Tija npu no3ax 0,01
i 0,1 mr/kr/mo6a, a TakoX 0303aJIeKHE 30UTBIIEHHS
napaMeTpiB epUTPOILY, PETHKYIOLUTONEHII Ta
nefikounToneHii (3 JiMPOIUTONEHi€I0 Ta 301IbLIEHHAM
KinbkocTi HeiTpodinis). CHpoBaTKOBa aKTHBHICTB
ananinaminorpancoepasu (AJIT) ra ACT nmomitHO




RGinpLyBanacs opy a03i 1 Mr/kr/no6a Ta B MiKpOCKOTIMHUX
OCIIKEHHSIX KOpeIoBaia 3i 36116 IeHHAM
nepinnoOynApHUX KUPOBHX BilKJIaJEHb i BOTHULIEBUM
Hekpo3oM nedinku. [IoB’a3aHe i3 3aCTOCYBaHHAM
GyIeCOHi1y 3MEHILIEHHS Macy TUMYCa, CEJIE3iHKM Ta
HaJHUPHUKOBHUX 32J103 KOPEIIOBAJIO 3 BCTAHOBJICHOIO B
MIKPOCKOMIYHHX JOCIIDKEHHAX BAXKKOIO aTpodiero 1ux
opraHiB y TBapuH, IKi OTPUMYBAJIH BUCOKI J03H.

'V KOHTPOJBLHOMY AOCITIIKEHHI 11/ BBEJICHHA Yepes 4
mokri (RR800448) nosu 6ynecoiny 0,10, 1,0 i

10 MKr/kr/no6a CIIpHYMHAIIH JIMILIE HEBEIHUKE 3MEHIISHHSA
KITBKOCTI JTiMGOLMTIB Y YOJIOBiKiB Ta 3SMEHIIEHH MacH
rumMyca Ha 10 mxr/kr/no6a. XKoauux 3Mis, ineHTHIKOBAHHX|
y MIKpPOCKOIIYHMX JOCITI/DKEHHAX, HE BiJI3HA4aIoC.

Ha mypax 6y/10 poBeaeHO Ba 6-MiCAYHUX JOCITIKEHH
TokcuunocTi. V nepmwomy nociipkenHi (T1233)
3acTocoByBaiuchk no3u 5, 20 Ta 80 Mkr/kr/noba, i B
pesyJbTaTi CIoCTepiranocs A0303aJIEKHE 3HIDKEHHS
[PUPOCTY MacH Tija, 301IBIIEHHS TEMATOKPHUTY,
KOHLEeHTpaLli reMOro6iHy Ta KUTBKOCTi €pUTPOLMTIB, a
TAKOJK BiJ3HAYANOCA 3HWKEHHS 3araJIbHOI KiTbKOCTI
niMdounTis i NefikouuTiB. 3MiHY, IO GyaH BUABJIEH Y
MIKPOCKOTIMHAX JOCII/LKEHHAX, BIIIOYIH JTiMoinHy
aTpodiro, NaHaMHapHy APiGHY BaKyOJi3allilo FeNaTOLMTIB i
poswmpents Matki. B inmomy pocnimkenni (T1563)
sactocosysanu nosu 0,01, 0,1 Ta 5,0 Mxr/kr/no6a, o
[PU3BENIO JIMLIE 1O HEBEIUKOrO 3HIKEHHA MacH
HaIHUPKOBUX 3a1103, TaKUM YUHOM, MPH 3aCTOCYBAHHI y
mypis o3y 5 Mxr/kr/mo6a 6yno miareepmkeHo sk NOAEL,
a o3y 0,1 mxr/kr/no6a Gyno inenTudikosano sk NOAEL
'UTst XPOHIYHKX THAMKIPHUX 1HQeKLiH.

OCHiIKEHHA TOKCHYHOCTI MPH MOBTOPHUX BBEAEHHAX HA
KPOIsaxX

TocnimkenHs MAWKIPHOTrO Ta HAIIKIPHOrO 3aCTOCYBaHHS

[TimmkipHe BBeIeHH 103 y po3paxyHKy 25 Ta 100 Mkr Ha
KpO/1sl OJMH pa3 Ha J06Y MPOTArOM OJIHOTO MiCslld
[PM3BOAIIO IO HE3HAYHUX 36iIbIICHHA MACH NEYiHKM Ta
3MEHLIEHHS Mach HaJHUPKOBHX 3aJ103 IIPK BUCOKMX 032X |
Ino303anexkHoi aTpodii HaJHUPKOBUX 3aJ103, pETpecii TuMyca
ra MiHIMasBHOI rimepruiasii engomeTtpito (T611).

V KpoJIiB 3aCTOCOBYBaHHS Ma3i OyaecoHimy MiAIKipHO B
no3i 100 mMr Ha kposns npotsroM 2 aGo 6 MicsIiB, Ma3i
0,025 % a6o 0,1 % y 2-micaunomy aocmipkerHi (T610) Ta
0,025 a60o 0,01 % y 6-micaunomy mociiwkenHi (T799)
[IPU3BOAMIIO [0 JIEFKOTO MOLIKOMKEHHS MEYiHKH,
301/BIIEHHA MACH TiJia (CaMIli) Ta HE3HAYHOI'O 3MEHIICHHS
MacH HaJHUPKOBHX 3ai103 (camuui) y rpymi 0,1 % uepes 2
micsii. Yepes 6 micsuis xkoqHUX edeKTiB
MTIOKOKOPTHKOI/IiB He Bil3HAYATIOCH Hi B IpyIi Masi

0,025 %, i B rpymi ma3zi 0,01 %.

TocnimKeHHI TOKCHYHOCTI IIPH MTOBTOPHHUX BBEJICHHAX Ha
cobakax
JlocnipkeHHs IHraIALiHOrO 3aCTOCYBaHHA

By/iecOHi 1 BBOIWIN 3 a€pO30JIbHAM JI03YIOUHM
IHranATOPOM i3 XJI0pGTOPBYITIEBOAHEBUM CKIIA/IOM Y
HoMiHaNBHKX fo3ax (200, 600 a6o 2000 Mxr/cobaka/moba)
npoTArom 6 TWKHIB Ta 6 abo 12 Micaris. Y 6-TIKHEBOMY
Inocstimkenni (T631) atpodis TuMyca, niMpaTHIHUX By3NiB




Ta HQJHUPKOBUX 3aJ103 Bi3HAYaIKCS TIPH 1031

2000 mkr/cobaka/noba. Y 6-micsusoMy nocnikenni (T775)
4epes 5 MICALB KibKIiCTh JIEHKOLMTIB 3MEHLIMIIACA B
caMHLIb, K OTPHMYBAIIM CEPEIHIO Ta BUCOKY HO3H, &
KOHIEHTPaLliss KOPTU30JIy B IU1a3Mi 3HH3MJIAcs B FPyMi 3
BHCOKOIO /103010, a TAKOXK B IPYIIi 3 CepeHBOIO 103010,

Y rpymi, ika OTpHMyBaJIa BUCOKY 03y, Gy/H Bifl3Ha4eHi
KOpKoBa aTpodis HANHUPKOBHX 3aJ103 Ta PErpec TUMyca.

YV 12-micaunomy mociimxenHi (T1199) oxupinns Ta
aionenis cnocTepiraiucs B rpyIl, ska OTpUMYyBaja BUCOKi
103H, a B caMHIIb, IKi IpUAMaTi BUCOKI 103K, He OyI10
03HaK Tiuku. 3pymienHs B 6ik Buwiol ¢ppakuii Heiirpodinis
Gy710 Bi3HAYEHO B CAMULIB, SKi OTPHUMYBAIN BUCOKI 03H, &
aKkTHBHICTB JTyKHOI docdaTazu (JID) 36inpiyBanacs IK y
cam1iB, TaK i y caMuLb, AKi npuiiMaad BUCOKI J03H.
[Tpuraivedns GyHKUIT HAAHMPKOBHUX 34103 BII3HAYAIHCS B
yCiX J030BHX Iy, OCOOIMBO Ha TIDKHI 16.

[ToB’s13aHa 3 JTiKyBaHHAM aTpodis HaJHUPKOBHX 341103 i
niMdoiNHKX OprafiB, MOYACTIIIAHHS BUNAJKIB IEPMATHTY
Ta aJlonenii BiA3HAYaIUCh Y IpyHax, sKi OTpUMYBaJIH
CepejIHIO Ta BUCOKY 103U. Y TBapuH, AKi OTPHMYBAJIU
BHCOKI JI03M, TAKOX CIIOCTEPirayiics OXKMPiHHA Ta HE3HAYHE
IMiZBMIIEHHS PiBHA IIKOreHy B MeviHLi Ta, KMOBipHO,
sHIDKeHHS GyHKUIT seuHuKiB. JKoHOro BILIMBY Ha
HXATbHI IJIIXH He CHOCTepiraaocs B XKOAHOMY 3
nociaimkens. NOAEL He Oy1o BU3HaYE€HO Yepes
npurHideHHs GyHKUIT HaIHHPKOBHX 3aJ103 NIPH BCIX PIBHAX
no3H.

B onHOMiCS4HOMY OOCHiDKeHH] OyIecOoHiy 3 aepO30JIbHHM
103YIOUUM IHIIATOPOM i3 XJIOp(TOPIIPONAHOBUM CKIIAAOM
(97119-01) coGaku oTpuMyBai GyAecoHi] B iHranaiiHuX
inosax 10,3, 43,4 mxr/xr/no6a a6o GyaecoHin y ckiani
aep0O30JIEHOrO JIO3YIOYOro iHrajasaTopa 3
XJ0pQTOPBYIIIELICBEM CKJIAIOM B iHransuiiHii 1031

76,4 mkr/xr/no6a. JlozosanexHi e(pekTH IIIOKOKOPTHKOIAIB,
TaKi AK 3HIKEHHS NPUPOCTY MAcH Tijla, IPUTHIYeHHA
(hyHKIiT HANHUPKOBHX 321103, 301IBIICHH MAaCH NEYiHKH Ta
IMEHLIEHHS MacH TUMYyca Ta HaJHUPKOBUX 3aJ103,
criocTepiranucs B ycix Tppox rpynax. Kpim Toro,
criocTepiraocs no303aiexkHe 3011bIEeHHs YaCTOTH Ta
TSHKKOCTI BIKJIA/IEHH TIIIKOTeHY B FeMaToluTaX i aTpodis
KOpH THMYCa Ta HaJHUPKOBHX 3a1103. ATpodis KaHaIb1IiB
qEYOK CIIOCTepiranacs K y KOHTPOJIBHIH rpymi, Tak i B
rpyni 6yaecoHiny, Xoua Lie ABHIIe 0yI0 MOMKpPEHIlIHM B
rpymi, sika npuiimMana xiopdropsyrnenesui ckiaz. Micuesa
TOKCHYHICT 460 IoJApasHeHHs AUXaTbHUX HUIAXIB HE
BiI3HauaIMCA.

JlocnimKkeHHs NepopabHOTO 3aCTOCYBaHHsA

Y 0JHOMICSYHOMY JOCTiIKEHHI TOKCUYHOCTI 32
nepopanbHoro 3actocyBanns (T617) zacrocoByBanu 1031
Gymeconimy 10, 100 i 1000 mxr/kr/no6a. lonatkosa rpyna
cobak oTpuMyBaJia GeKJIOMeTa30Hy AUIIPONiOHAT

(1000 mxr/kr/no6a) [ist mopiBHAHHS. I TIIOKOKOPTHKOIHI
edexr, 1Ki crioctepiramcs sk npu fo3i 1000 mxr/kr/noba,
TaK i B KOHTPOJIBHIM IpyIIi, BIUTFOYAIN aTpOdiro
HaHUPKOBUX 3aJ103 Ta JIIM(OIqHOT TKAaHHHH, HE3HAYHI
JKHPOBI BiIIKJIaJIeHHs B MioKap/i, 30ibIICHHA 3anacis
FIIKOTeHy B NediHLi Ta 30ibLICHHS MeYiHKH. Y rpymi
cepenHBOI 103U Bil3HAYANIMCA TiNIbKM aTpOQis HAAHUPKOBHX




3a/103 1 TUMyca Ta He3HayHe 30i1bp1eHHs nedinky. Huseka
o3a, 10 mxr/kr/moba, cranoewina NOAEL,

OCITIKEHHSI TOKCHYHOCTI NIPH MOBTOPHUX BBEICHHAX HA

MaKaKax
Jlochi ke S TepopaIbHOrO 3aCTOCYBaHHS

J[Ba 1OCTiIKEeHHS NepOpaNTbHOT TOKCHYHOCT] Ha MaKaKax
Oynu nipoBeeHi 3 6yIecOHIIOM Y CKIafl Ipenaparty 3
KOHTPOJILOBAaHHM BUBUIBHEHHAM Y KITyOOBiH KuIIIIi.

B 4-Ti>KHEBOMY JOCIIKEHHI 3 Ni00py ONTHMANBLHOL 03H
(T2507) makaku oTpUMYBaTH OYIECOHIA Y KEIaTHHOBUX
Kancysnax ouH pa3 Ha o0y B no3ax 0,1, 0,33 ta

1 mr/kr/mo6a. Edekrip, noB’13aHUX 3 NiKyBaHHAM, HE
criocTepiranocs. Cmax 6ys0 OOCATHYTO Yepe3 3 roAUHK
icns BBEISHHS 031, Ta €KCIo3uuis Gyia nponopLiiiHoo
nosi. JKogxoro HakonnyeHHs abo cTaTeBoi pisHHUIL B
MOKa3HHKAX eKCIO3MLIT He Bil3Ha4YeHo.

Y 6-MicauHOMY HOCIIDKCHHI MakakaM AaBajy OyIecoHis y
CKJ1a/li Tperapary 3 KOHTPOJILOBAHUM BHBUIEHEHHAM Y
1y0O0Biit KM B XKeIaTHHOBUX Karcynax y no3ax 0,5, 2,0
ra 5,0 mr/kr/mo6a (T2760). Cnocrepiranocs n0303a1eXKHE
301IBIIEHHA KOHUEHTpallil OyaecoHiny B ruiasMi. Egexru
IIFOKOKOPTHKOIIB, 10 CIIOCTepiraiucs y TBapHH, AKi
OTPHUMYBAIIK CEPeAHIO Ta BUCOKY JO3H, BKIIIOUAJIH BTpaTy
macH Tina abo 3MeHLIeHHs Habopy MacH Tijla, a TAKOXK
HeBeJIMKE 3HIDKEHHS KOHLICHTPALil KOPTU30ITy B IUI1a3Mi.
JTonaTkoBHMY epeKTaMH, SKi CIIOCTEepiraly y TBapyuH IpH
BICOKMX /103aX, OyB MiJIBUILCHHIT piBeHb Oinka (Ta
rnoGyniHy) i rIOKO3M B IUIa3Mi KpOBi, 30UIBIIEHHS MacH
Me4iHKH Ta 3SMEHILIEeHHs MaCH HaJIHUPKOBHX 34103, Y
MIKPOCKOMIYHHUX JOCTIIKEHHAX 3HHXKEHHS LETIOJIAPHOCTI
TumMyca Oyna BiI3HaueHO B 2 caMIiB, AKi OTpHMYBaJId
BHCOKI JI03{; 3MEHILCHH: IMMPUHU KOPH HaJIHUPKOBHX 3aJ103
Gyn10 Bi3HAYEHO B yCiX rpynax JIiKyBaHH: 3aJIE)KHO Bill
imo3n. Huseka gosa, 0,5 mr/kr/no6a, Beaxaetscst NOAEL.

3) reHOTOKCHYHICTb:
in vitro

Byneconin 6ya0 ouiHeHO B cepil TeCTiB Ha FeHOTOKCHYHICTB,
30Kpema TeCTH Ha 3BOPOTHY MYTallilo B 6aKTepiax
Salmonella (T1198; T1599), MmyTawito reHa ccabLliB y
knitunax niMbomu muineit (T1627), nesaruianosany
penapauiio JJHK y renatommrax mypis (T1688),
XpomocoMHi abepalii B nepupepuyHIX KpOB’ THUX
nimpouurax moaunn (T1626) Ta TecT 34€TUIEHUX 31 CTATTIO
peuecusHux MyTauiil y aposodin (T1654). Byneconin ne
YHHHB [TO3UTHBHOTO €(eKTy B )KOTHOMY 3 TECTIB.

In vivo (BKIIIOYalOYH JOAATKOBY OLIHKY 3
TOKCHKOKIHETUKH)

He Gyn0 BUABIEHO MyTareHHOT aKTHBHOCTI OyecoHiay B
'recTi Ha {HAYKLIIO MIKpOAIep B @pHTPOLIHTAX KiCTKOBOTO
mozky Mutieit CD-1 npu nepopansHOMY BBEJIEHHI B 103aX
12,5 ta 100 mr/kr (T1208).

4) KaHLiepOreHHICTh

KanueporeHHuii HoTeHLian 6yecoHiy OLliHIOBaBCA B
MOBrOCTPOKOBHX JOCIIUKEHHIX Ha MULIAX i IIypax.

JIOBIOCTPOKOBI JOCTiIPKEHH

Tpupaie nociimkedHs nuTHol Boax (91 TKIEHE) Ha

mumax (T1535

Ha migcTasi pe3y/bTaTiB TPUMiCAUHOTO JOCTiIPKEHH
nianasony 103 (T1217) GynecoHin BBOAUIHN 3 IMTHOIO
BO0I0 IpOTAroM 91 TikHIB TpeoM rpynam mumeit CD-1
npu pieHaAX go3u 10, 50 i 200 Mxr/kr/no6a. CTaTucTHYHO

3HAYYLIE A0303aIKHE 3SMCHIUICHH BIDKHBAHHA




BiZ3HaYaIoCA TUIbKH Yy camu(iB. Yci iHui kpuTepil OLiHKH
OynH CriBCTABHUMH B yCiX rpymnax.

V MiKpOCKOIIYHOMY AOCTiIKeHH] CIocTepiraiucs
pi3HOMAHITHI CIIOHTaHHI MOLIKOPKEHHsI, He TIOB’A3aHi 3
JTiKYBaHHSAM.

KanueporeHHoi aii He crocrepiranocs.

Tpupasne gociipkerss nutHoT Boar (104 TivkHi) Ha urypax
[Ticiist 3-MiCAYHOrO AOCIIPKEHHS 3 BHOOPY ONTUMAJIBHOL
nosu (T1216) 6ys10 mpoBeaeHO TPU AOCIIKEHHA
KaHLEPOreHHOCT] Ha 1ypax. Yci Lypi OTpuMyBaiy BUCOKY
imo3y 50 Mkr/kr/moba.

[Tepue nocnimkenns (T1557) 6yno nposeeHO Ha urypax
inii Cripar — Jloyai B mozax 10, 25 i 50 Mxr/kr/no6a.
CrniocTepiranocs CTaTUCTHYHO 3HAUYIIE 301IbIICHHS
KiJTBKOCTi aCTPOLIMTOM Yy caMIliB npH 1o3i 50 Mkr/kr/noba ta
[EpBUHHKUX TeNaTOLENIOIPHUX HOBOYTBOPEHD Y CaMIIiB
npH go3ax 25 i 50 Mkr/kr/no6a y NopiBHAHHI 3
NapajiesbHOK KOHTPOJIBHOIO Ipynoto. OCKiIbKH 4acToTa
MyXJIMH FOJIOBHOTO MO3KY Y KOHTPOJIbHUX TBapuH Cripar —
Jloyai MaJia TeHIeHL{o 6yTH BapiabenbHo0, 6y10
IIPOBEIEHO [Ba NOAATKOBUX JOCIIPKEHHA.

Ipyre nocnimkenHs (T1996) Gyno npoBeaeHO Ha CaMIIAX
mypis @imwep-344, y IKUX 4aCTOTA [IIIOMH € HUKHOIO i
MeHL BapiaGenbHO0, HiK y mypis Crpar — Jloyi:
nopisHioBaBcs OynecoHin (50 Mkr/kr/no6a) 3
eKBIMOJIAPHUMHU TIpeTHI30I0HOM i TpiamuuHoIoHOM. [Tin
MIKpPOCKOIIOM JOCHIKYBaJIH TiJIbKH FOJIOBHUH i CIMHHHMMH
MO30K. Y TBapuH, siKi OTpUMyBaiu GynecoHia abo
MpenHi30M0H, Oysia BUABIECHO NEPBUHHY ITyXJIHHY
rOJIOBHOrO MO3KY (IJ1ioMa); Y TBapHH, SIKi OTpUMYBAIX
TpPiaMLMHOJIOH CIIOCTePIraBcs TiIBKH OUH BUIANOK [IOMH.

Tpete mocnimxenus (T1997) 6yno nposeeHO Ha caMLIAX
urypis Cnipar —/Jloyni B Tiif xxe 1aGoparopii, 1o i nepme
nocnimpxeHHs. BoHO TakoK BKIIFOYATIO €KBIMOJIApHI
[PEIHI30NOH 1 TPiaMIIMHOJOH 1S MOPiBHAHHA 3
GynecoHinom y no3i 50 mkr/kr/mo6a. I Mo30k, i medinka
nocmipKyBanucs mija MikpockoroM. BynecoHin i KOHTpoIbHi
CIIOJNYKH He MpU3BeNH 40 3011bIIeHHs BUNAIKiB TyXJIMH
LIEHTpaJIbHOT HEPBOBOI CUCTEMH Y caMUiB mypis Cnpar —
Toyni. Oquak Bei Tpu criomyks 6ynu c1abo OHKOTeHHHMH B
neuinii camiis 1ypis. EQeKT Ha mediHKy OSCHIOEThCS

b apMaKOIOriYHOO Ji€0 IIIIOKOKOPTHKOIIIB.

KopoTtkoTpHBani nociimkeHHS
260 JOCTiIKEeHHs CepeqHBOT TPHBAJIOCTI.

KopotkocTpokosi a60 cepeAHbOCTPOKOBI AOCIIiIKEHHS
KaHLEPOreHHOCTI He IPOBOAMIIMCS, OCKUIBKH JIOBTOCTPOKOBI
NOCHIPKEHHST POBOAMIKCS HA JBOX BUAX TBAPHH.

TonaTkoBi JOCIiIKEHH

([IBa JOIATKOBHX JIOCIPKEHHs, IPOBEACHI Ha LIypax,
OIKCAHO BHIIE).

5) PenpotykTHBHA TOKCHYHICTb T2 TOKCHYHUH
BIUTMB Ha PO3BUTOK IIOTOMCTBA.

JTociKEHHS TOKCHYHOCTI /IS penpoJyKTUBHOI CUCTEMH T4
PO3BUTKY IUIOJA BKJIFOYAITH JOCITIKeHHs QepTUILHOCTI Ha
Lypax, JocimKkeHHs eMOpiodeTanbHOl TOKCHYHOCTI Ha
Lypax Ta KPoJisX i JJOCTi/DKEHHS Hiepi- Ta MOCTHATAJIBHOTO
PO3BHTKY Ha L1ypax. JlociIKeHH Ha FOBEHITBHHX
TBaprHAX POBOJAMIMCA Ha IypaX i cobakax.

Brinus Ha GepTUNIBHICTS i paHHIN
eMOpioHANbHUI PO3BUTOK.

'V mochimkeHHi GepTIIBHOCTI, Hepi- i MOCTHATAIBHOTO
poseuTKy Ha urypax (T833) Oyneconin BBOAWIM MiAMIKIPHO
B q03ax 5, 20 i 80 mkr/kr/mo6a caMuLsIM Lrypis npotiaroM 10

THXKHIB (32 2 THXKHI O CIApIOBaHHS, il 4ac BariTHOCTI, 10



3 TYOKHIB MMiCIs MOJIOTIB) Ta CaMISM NMPOTAToM 11 THKHIB
(3a 9 TIKHIB O CIIAPIOBAHHS i M1 Yac CIIaplOBaHH) A
OLHKH penpoayKTHBHOI GyHKIIT i nepi- Ta MOCTHATAILHOTO
poseutKy. Ha ciapoByBaHHS He BIUIMBAJIO 3aCTOCYBaHHS
Gynecouniny. YactoTa 3a4aTTs Gys1a TPOXM MEHLIOKO B Ipymi
Bucokoi 103u. ITpu j1o3ax >20 MKI/Kr/no6a NpupicT Macu
Tina MaTepi 3HWKYBABCS pa3oM 3i SMEHLICHHAM Ilepi- Ta
TOCTHATAILHOTO BHXKMBAHHS NIPH HAPOJDKEHHI Ta IiJl Jac
naxtauii. Huseka mo3a, 5 Mir/kr/no6a, 6yna NOEL sk and
BIUIMBY Ha MaTip, Tak i Ha Ui,

EmOpioTOoKCHYHICTD

YV pocnipkeHHi eMOpioTokcuyHOCTI Ha mypax (T824) ne
Y10 BUSBJIEHO TEPATOTEHHOro eeKTy NPHU HOMiHATBHHIX
inramsuifianx nosax 10, 50 1 100250 mkr/kr/noba, xoua
Mpy BUCOKIi 031 crIocTepirajiocss HEBEJIMKE, ajle 3HaYHe
RMEHLIeHHA MacH Iiofia. B okpemomy JjrociimkenHi (T720)
Ha ILypax, SKUM OyIecOoHi BBOJWIH HiALIKipHO B f03aX 20,
100 i 500 mkr/kr/moba, TepatoreHHui edext OyB BUABICHHH
npu no3zax 100 Ta 500 Mkr/kr/mo6a.

Y kposiB, SKuM BBOJWIN OyecOHi MiIKipHO,
TepaToreHHuit edekT crocTepiraBes Npu go3ax 25 i
125 mxr/kr/mo6a, ane He npu 5 Mxr/kr/no6a (T721).

HpeHaTaana Ta MOCTHATAJILHA TOKCHYHICTD

V [ochikeHHi B Mepi- Ta MOCTHATATBHOMY MepioAax
(T834) na urypax, skuM OyHecOHi BBOJWIN HiAIIKiPHO B
nosax 5, 20 i 80 MKI/kr/no6a 3HWKEHH IPUPOCTY MacH Tijla
Mif 4ac BariTHOCTI, a TAKOX 3MEHLIEHHS BIKMBAHOCTI Ta
pOCTY IUIOZA B Iepiof FOAYBaHHS IPYIIO CIIOCTEpiraaucs
npu mo3ax >20 mkr/kr/no6a. oaHux no6iyHMX peakuii Hi
Ha caMHLIb, Hi Ha IOTOMCTBO He CIIOCTepirajiocs Npu A03i

5 Mkr/kr/noba.

JToC TiKeHH, TIPY SKUX IpenapaT yBOANUTHCA
OTOMCTBY (HECTaTeBO3PLIMM TBapHHAM)
Ta/a00 OLIHIOETHCS BiflaieHa Ais

Byso npoBeeHO TPU AOCTiUKEHHs Ha MOJIOJHX LIypax: IBa
MOCIIiDKEHHS IHrIALiMHOTO 3aCTOCYBaHHS TpUBAJIiCTIO 1 Ta
6 MICAILB i3 BUKOPUCTAHHAM OYAECOHIAY, CycHeH3il mis
HeOynaitsepa i 3-mMics4He JOCIIKEHHA 3 BUKOPHUCTAHHIM
m/ur in’exniii. Takox Oynu npoBeAeHi ABa AOCTiKEHHS
{HraNALiHOro 3aCTOCYBaHHs TPUBAJICTIO 3 MicAlli B
MOJIOJMX COBaK i3 BUKOPHCTAHHAM OyIecOHiTy, CycTeHsii
11 HeOynakizepa.

V IOCTiPKEHHSX i3 BUKOPUCTaHHIM OyIecoHiny, cycneHsii
s HeGynaiizepa ypu BikoM 10 AHIB Ha movaTKy
[IOCIIiKEHHS OTpUMYBaJu Oy/iecoHin y cepenHsomy 2,1, 9,7
a60 47 mxr/kr/moba nporsroM 1 micsrg (96249-02).
Edekrn, oB’s13aHi 3 [TIOKOKOPTHKOIaMH, B OCHOBHOMY
crioctepiranucs npu 103i 47 MKr/kr/no6a Ta BKIIOYaIH
3HIKEHHA IPUPOCTY MacH Tina, atpodito nimMdoinHol
TKAHUHH i 3MEHIUEHHS JIIM(OITHOT TKAaHUHH, MTOB’ I32HOI 3
Gponxamu. NOEL cranosuna 2,1 mMxr/kr/mgo6a. ¥ 6-
MicayHOMY fochimkenHi (97071-01) mypu BikoM 25 AHiB Ha
MOYaTKy JOCIIPKSHHS OTPUMYBAIH JJO3H B CepenHboMy 7,3
a60 211 mxr/kr/mo6a. I okOKOPTHKOIAHI eEeKTH Ha TUMYC,
cenesiHKy, AiMbaTHuHi By3/IH CHOCTEpiraucs B OCHOBHOMY
npu 7031 211 MKkr/kr/no6a, Ta >kOJHOTO BIUIMBY Ha
niMbOoinHY TKaHHHY, OB’ A3aHy 3 OpOHXaMM HE
crioctepiranocs. Huzeka no3a, 7,3 Mxr/kr/no6a, npubanusso
signosigana NOEL, ockineky nobidHi peakuil
CIOCTEPirakcs JIULIE B HEBEJIUKOI KUIBKOCTI TBApHUH, &
eextu Oy MiHiMaTbHUMHU. B 060X TOCIIIKEHHAX He
CIoCTepiraaocs MoApa3sHeHH JUXaTbHUX IIIAXIB.




V 3-micsunomy nociimkendi (T1817) urypu BikoM Big 6 10
7 aHiB oTpUMyBanmu GyAecoHin miamkipHo B Ao3ax 0,2, 2 Ta
20 Mkr/kr/moba. J[ns nopiBHAHHI BUKOPHCTOBYBAaBCA
TpiamMuMHONIOHY atieToHin (20 Mxr/kr/no6a). Binsnauanucs
nozosaiexHi edextu Ha pict i Macy Tina. Ilpotsarom
TPETHOrO THXXHS IOMEpIH 4 TBAPUHU B IPYIi 3 BACOKUMH
Imo3aMu 6yaecoHi Ly Ta 3 TBapHH B IPYIi TPiaMUMHOIOHY
ALIETOHIIy; IPUYMHOIO CMEpPTi CTAIO0 LIITYHKOBO-KHUIIIKOBA
KpoBOTeua. [ JIIOKOKOPTHKOINHI eeKTH TaKoX BiA3HAYaIUCH
B reMaToJIOTiuHMX Ta Gi0XIMIYHHX IapaMeTpax KpoBi, B
rictonorii 7iMpOITHUX TKAHUH i THMYCa, SKi MaaK
TeHAEHUIIO 6yTH OiIbLI BAXXKAMH B IPYTIi TPiaMIHMHOJIOHY
anetoHiny. Cepenns 03a, 2 Mkr/kr/noba, 6yna NOAEL. ¥
inoMy edekTH, AKi crocTepiratoThes y MOJIOJMX IIyDiB,
Oy aHanorivHi eexraM, AKi CIIOCTEPIraloTECA B IOPOCIAX
uypis. ByJsio nposesieHo /Ba 3-MiCAYHHX AOCTiKEHHS
iHraIALiMHOrO 3aCTOCYBaHHS B MOJIOAUX COOaK i3
BHKOPUCTaHHAM OyIecOoHiay, CycleHsii 1 Hebynaisepa.
Ha nouaTky J0C/iUKEHHs Bik CO0aK CTAHOBHB NPUGIH3HO 2
TIKHI B OHOMY AociipkeHHi (97214-1) Ta npubmusHO 5
TwkHIB B iHmomy (97058-01). Jo3yBaHHs Oyu CXOXKHUMH:
1,6, 8 i 40 Mxr/kr/no6a mis cobak y Biui 5 TikHiB i 1,8, 7,5 1
37 mkr/kr/no6a as cobak y Biui 2 TikHiB. B 060x
MOCITIDKEHHSX BiIBHAYAITHCS 10303aJIeXKHi €)eKTH
NJIIOKOKOPTHKOIMIB, TaKi SIK 3HH)KEHHS IIPHPOCTY MacH Tifa,
npurHiueHHs ctumynsopanoro AKTI BuBinbHEHHA
KOPTH30J1y Ta 3MEHIIEHH: JIIMpOLUTIB B KpoBi ¥
nocipkeHHi Ha cobakax y Billi 5 TYDKHIB NPUTHIYEHHSA
iMyHiTeTy Bif JTiKyBaHHS MOIJIO OyTH IOB’A3aHO 3
MapBOBipyCHOIO iH(eKI(iero Ta paHHIM aroHi3yr04uM
BMMpPaHHAM CaMHLI, AKa OTPHMYBaJia BUCOKY J03y. EdexTn,
1[0 CIIOCTEPIraiucs Y THX TBApHH, SKi BUXKWIH, BKIIOYAIH
arpodito mimMboingHuX opraHis Ta HaJHUPKOBMX 3aJ103, &
TAKOX PO3PIIDKEHHs FeMaTOLUTIB Y MeUiHIli, B OCHOBHOMY Y
TBapHH, AKi OTPUMYBAIH BUCOKI JO3H. Y IOCIIi/DKEHHI Ha
cofakax y Billl 2 THKHIB TaKOX CIIOCTEPIraaocs epurpoifHe
Ta Mi€JIOIHE BUCHAKEHHS KICTKOBOTO MO3KY B IpYIIi 3
BHCOKOIO 103010 Ta 3pyLIEHH: B 6ik BHIIOro 3HAY€HHA
CIiBBiIHOLIEHHA MIEJIOILY A0 EPHTPOILY B yCiX caMuiB i
camMMLs TIPH CepeHii Ta BHCOKii no3ax. B sxonHoMy
focipkeHHi He OyJ10 BUSBIICHO BIUTMBY Ha JUXAIbHI
wsaxu. Y uinomy edekTH, AKi CiocTepiraloTbCs B MONIOIUX
cobax, BiAMOBigany edekraM NIFOKOKOPTHKOIMIB, AKi
CIIOCTEPIraloThes B AOPOCIMX TBAPHH.

Takox CIIiJT 3a3HAYMTH, 110 NIIOKOKOPTUKOINHI epeKTH
Gyneconimy Oynu 0fHAKOBMMH y MOJIOHX 1 JOPOCITHX
TBapHH.

6) MiclieBa nepeHOCUMICTh

ByJ10 nMpoBe/IeHO HH3KY TOKCHKOJIOTYHUX JOCI/KEHb
{HraJIALIHOrO 3aCTOCYBaHHA 3 BAKOPUCTaHHAM OyIecoHiny,
cycriensii a1 HeOynaiizepa. Y oHOMICIYHOMY
nociimkeHHi iHranguiiiHoro 3actocyBanHs Ha 10-n1eHHHX
mypax He GyJ10 Bif3Hau€HO JKOIHOTO BIUTHBY Ha AWXANbHi
UTAXH, 32 BUHATKOM JI0303aJ1EXKHOT0 3MEHIICHHA
utiM¢oiHOT TKaHKUHH, OB’ s3aHOT 3 6pOHXaMM, IO €
ouikyBaHUM (hapMaKoJoriyHoIo i€to mpenapaty (96249). V
6-MiCIUHOMY JOCHiKeHHI iHraaAifHOro 3aCTOCYBaHHs Ha
MOJIOHX 11ypax (Bikom 25 nHiB) He 6y/I0 BHABIECHO XKOJHUX
e(eKTiB Ha JUXaTbHI LUIAXU TBAPHH, BKIIFOYHO 3

TBApHHAMH, IKi OTPHMYBaIH JIikapchKy (opMy, IO MiCTHIA




TiIBKK JonoMixHi pedoBuHH (97071). V TpuMicaYHMX
OCTIKEHHAX HA MOJIOAMX cobakax He CIOCTepiranocs
HKOIHMX MOPQOJIOriYHUX 3MiH Y AUXabHUX Iu1axax (97214,
97058).

Kpim Toro, Gyneconin 6yB OLiHEHHUH i3 TOUKH 30pY
nozpasHeHHs wkipH, odeit i Hoca (RR800774, 80063,
81052, 80071, 81051, 83079, 79010, 79024). V uux
MOCITiDKEHHIX BUKOPUCTOBYBAJIM TaKi TiKapchKi GQopMH, Ik
KpeMH (K HOcii Oy BUKOpHUCTaHi Ginuii BasesniH, pikuii
napadin, HeTocTeapwioBHii cpT, LieTomakporon 1000,
JIMMOHHA KMCJIOTa, HaTpi€Ba KUCJIOTa, BOAM 3 cOpGiHOBOT
KkucioToro) abo masi (sk Hocil Gy BUKOPHCTaHI
MpOMiIEHTiKOIb, O1THH Bick, pinkuii napadin Ta Gimui
BaselliH).

BymecoHij He MPU3BOAKB 10 MOAPa3HEHHs LIKIpH y MIypiB
460 cBHHEN | CIPHUYUHSB JIHIIE JIETKY TAMYACOBY €PUTEMY
Ha HIKipi KpoJiB.

Kpem a6o mMa3zb GyaecoHiny CHpUUMHSIN TilbKH JIETKY Ta
CKOPOMUHYIITY TillepeMilo KOH IOHKTHBH B OLli KpOJIA IpH
IOZICHHOMY 3acTOCYyBaHHi npotsiroM 20 quiB. ¥V 5-1eHHOMY
NOCIiKEHH] 3 BAKOPUCTAHHAM PO34YHHY OyRecoHin
He3HayHe CTiliKe IOMYTHiHHS poriBKHM 6ys0 BiI3HAYEHO B
OIHOTO KpoJIs.

BynecoHi/ He MPU3BOMB [0 MOAPa3HEHHA HOca y cobak
npy inrananisx (B ckiani copGitaHy TpHoneaTy Ta GpeoHy)
B no3ax 2x200 Mkr/no6a abo 2x400 mMxr/noba oAuH pa3 Ha
no6y npotarom 3 Micsuis.

7) lomaTKOBi JOCHIIKEHHS TOKCUYHOCTI

AHTHTEHHICTD (YTBOPEHHS aHTHUTIN)

JTociipkeHHS! aHTUIeHHUX BIACTHBOCTEH He MPOBOJWINC,
OCKLIEKM He 6YJ10 Ofiep>KaHO JaHHX MO0 iMYHOJIOTT9HHX
edekTiB OyaecOHiLy B OCHIHKEHHIX TOKCHYHOCTI
MOBTOPHUX A03 260 B KIIHIYHUX JOCITI/KEHHAX.

[MyHOTOKCHYHICTB

[{inboBi OCiIKeHHs IMyHOTOKCMYHOCTI HE ITPOBOJWINCH,
OCKIJIBKM BBasKaJIOCH, 1O IUIaHy JAOCTIKEHb 3aralbHol
TOKCHYHOCTI JIOCTATHBO A1 OLIIHKH IMyHOTOKCHYHOTO
noTeHuiary 6yaecoHiny.

TTocnimkeHHs MeXaHi3MiB aii

JTocnimKeHHs: MeXaHI3MIB JIif He MPOBOAMIUCSA, OCKUIBKH
BBa)KAETHCS, 10 OCHOBHI ofepKaHi AOKIiHIYHI faHi,
3YMOBJICHI TJIIOKOKOPTHKOIXHOIO JIi€lO0.

JTikapchKa 3aIexkKHICTh

JlocmimKkeHHs 3aneKHOCTi He NPOBOAIIIHCS, OCKINIbKH HE
iCHYBAJIO MEPEKOHIMUBUX JIOKA3iB MO0 HAABHOCTI OyAb-aKOi
no6iyHol Ail HA LIEHTpaJIbHY Ta NepudeprdHy HEPBOBY
cucTeMy B Mexax (papMaKoJIOTiYHUX JOCTIIKECHD
6€3TEYHOCTI Ta TOKCHYHOCTI 33 IOBTOPHUX BBEAEHB ab0
KJTiHIYHUX BUIIPOOYBaHb.

'TokcHUHICTE METAGOMITIB

He npoBoaunucs uiiboBi JOCTiIKEHHS MeTabOMITiB
OyzmecoHimy, OCKiIBKY BCi OCHOBHI MeTaGoutiTh OyAecoHiny,
[0 BU3HAYAIOTHCA B JIIOAMHY, OYyITH HasBHI B ILypiB Ta/abo
cobak.

TOKCHYHICTh JZ[OMiH.IOK

By10 IpOBeIeHO TOKCUKOJOT{UHI JOCTIKEHHA
noMilmok/npoaykTiB posnany 6yaeconiny. KoHkpeTHuMu
CrIopiHEHUMH PEeYOBHHAMH B JIKapChKUX 3ac00ax
Gyaeconiny € 16-o-rixpoxcunpeaHisonon, 16,17-merigpo-
21-rigpokcurpenHizonoH, foMobyaecoHia, 14,15-




nerinpoOyneconin, 11-kerobynecoHin i 21-anbaeria
OynecoHiny.

Byso ouiHeHO Ha reHOTOKCHYHICTD /1B MPOAYKTH pO3Naay
Oyneconiny, 21-anpaerig 6yneconiny Ta ARD200738XX
(16,17-merigpo-21-riapoKcHUnpeaHi30NI0H), OCTaHHIH i3 AKX
€ 4aCTHHOIO iKYy, [0 CTAHOBUTH AerpaaaHt B.

ByJi0 oOTpUMaHO MyTareHHUI pe3ynpTat 2 1-anpaerigy
Gyneconiny B Tecti EiiMca Ha 3BOpOTHY MyTallito OakTepiii
(99289-01), cymHiBHHiIi pe3y/bTaT Y TecTi TiMGOLMTIB
nepHepraHOi kKpoBi moaunu (93319-01), ane

HEeraTMBHHI — B aHai31 no3amanoeoro cuHresy JJHK
neuinkn (00131-01) i B aHanisi rpaHcdopMaLlii TEPBUHHAX
eMOpiOHAIEHUX KJIITHH CHPiHChKOro XoM’a4ka (6569-136).
Byno otpumano HeratuBHu# pesynsraT ARD200738XX B
tecti Eiimca (01322-01), ajie MO3UTUBHUI — Yy TECTi
nimgouutie nepudepuyuHoi kposi moauxH (24820-0-
4490ECD). I'pyHTyIOUYKCH Ha CYKYIHOCT] JOKas3iB,
BBaJKAETHCA, 110 OOMIBI JOMIIIKH HE CTAHOBIIATh HEOE3MEKH
71151 MALliEHTIB, AKi MPUIMAIOTH JIiKapchKi 3acO0H.

IHmIE

JlornoMizkHi pe4oBHHH

BynecoHin, cycniensis ns HeOynaiizepa MICTUTh HEAKTHBHI
KOMITOHEHTH: JIAMOHHY KHCIIOTY, HATPil0 IIUTpaT, JUHATPII0
exerart, nonicopbar 80, HaTpiro XJI0pHA Ta BOLY.

[Ipy BKIIOUEHHI i€l JTikapchkoi GOpMH 1O HU3KH
MPOBEJCHUX TOKCHKOJIOTIYHUX JOCTiPKEHb iHrIAL[iHHOTO
zactocyBaHHs (1-MicssuHe JOCTIIKeHHS iHraJIsALiiHOro
3aCTOCYBaHHS Ha MOJIOAMX LIypax, 96249, 6-micaune
iHrasiiiHe JoCHimkeHHs Ha MOJIOAUX 1mypax, 97071 i nsa
3-MicAIYHMX OOCHIIKEHHA Ha MOJIoaAuX cobakax, 97214,
97058) Gyno niaTBepmKeHO Oe3MeKy LUbOro npenapary.

5. BucHoBK#H 1040 I{OKJ’[iHi‘-IHOFO BHUBYCHHA

Dapmakornoria 6yiecoHiny LIHPOKO JOCTiIKyBanacs Ha
MOJeJNAX TBApHH. A AOCII/DKEHHS Ha JOOPOBOJIBLIAX i
MalieHTax MiATBepIUIH HOro NpoTH3anaibHi eQexTH.
[Hransuiiinuit 6ymeconif Mae Kpalle CriBBiTHOMIEHH Mixk
MICLIEBUMH NPOTH3ANaJbHUMH eeKTaMH Ta CHCTEMHOIO
TIIOKOKOPTHKOITHOK aKTUBHICTIO, HIX 1HII
DIIOKOKOPTUKOIM, 10 A03BOJIAE HOMY HOCATTH

e eKTHBHOCTI IIPH i ATPUMYIOYOMY JIIKYBaHHI aCTMH 3
MiHiMi3aLi€r0 cucTeMHUX edekTiB. byno nokasano, mo
OymecoHin MmianaeTbes 3BOPOTHil eTepudikarii 3 s)KUpHUMHI
KHCJIOTAMH B IUXAJIBHUX LIIAXAX, IO MPOJOBXKYE
yTpuMaHHs OyZnecoHiny Ta 3abe3nedye TpUBAIY Ail0 B
MUXaNbHUX LUIAXaX/JIereHsX.

BynmecoHin MBUIKO BCMOKTYETBCA 3 AMXATBHHUX NUIAXIB B
cHCTeMHH KpoBOTiK. CepeaHsa cucTeMHa AOCTYIHICTD y
cobax i mypiB micis iHrasnii cranosuts >50 %. V
TabopaTOpHIX BUIIB 3B’A3yBaHHA 3 OikaMH IJIa3MU
cTaHOBHUTD Bif 85 % 10 92 %. Po3noxin paxioakTMBHOCTI
3H-6ynecoHiny B TKaHHHaX € 3HAYHHUM, BKJIFOYHO 3
€HIOKPUHHUMH OpraHaMH, IUI0JOM Ta IIaLEHTOIO BariTHIX
TBapuH. BiqzHaueHo HU3BKUI pO3MIOALNT Yy TOJIOBHOMY Ta
CIIMHHOMY MO3KY. ByniecoHi BHIKO BUBOIUTECA 3
OpraHisMy BCiX HOCJiIKEHHX BUAIB Yepe3 iHTeHCUBHHUH
MeTaboJTi3M y MeviHIl, 3aBasky Kartatizadii 3 6oky CYP 3A.
Hepenuka qacTHHa 034, BBEACHOI B JIETeHi, 3aJIMIIAETECS B
Tpaxel Ta/abo JiereHsax npoTarom 6isI TPUBAIOTO NEPioLy
yacy. YTpumyBaHa ¢pakiis CKJIaJacThCs B OCHOBHOMY 3

KOH 1orarie 6ynecoHiny Ta 2 1->KMpHOI KHUCIIOTH, aKTUBHICTD




OyeCOHINY B SKUX BiJHOBIIOETECS 3a PaXyHOK Aii J1inas.
@DapMaKOKiHETHYHI BIIaCTHBOCTi, FTOJIOBHUM YHHOM
yTBOPEHHS KOH’IOraTiB >KHPHUX KHCJIOT B AUXAJIBHUX
IUIAXaX 1 MBUAKKI MeTaOoTiYHU KITipeHe B MeiHIi,
MOXYTb OYTH HOSCHEHI CIIPHATINBHM CIiBBIAHOLICHHAM
MiCLIEBUX/CUCTEMHHX BJIACTHROCTe# npenapary. [licis
BBEJCHHA OyeCOHiNy pisHuMH criocoGamu y IypiB i cobak
BUMBeJIeHI MeTabOJIiTH B OCHOBHOMY BHSIBJIAIOTBCA B Kajli IpU
BUBEJICHHI 3 JKOBYIO. Y KpOJIB i3 ceuero i KaJloM BUBOAATECA
piBHi kinbkocTi npenapary. Hesminennii 6yaeconin ne
BUABJICHHUH Hi B ceui, Hi B )koBui. [laHi 10 BCMOKTYBaHHIO,
posnofiny, Metaboni3My Ta BUBEICHHIO OYIECOHILY Y
NMIOAUHH i ITBEPAWIH, 10 BUOip BUAIB TBapHH,
BMKOPHCTAHUX Y TOKCHUKOJIOTIYHUX BUTIPOOYBaHHAX, OyB
IPaBWIbHUM.

3aranbpHa TOKCHYHICTE OyecoHiny Uit 1abopaTopHuX
TBApUH Y3rODKYETHCS 3 HOro papMaKoJIOriuHUMH epeKTaMu
a60 nepeGinbineHMH (apMaKOIOTIYHUMHU eeKTaMH.
TOKCUUYHICTB, KA 3aJIeKUTh Bi/l 03U Ta TPUBAJIOCT] BILIMBY,
€ OIHAKOBOIO 14 TaGOpaTOPHHUX BUIIB HE3AJIEXKHO Bill
crioco0y 3acTocyBaHHs 200 IOMIOMDKHHX pevdoBHH. J[o
HaiiyacTile crocrepeskeHuX edexTiB Hanexanu JiMpoinHa
aTpodis B cenesiHLi Ta TUMYCi, TPUTHiuYeHAS QyHKIT
HaJHUPKOBHX 3aJ103, 3MEHILIEHHS KiIbKOCTi LIMPKYJIFOI0UUX
niMGounTiB 1 MiABHILEHHS PiBHS IEYiHKOBUX QEpMEHTIB.
[Tpy npuitMaHHI BUCOKMX JI03 TAKOXK CHIOCTEpiraaHcs HEKpo3
NeyiHKH Ta BUpa3Kka LUTyHKa. byfecoHin He €
reHOTOKCHYHHM i KaHLieporeHHUM Jutst muei. ITyxmunu
neyiHky, AKi Big3Ha4anucs y LIypiB, BiANOBiAAIOTH
KI1aCOBOMY e(heKTy Ta He MAloTh KIIiHIYHOrO 3HaueHHA. Tak
camo edeKTH GyaecoHiLy Ha po3BUTOK eMOpioHa Ta Iioaa
Y3rODKYIOTBCS 3 KJIACOBMM €()eKTOM IIIFOKOKOPTHKOIAIB y
TBApHH i He MalOTh KJIIHIYHOTO 3HAYEHH.

Takoxx cj1i1 3a3HAYUTH, 0 KITiHiYHE BUKOPUCTAHHA
GynecoHiay, cycrensii i HeOynaiizepa NiATpUMY€EThCA
BEIMKOIO 623010 AaHHMX WOAO AOKIiHIYHOT Oe3neKH

OynecoHimy.
3asBHUK (BITACHUK
peecTpatiiiHoro
MOCBRigUEHH) /migrmc/
(rigrmc)
I€H H POBIHCOH (IAN N ROBINSON)
(TL.LB.)

Ieii mepexiaz 3 aHMIIACEKOT MOBH Ha YKpaiHCBKY MOBY 3p00JI€HO MHOIO, mepeknagadeM KocTiounk
FOmniero CepriiBHOIO




Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertélje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

An attempt to find clinically equivalent doses of budesonide administered
from a metered dose inhaler or as a suspension for nebulisation
(850-CR-0118/A/2), Study 04-2151A.

6. Clinical trial phase

Ila

7. Clinical trial time frame

From March 1987 through November 1987

8. Countries where the Denmark
clinical trial was conducted
9. Number of subjects Planned: 24

Actual: 26 (21 patients completed the study)

10. Primary and secondary
objectives of the clinical trial

The main objective of the study was to find a relationship between the dose of
budesonide in an aqueous suspension administered by nebulisation and the
dose of budesonide from a metered dose inhaler (MDI) with Nebuhaler
(Nebulator®), for equal clinical efficacy in adult patients with moderately
severe asthma during continuous treatment.
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11. Clinical trial design

The trial was performed as a randomised, double-blind, double-dummy,
cross-over study with periods of 4 weeks for each of the 3 studied budesonide
regimens, 2 of which consisted of different doses of nebulised budesonide and
one of budesonide from a metered dose inhaler with Nebuhaler.

12. Key inclusion criteria

Bronchial asthma.

Men and women (20 to 60 years old) with asthma symptoms and pulmonary
function < 80% of predicted despite combined treatment with inhaled
p2-agonists and inhaled steroids.

13. Investigational medicinal
product, method of
administration, strength

Aqueous budesonide suspension for nebulisation; 0.25 mg/mL and

1.0 mg/mL.

Regimens:

4 mg budesonide by a Pari nebuliser with a CR 60 compressor, twice a day
(4 x 2 Neb)

1 mg budesonide by a Pari nebuliser with a CR 60 compressor, twice a day
(1 x 2 Neb)

14. Comparator, dose,
method of administration,
strength

Pulmicort (Spirocort) MDI with budesonide, 200 pg/dose.

Regimen:
0.8 mg budesonide by an MDI, twice a day (0.8 x 2 MDI)

15. Concomitant therapy

Inhaled Po-agonists were used as required. Other regular bronchodilating or
antiallergic (disodium cromoglycate) drugs were allowed in a fixed dosage
throughout the trial. No additional corticosteroid for inhalation was permitted.
A prednisone course was allowed in case of severe deterioration.

16. Efficacy endpoints

(a) Registered by the patient in a diary card: peak expiratory flow (rate)
(PEF), asthma symptoms, consumption of inhaled B2-agonists, other
concomitant medication and nebulisation time.

(b) Registered at the clinic before and after study periods: forced expiratory
volume in 1 second (FEV1) and PEF, nebulisation time and breathing
rate, changes in concomitant medications and venous blood samples for
analysis of cortisol in plasma (subgroup of patients).

17. Safety endpoints

Registered at the clinic before and after study periods: adverse experiences.

18. Statistical methods

Paired t-tests and 2-way analysis of variance. Significance level: 5%.

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

Twenty-six patients with asthma who were aged 27 to 62 years (mean

45 years), 17 women and 9 men, entered the study. Asthma had been
diagnosed on average 18 years previously (range: 1 to 40 years). The mean
(standard deviation [SD]) initial FEV value was 1.96 + 0.57 L.

20. Efficacy outcomes

Patient’s recordings

Diary card data from 21 patients who completed the study as well as data from
completed treatment periods of the patients who withdrew were used in the
analyses. There was no significant difference in PEF including or excluding
the failure periods, defined as a change in concomitant antiasthma treatment,
and data from failure periods were always included.

Compared with the 0.8 x 2 MDI budesonide regimen, PEF was significantly
higher for the 4 x 2 Neb regimen in the morning and evening (p < 0.05) and
the 1 x 2 Neb regimen in the evening (p < 0.01) but not in the moming
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(p = 0.18). There were no significant differences between the nebulised
regimens when PEF values were compared, although there was a tendency to
better effect in the morning for the 4 x 2 Neb regimen (p = 0.08) (Figure 1).
Figure 1,
Mean PEF values from the last t(wo weeks in each treatment period

(mean + SEM).
PEF Umin
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B3 4 mg x 2 Neb
* = p<0.05 * = pc0.01

There were significant differences between nebulised regimens and the MDI
regimen in 3 of the 5 subjective parameters (Figures 2 and 3).

Figure 2.

Mean score for Cough, Breathlessness and Wheezing for the last 2 weeks

of each treatment period. Scores were 1=Yes or 0=No. (mean + SEM)
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* = p<0.05
** = p<0.01
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Figure 3.
Mean score for Night Asthma and Normal Activity for the last 2 weeks
of each treatment period. Scores were 1=Yes or 0=No. (mean + SEM)

mo{Normal activity  Night asthma

080
2
3
i CEOF
x
:
Y040t
(=
.§'}

Q20 F

0.00

0Bmgx2 MOI .0mgx2 Ned 4,0mgx2 Neb

* = p<0.05

Scores were significantly lower for the 4 x 2 Neb regimen compared with
MDI-administered budesonide for breathlessness (p < 0.01), wheezing

(p <0.05) and night asthma troubles (p < 0.05). Cough scores were also
smaller with the 4 x 2 Neb regimen, although not reaching statistical
significance (p = 0.07); the 1 x 2 Neb regimen had a significantly lower score
than MDI-administered budesonide for breathlessness (p < 0.05) and
wheezing (p < 0.05).

There were no significant differences between the 2 nebulised regimens for
any of the subjective parameters. The scores of the parameter “normal
activity” did not show any significant difference between regimens, although
both nebulised budesonide regimens scored better than MDI-administered
budesonide (p = 0.07 and p = 0.10, respectively).

The mean number of puffs of a P2-agonist was 7.6 and 7.1 with the 1 x 2 Neb
and 4 x 2 Neb regimens, respectively (Figure 4).
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Figure 4.
Mean score for Daily Number of Puffs from a P,-agonist for the last
2 weeks of each treatment period. (mean + SEM)

Number of
Betay-pulfs
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0,8 mg x 2 MDI 1mg x 2 Neb 4 mg x 2 Neb

* = p<0.05

Significantly more B2-agonist was used with MDI-administered budesonide,
compared with the 4 x 2 Neb regimen (p < 0.05). Nebulising time did not
differ significantly between regimens or between morning and evening values.
The global mean value (£ standard error of the mean [SEM]) was

12.4 + 1.0 minutes in the morning and 12.2 + 0.9 minutes in the evening.
There was a tendency for nebulising time to be shorter with the higher dose of
budesonide than with the placebo. Separate nebulising times ranged from

5 to 35 minutes with 2 exceptional values of 40 and 60 minutes. There was no
correlation between PEF and nebulising times.

Physicians’ recordings

Paired t-tests between treatments and 2-way analysis of variance of treatments
concerning PEF and FEV) values did not show any significant differences. It
should be noted that data were not completed at one centre and analyses were
done with data from only 9 or 12 individuals. The mean absolute FEV values
(= SEM) were 2.18 £ 0.23 L, 2.03 £ 0.22 L and 2.22 + 0.38 L for the

1 x 2 Neb, 4 x 2 Neb and 0.8 x 2 MDI regiments, respectively. The
corresponding percentage FEV values (= SEM) of predicted were 77 £ 6%,
71 + 6% and 72 + 9%, respectively.

Breathing rate was measured for only 7 patients. Mean values were
approximately 18 breaths per minute (range: 9 to 40 breaths/minute) and were
apparently independent of treatment or phase of nebulisation. Mean total time
for nebulisation was approximately 8 minutes (range: 5 to 16 minutes)
according to data from the 7 recorded patients.
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Laboratory data

Morning cortisol plasma concentration in a subgroup of 10 patients decreased
significantly following treatment with the 4 x 2 Neb regimen, compared with
the 0.8 x 2 MDI regimen. Reference plasma cortisol values were between
200 and 800 nmol/L? at 7:00 a.m. Only 2 patients had a lower value, 1 each
after the 1 x 2 and 4 x 2 Neb regimens. The first patient required prednisone
courses during both treatment periods, preceding the sampling times.

The plasma cortisol value decreased 1 hour and 2 hours after the dose was
administered for all regimens (Figure 5). Overall, mean values decreased from
433 nmol/L to 249 nmol/L and 177 nmol/L, respectively. The percentage
decrease was similar for all treatments, The 1-hour post-drug administration
sample values were 56% (1 x 2 Neb), 58% (4 x 2 NEB) and 56%

(0.8 x 2 MDI) of initial values. The 2-hour post-drug administration sample
values were 42%, 38% and 43% of the initial values, respectively.

Figure 3.
Mean plasma cortisol values, nmol/L. (mean + SEM)
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(+/- SEM) ! .
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* = p<0.05

There were no statistically significant differences between mean cortisol
values after the 1 x 2 Neb and 0.8 x 2 MDI regimens at any time point. Values
after treatment with the 4 x 2 Neb regimendemonstrated significantly lower
plasma cortisol values (p < 0.05) compared with 0.8 x 2 MDI treatment before
and 2 hours after drug administration, and a tendency (p = 0.07) to lower
values 1 hour after drug administration. The differences between nebulised
regimens were not statistically significant, but there was a tendency (p = 0.09)
at 2 hours after drug administration.
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21. Safety outcomes

Of the 26 patients randomised into the study only one patient, who withdrew,
was not evaluable. Thus, 25 patients (17 females and 8 males) with a mean
age of 44.5 years (age range 27 to 62 years) were evaluable for adverse event
(AE) assessment.

No patient discontinued treated due to adverse experience.

One female patient treated with the 1 x 2 Neb regimen was admitted to
hospital after 68 days of treatment for abdominal disease. Routine biopsy from
cervix uterus showed cellular dysplasia, and removal of uterus was performed.
The intensity of the event was mild and the patient recovered with sequelae. A
causal relationship between the study drug and the cervix carcinoma was
deemed unlikely by the investigator as well as by the sponsor. The study drug
continued unchanged, and the patient completed the study.

One female patient treated with the 0.8 x 2 MDI regimen discontinued
treatment after 23 days due to pregnancy. Seven months later a female child
was born by caesarean section with double-sided maxillar clefts, double
digitus 1 left hand and persisting foetal circulation (malformations multiple).
There was a family disposition for maxillar clefts (grandmother on father’s
side, brother). The child was cyanotic and was placed on a ventilator shortly
after birth. The intensity of the event was severe. Blood culture showed gram-
positive cocei and antibiotics were given. After 8 days, the child died in an
attack of bradycardia (asphyxia neonatal). Causal relationship between the
study drug and the malformations multiple and asphyxia neonatal was deemed
by the investigator as “cannot be classified” and by the sponsor as unlikely.
The most frequent AE was common cold (respiratory infection).

Seven patients out of 24 in the 1 x 2 Neb group, 8 patients of 23 in the 0.8 x 2
MDI group and 2 patients of 22 in the 4 x 2 Neb group reported this symptom.
The percentage of patients with AEs was slightly higher in the 1 x 2 Neb
group (79%) compared with the 4 x 2 Neb (68%) and 0.8 x 2 MDI (70%)
groups. There was also an increased prevalence of AEs in the system organ
class body as a whole in the 1 x 2 Neb group compared with the 4 x 2 Neb
and 0.8 x 2 MDI groups.

A higher incidence of candidiasis was seen in the 4 x 2 Neb group

(6/22 patients) compared with the 1 x 2 Neb (3/24 patients) and 0.8 x 2 MDI
(2/23 patients) groups.

22. Conclusion (findings)

Administration of 1 x 2 Neb and 4 x 2 Neb budesonide, and of 0.8 x2 MDI
budesonide were accomplished during 4 week periods. Twenty-one adults
aged 27 to 62 years with moderately severe asthma completed the study.
Nebulised budesonide gave a significantly better effect in many patient
recorded parameters when compared with MDI-administered budesonide.
Generally, there were no significant differences between the results of the

2 doses of nebulised budesonide, although results tended to improve with the
higher dose. Plasma cortisol values in the morning were lower for the high
nebulised dose than for the other regimens. No unexpected or severe adverse
reactions occurred. Candidiasis and hoarseness were noted in a few patients
on all regimens.

The results from this study demonstrate that budesonide from a nebuliser
appears to be at least as effective as budesonide from an MDI with Nebuhaler
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on a nominal milligram basis with the employed administration systems.
Budesonide suspension for nebulisation can be used as an alternative to
corticosteroid inhalers in adult asthmatics.

Applicant (Marketing
Authorisation Holder)

97004FG53B20405..,

Dr Jayakumar Gurunathan

(full name)
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Ilepexnan 3 aHrificbkoi MOBH Ha YKpaiHCEKY MOBY

3BiT Impo KJIiHiYHE BUMIPOOYBAHHS

1. Ha3Ba nikapchkoro 3aco0y
(3a HagBHOCTi — HOMEp
peecTpaliifHoro
MOCBiTIEHH)

Byneconin Actpa3enexa (MibKHapOIHA HETATEHTOBAaHA HA3Ba — OYJAECOHIN)

2. 3aaBHHK

Jlani BaacHuka peecTpauiiinoro noceinyenns (BPII), 3a3nayeni v 3BiTi npo

Kniniuxe sunpodysanns (3KB):
Actpa [Ipako Ab (Astra Draco AB)

IMomrtosa ckpunbka 34, S-221 00, JIynn, llsenia (P.O. 34
S-221 00 Lund
Sweden)

Jani BPII ua mnoTo4sMii MOMEHT:

Actpa3enexa Ab

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

3. BupoGHuK

Nani BupoOHuKa, 3a3nayeni v 3KB:
Actpa [lpako AB

ITomroBa ckpuHbKa 34,

S-221 00, JIyHn,

IlIsenis

Hdaui BHpoGHHUKA HA MOTOYHMI MOMEHT:

Actpa3eneka Ab -
SE-151 85 Coaepran’e,

Iseris

4, TIpoBefeHi JOCITiTKEHH:

Tak

1) Tun nikapcbkoro 3acoby, 3a
SIKMM TpoBoiUIacs abo
TUIaHY€ETHCA PEECTpaLisi

Jlikapcekuii 3aci6 3a HOBHIM JOCHE (aBTOHOMHE JIOChC)

5. TloBHa Ha3Ba KIiHIYHOTO
BHUIPOoOYBaHH:A, KOJOBaHUK
HOMep KJIiHi9HOro
BUIpOOyBaHHA

IMomyk KAiHI9HO eKBiBANEHTHHX 03 OyACCOHiNY, IKMH BBOOWTHCA 38
JOIIOMOTOIO JO3YIOYOro iHransaropa abo y BUIIALi CyCHeHsii 71 pO3MIICHHA
(850-CR-0118/A/2); BunpoGyBanns 04-2151 A.

6. daza wIiHiYHOTO
BUIPOOYBaHHA

IIa

7. Iepion npoBeneHHA
KJIiHI9HOTO BUIPOOYBaHH:A

3 Gepesna 1987 poxy no nucronan 1987 poky

8. Kpainu, me nposogwiocs
KJIiHiYHEe BUNPOOyBaHHA

Hanis =

9. KinbkicTs gociimKyBaHHX

3amwraHoBana: 24
daxtHyHa: 26 (21 HAli€HT 3aBEPLIKB Y4acTh Y BUNPOOYBaHHI)

10. Mera Ta BTOpHHHI Iiii
KJIiHI{YHOT0 BUNPOOYBaHHA

OCHOBHOIO METOI0 BUIPOGYBaHHs GYJI0 3HANTH 3B’ 430K MiXK 103010 GyaecoHimy
B BOJIHi CyCIEH3il, 110 BBOAUTHCS LUIIXOM PO3HIUICHHS, Ta 103010 OyIeCOHiny,
HIO BBOAKTHCA 3 H03y104oro iHransropa (JII) 3 knanaHHuM crericepoM
(Nebulator®), mu 3a6e3meueHss eKBiBaIeHTHOI KIiHiTHOT €(pEeKTHBHOCTI y
JOPOCIIHX TALIEHTIB i3 TAKKOK aCTMOIO IPOTATOM TPHBAIOTO JIIKYBaHHA.

KOH®IIEHLIIHA THOOPMATIILS,
1[0 € BJIACHICTIO KOMITAHII
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11, Tusaiid KIiHIYHOrO
BHIpOOYBaHHA

Bunpo6yBaus NpoBOAWIOCA K paHIOMi30BaHe, HO/BiliHe cine, 3 MOABIHHOI
iMiTariero, mepexpecHe HOCIiKEHHA 3 4-TIKHEBUMH NepioaMH 3aCTOCYBaHHA
GymecoHimy 3a KOXHOIO 3 3 HOCHiKYBaHHX CXEM, 2 3 AKMX CKIIa/aJIiCA 3
pi3HUX 03 po3MIIEHOTo GyAeCOHiTy Ta oqHiel 103U OyAeCOHiNy 3 103yr04O0TO
iHrajsTopa 3 KIallaHHUM cIeiicepoMm.

12. OcHOBHi KpuTepil
BKJTIOUEHHS

BponxiansHa acTMa.

YostoBikH Ta XiHKH (BikoM Bix 20 mo 60 pokiB) i3 cuMnToMaMu acTMH T2 ~
dynxmiero geres < 80 % Bix HAIC)KHOI, HE3BAXKAIOYY HAa KOMOIHOBaHY TEPAIIiO
igrananiiauMy P2-aroHicTaMH Ta iHraIAMiHHIME CTEpOiTaMH.

13. JocnipxyBaHuit
nikapchkuii 3aci6, croci6
3aCTOCYBAHHI, CHJIa Til

Bouua cycnensia 6yaeconiny wist posnmwieHns; 0,25 Mr/mia ta 1,0 mr/mi.
CxeMH 3aCTOCYBAHHSA:

4 Mr GymecoHiay, 1o BBOAMTELCA 3a DONOMOTOI0 HeOyaiisepa Pari 3
kommpecopoM CR 60, xsidi Ha 700y (4 X 2 po3MmwIeHHA)

1 mr 6ymecoHiny, D0 BBOAUTHCA 3a JOIOMorolo Hebymnaiizepa Pari 3
kommpecopoM CR 60, nBiui Ha o6y (1 X 2 po3nuIeHHs)

14. Tlpenapat nopiBHAHHI,
J103a, CIocil 3aCTOCYBaHH,
cuna mii

JII 3 myneMikopTom (cnipokopToM [Spirocort]), mo Mictute 6ynecoHin,

200 MKr/mo3a.

CxeMma 3aCTOCYBAHHS:

0,8 Mr 6ymeconiny, o BBOAKTECS 33 gonoMoroko I, asiui Ha 106y (0,8 x 2
iHrassmii)

15. CymyTHs Tepanist

Inransuiiiai Bz-aroHicTH 3aCTOCOBYBANKCA 3a OTPeOH. PerynapHuii npuiiom
iHImMX GPOHXOMITHYHMX 260 aHTHANEPTiYHUX (IUHATPIIO KPOMOTIIKAT) -
npenapatis y dikcoBaHuX Ko3ax 6yB JO3BOJCHHUH MPOTATOM YCHOTO
BHIpPOOYBaHHA. 3aCTOCYBaHHA IHINKX iHraNALIHHUX KOPTHKOCTEPOIiB HE
R03BONATOCA. Y pa3i 3HAYHOTO MOTIPIICHHA CTaHy HOITYCKaBCA KypC IMpHAOMY

MpeHi30HYy.

16. Kpurepif ominku
e(eKTUBHOCTI

(a) PeccTpyBaucs NauLi€HTOM y MOASHHUKY: MiKOBA INBUAKICTS BUIUXY
(TTILIB), cCHMIITOMH aCTMH, 06’ €M CIIOKHBAHHA IHraIANiHHIX B2-aroHICTIB,
3aCTOCYBAHHS iHIIMX CYITYTHIiX JiKapChKUX 3ac00iB, TPHBAIICTE
PO3MIWIEHHS. -
PeectpyBanuics B KIiHiLi K0 Ta micis nepiofis BunpobysanHs: GopcoBaHuit
06’eM BHAMXY 3a Mepiuy cekyHny (POB;) ta ITIB, TpuBamicTs
PO3MIIEHHA Ta YaCTOTA AUXaHHS, 3MiHH B IPUHOMI CYITyTHIX JIiKapChKHIX
3acobiB, 3a0ip 3pa3kiB BEHO3HOI KPOBi [T aHALI3Y HA BMIiCT KOPTH30IY B
mwrasMi (y marpyni naunieHTis).

(b)

17. Kpurepii ouinky 6e3neku

PeectpyBanucs B KIiHili 10 Ta micns nepionis BUNpo6yBaHHA: HebaxaHi
SIBUIIA.

18. CraTHCTHYHI METOAHU

TapHi t-kpuTepil Ta ABoQaKTOpHUiA TUCIepcilinuii anais. PiBeHb 3HaTyOCTi:
5 %.

19. MemorpadiuHi moka3HUKH
JOCITIIKYBaHOT OYJALIT
(crarh, BiK, paca TOIIO)

V BunpoGyBasHi Gpain ydacTb 26 HaiieHTiB i3 acTMor0 (17 XiHOK i

9 qosoBikiB) BikoM Bix 27 10 62 pokiB (cepemHiit Bik — 45 pokiB). Actmy 6yi0
IiarHOCTOBAaHO B cepeaHEOMy 18 pokis Tomy (aiamazon: Bix 1 1o 40 pokiB).
Cepenne noyatkose 3HadeHHs OOB, (cTanmapTHe Bixxuienns [SD])
craHoBwio 1,96 + 0,57 1.

20. Pesynbtatu eeKTHBHOCTI

KOH®IIEHIIITHA IHOOPMAIILA,
1110 € BJIACHICTIO KOMITAHII

3anucy nanieHTiB

Jlna anamizy Oyau BUKOpHCTaHi TaHi 3i IMOAEHHMKIB 21 maitieHTa, AKui
3aBepIIMB Y4acTh y BUIpoOyBaHHi, a TAKOX JaHi, OTpHMaHi B Tepionu
NiKyBaHHA y THX NAlli€HTIB, SKi BUOYIIH 3 BUnpoOyBaHH. IIpu mpoBeneHHi
aHATI3y 3i BKIOYEHHSM Ta BUKIOYSHHAM IIepioJIiB TepaneBTHIHOI HeBAaYi, 110
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BU3HAYATIHCA AK 3MiHM B CYIIyTHill aHTHACTMATHYH{} Tepamii, cyTTeBol pisHMLI
B ITI1IB He BUABJIEHO, OTXKeE, AaHi, OTPHMaHi B MepioN TepalleBTHYHOI HeBaui,
3aBKAM BKIIOYAINCS B aHATI3.
IMopisHsHO 3i cxeMoI0 3acTocyBanH Gyaeconiny 0,8 x 2 inramsuii, ITIIB 6yna
3HAYHO BHIOIO NIPH 3aCTOCYBAHHI CXeMH 4 X 2 PO3IIIEHHS BpaHIli Ta BBEUEPi
(p <0,05) Ta cxemu 1 x 2 posmuneHHs BBeuepi (p < 0,01), ane He Bpanui (p =
0,18).
IIpu nopiBHsAHHI 3Ha4eHs [1I1IB He GyII0 BUABNEHO CYTTEBUX BiMiHHOCTEH MK
CXEMaMH pO3NMIIEHHS, X04a CIIOCTepiraacs TeHAeHIis 10 BUIOT eeKTHBHOCTI
3aCTOCYBAaHHA IpemapaTy BpaHLi 3a cxeMoto 4 x 2 posmwieHHa (p = 0,08)
(PucyHok 1).

Pucynok 1.

Cepenni 3uauenns [111IB 3a 0CTaHHi ABa THXKHI KOKHOTO NEpiojly MKyBaHHS

(cepenHe 3HAUEHHs * CTAHJAPTHA MOMHIKA CEPEHBOTO 3HaueHHa [SEM]).

IT1IB

6usy) —
= i

400 R

e e A

300

200

100 | =
BpaHui Bseuepi

0 0,8 mr x 2 inranamii

[ 1 Mr x 2 po3nuneHHs

4 Mr x 2 po3nuIeHHA

* = p<0,05 % =p<0,01

BUSABIEHO CYTTEBi BiIMiHHOCT MK CXeMaM# PO3MIIEHHA TA CXEMOIO iHraysuii
3a 3 3 5 cy6’exTHBHUX napaMeTpiB (PucyHku 2 Ta 3).

PucyHok 2.

Cepeniii 60 OLiHKY KALUTIO, 3a5HLIKH T2 XPUNIB 33 OCTAHHI 2 THXKHI KOXKHOTO

nepiony nikysanns. Bamn ossasamn: 1=Tak, 0=Hi (cepenne 3uavenns + SEM)
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O 0,8 mr x 2 iHranauii
B 1 Mr x 2 po3nuneHHA

[ 4 Mr x 2 po3nuieHHs

* = p<0,05
** = p<0,01

Pucyhok 3.
CepenHiit Gat OliHKY BiYHUX HaMaxiB aCTMU Ta NOBCAKACHHOI
JiANBHOCTI 32 OCTaHHi 2 TYOKHI KOXKHOro nepiofy NikypaHHA. banu

osHaudanu: 1=Tak, 0=Hi (cepenHe 3nauenns = SEM)

100 o lloBcakaenna  Hiuni ranann
[ MiSTBHICTH acTMH

G.RO

Cepennint 6an (+/ - SEM)

c.2¢

0.00
2 TR
0,§ MCX 1,0 Mr x 4,0 mr x
2 igranauil 2 POININIEHHA 2 pOIMIIEHHA
* =p<0,05 =

Ipu nikyBaHHi 33 cXeMOIO 4 X 2 pO3NIIEHH:A NOPiBHAHO i3 3aCTOCYBAHHAM
Gyneconimy 3a gomomororo JI 6anu Oy 3HAYHO HIDKIUMH 33 TAKUMH
HOKa3HHKaMH sk 3agumka (p < 0,01), xpunu (p < 0,05) Ta HiYHi Hamag® aCTMH
(p < 0,05). IIpu nikyBaHHi 3a cXeMOI0 4 X 2 PO3NHMICHHA GaId OLiHKY KAlLITo
TaKoX Gy/IM HIKIMMHY, X04a He TOCATaH CTATHCTHYHOT 3HATymocTi (p = 0,07);
IpH JliKyBaHHi 32 CXeMO0 1 X 2 PO3MIICHHA NOPiBHAHO 3i BBEACHHAM
6ynecorimy 3 JI 3Ha4HO HIDKIUMH Gy Gam oniEky 3agumky (p < 0,05) Ta
xpamis (p < 0,05). }

3a XOHHM i3 Cy6’ EKTHBHIX MapaMeTpiB He OYJI0 BUABICHO CYTTEBHX
BiZIMiHHOCTeH Mk 2 CXeMaM¥ pO3NWICHHA. bay olliHKH 3a IapaMeTpoM
«TOBCAKAEHHA JiAIBHICTEY He MOKA3alH CYTTEBOT Pi3HUI MiX CXeMaMu
3aCTOCYBaHHS IPEMapary, Xo4a Ipy 060X cxeMax po3MIeHHS Oy AeCoHiTy
HOKa3HUKH Oy/n Kpalqumu, Hix mipu 3actocysanHi I (p = 0,07 tap = 0,10,
BiIIOBiAHO).

CepenHs KinbKicTh iHramsujii Bz-aronicra craHoBwia 7,6 Ta 7,1 npu JikyBaHHI
3a cxeMaMu 1 X 2 po3miieHHs Ta 4 X 2 po3nuieHHs, Bianosiaso (PUCYHOK 4).

KOH®IJIEHIIMHA THOOPMALILA,

110 € BJIACHICTIO KOMIIAHII 418



Pucynok 4.
Cepennpono6oBa KinekicTs iHrauiit P;-aroHicta 3a ocTaHHi

2 THKHI KOKHOTO nepioy nikypaHHs (cepeiHe 3HaueHHs = SEM)

Kinpkicts
inranmaniit 6eraz-aronicra
12 .
I 1
10 | :
. .
8 = T ——
|
[l :
4 I =
2
0 i 1 i
0,8 Mr x 1mr x 4 Mmr x
2 iHramauii 2 po3MHITeHHA 2 po3MHIERHA
* = p<0,05

Tpu BBeneHHi Gyneconiny 3 JII 6y0 3acTOCOBaHO 3HAYHO GinbIue (,-arowicra,
Hi IIpH 38CTOCYBaHHI cxeMu 4 x 2 posmwienHs (p < 0,05). Tpusanicts
PO3IMWIEHHA CYTTEBO HE BiPi3HAIACA IPH pi3HMX cxeMax abo npu
33CTOCYBaHHi BpaHIli Ta BBedepi. CyMapHa cepefiHd TPUBANICTh (+ CTAHAApPTHA
TIOMMUJIKA CepeaHboro 3HadeHHs [SEM]) craHoBmia 12,4 + 1,0 XBUKH BpaHLi
ta 12,2 + 0,9 xBunuH BBeuepi. CriocTepiranacs TeHACHLIA 10 KOPOTIIOL
TPUBAIOCTi PO3NMICHHs NPU BBEIEHHI BHCOKOT 1031 OyAECOHIMY, HiX IpH
3acToCyBaHHi miane6o. OxkpeMi MOKa3HAKY TPUBAIOCT POIIMUTCHHA
KOJIMBAIKCA Bil 5 10 35 XBWIMH, 2 BUHATKOBI 3HAUeHH CTAHOBHIH 40 Ta

60 xsmrH. He Bussneno kopeinii Mk ITIIB Ta TpuBanicTIO pO3MUIEHHS.

3ankcH Jikapis

TTapHi t-kpuTepii mpu nopiBHAHHI cXeM JiKyBaHHA Ta 2-QaKkTOpHHUI
mEcTiepcilfHmii aHaI3 cXeM JIiKyBaHHA 3 TOYKH 30py nokasnukis ITIB ta ®OB,
He BUABWIN OYIb-AKUX CyTTEBUX BimMiHHOCTeH. Cllifl 3a3HAYUTH, 10O B OQHOMY
3 JOCTiIHUIbKUX EHTPiB AaHi Gy/Id HEIOBHIMH, TOMY aHaIi3K Oyu
npoBeleHi 3 AanuM e 9 3 12 mauientis. Cepeni aGCOMIOTHI 3HAYCHHSA
OB®; (+ SEM) cranosuny 2,18 £ 0,23 i, 2,03 £ 0,22 1712 2,22 £ 0,38 31 p1t
3acTOCYBaHHI cXeM 1 X 2 po3mwieHHs, 4 X 2 posmuwieHHs Ta 0,8 % 2 iHransnii,
BigmoBigHo. Bingmosinai BincoTkosi 3nagenns ODB; (= SEM) Bin Halle)HHX
cTanoBWIA 77 £ 6 %, 71 = 6 % Ta 72 + 9 %, BignoBigHO.

YacToTy AMXaHHA BU3HAYANH Juie y 7 manieHTis. CepelHi 3HAY€HHA
CTaHOBIIH NpuOIM3HO 18 BIUXIiB Ha XBUIHHY (Hiama3oH: 9—40 BHKXiB/XB) Ta
BOYEBH/Ib HE 3aJI€XKAIH Bifl CXeMH JTikyBaHHA a00 (a3 pO3MWICHHA. Cepemns
3aralbHa TPHBAIICTh PO3NMIEHHS CTAHOBHIIA IPHGIN3HO § XBIIIMH (HlialasoH:
5—16 XBWIMH) 3rifiHO 3 JAHMMH 7 TAIli€HTiB.

KOH®IIEHIIMHA THOOPMAIILS,
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Nasni 1a60paTOPHHUX AOCTILKEHD
PankoBa KOHIEHTPAlIiA KOPTH30IY B IIa3Mi y MArpymi 3 10 mamieHTiB cyTTEBO
3HH3IIACA IIPH JIIKYBaHHI 32 CXeMOI0 4 X 2 PO3MIICHHA MOPIiBHAHO 3i CXEMOIO
0,8 x 2 igrananii, PedepentHi 3HaueHHA KOPTU30JY B IUTasMi craHoBwid 200—
800 aMonb/m? 0 7:00. JIumre y 2 nauieHTiB MOKa3HUKH GyIIH HIKIUMHE (110
OHOMY B IpyIax 3acTOCYBaHHs cxeM 1 x 2 Ta 4 x 2 posmunerHs). [epromii
HAIEHT MPOTATOM 060X TepioAiB JiKyBaHHA IOTpeOyBaB KypCy PUHOMY
HpeaHi30Hy, AKUIf MepemyBaB dacy 3ab0py 3paskKis.
IIpu 3acTOCYBaHHi BCiX cXeM JIiKyBaHH: KOHIIEHTpaLlis KOPTU30.y B IIasMi
Gya 3HIDKEHOIO Yepe3 | ToxuHy Ta 2 rOJMHM ITiCIIA BBEICHHS 03K Iperapary
(PucyHok 5). CymapHO cepelHi 3Ha4eHHS 3HU3IIMCA 3 433 HMOJIL/T 10
249 mmons/n Ta 177 HMone/1, BiAmOBiAHO. BimcoTkOBE 3HAUEHHS 3HIKEHHS
6yno moaiGHIM mpH Beix cxeMax JiiKyBaHHA. KoHIEHTpallii y 3paskax, B3ITHX
yepe3 | roauHy Mic/is BBeIEHHS Hpenapary, CTaHOBHIK 56 % (1 % -
2 posnuieHns), 58 % (4 x 2 posmuwieHHs) Ta 56 % (0,8 x 2 inranawii) Bin
[I0YATKOBHX 3Ha4eHb, KOHIEHTpauii y 3pa3kax, B3STHX depe3 2 TOIMHH MiCia
BBEJCHHS Ipernapary, CTaHoBwIn 42 %, 38 % Ta 43 % Bi NOYATKOBHX 3HAYCHD,
BiImoBixHO.

PucyHok 5.

CepenHa KOKLEHTpaLlis KOPTH30MY B IIasmi, HMONB/N (cepeHe 3naveHHs = SEM)

Kouuentpanis

KOPTH30J1y B IJa3Mi,
HMOJB/TT

(+/- SEM) | d

500 I
400 =

300 + =

200 |-

100

0 i L L

0,8 Mr x 1 Mrx 4 mr x
2 iHramanil 2 pO3MWICHHSA 2 po3nuneHHA

* = p<0,05 -

V 5X0JHOMY KOHTPOJIBHOMY MOMEHTI yacy He 6yJI0 BHSABJIEHO CTATHCTHYHO
3HAYYIOMX BiAMIHHOCTEl MiXK CepeHbOI0 KOHIICHTPAIIIE0 KOPTH30ITy IPH
3acTocyBaHHi cxeM 1 x 2 posrmurerns ta 0,8 x 2 inramamnii. OTpuMaHi 3HAYEHHST
MOKa3aIH, M0 TIPH JTiKYBaHH] 38 CXeMOIO 4 X 2 PO3IMJICHHA KOHIICHTPaLis
KOPTH30JIy B TLTa3Mi 10 BBEICHH Npenapary Ta uepe3 2 TOAMHH MiCist
BBeaeHHS (p < 0,05) € 3HAYHO HIDKYOIO, HiX TIPH JIIKYBaHHi 33 CXeMOI0

0,8 x 2 iHrananii, a Takox GyIo BixsHageno TenneHIio (p = 0,07) ao HKYOi
KOHIIEHTpaLii yepes 1 roauHy micisd BBeAEHHA Npenapary. BixMiHHOCTI Mik
cxeMaMHM PO3IMICHHA He 6yJIM CTATHCTHYHO 3HAYyIIMMH, ajle crocTepiranacs
TEHAEHLIA N0 3Hadymux BigMinHOCTel (p = 0,09) Yepes 2 roAvHy micis
BBeJeHHA TIpemnapary.

KOHO®IUIEHIIMHA IHOOPMALILA,
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21. Pesynbratu Ge3nexu

3 26 paHOOMi30BaHMX YYaCHHUKIB BUIIPOOYBaHHS He IiUIATaiy aHati3y daHi
JIMIIE OZHOTO MALi€HTa, IKUif BUOYB i3 BUnpoGyBanHa. OTxe, naHi 25 NallieHTIB
(17 xinok i 8 4oNoBIKiB), cepenHill Bik skux cTaHOBUB 44,5 poku (y AianasoHi
Bix 27 1o 62 pOKiB) MiANArany OLiHIOBAHHIO 3 TOYKH 30pY HeGaKaHHX ABMII
(HA).

XopeH mauieHT He MPUNHHKB JIIKYBaHHA Y 3B’A3KY 3 He6aXKaHUMMU SBUIIAMH.
Onxy XiHKY, 5Ka TiKyBaiacs 3a cxeMoro 1 x 2 posmuwieHHs, depes 68 nHIB micia
TIOYAaTKy JIiKyBaHHA GYJI0 FOCHITalI{30BaHO 3 IPUBOAY 3aXBOPIOBAHHSA
BHYTpiltHiX oprasiB. CTangapTHa Giorcis Muitky MaTKH BIABIIIA KIITHHHY
IUCILIA3iio, OTXKe, MaTKy 0YJ0 BHIaneHo. SIBHILle MaJIo JIETKUM CTYIiHb
TSDKKOCTI, TIaIliEHTKA BigHOBIIIacs 3 Hacimigkamu. Ha nyMky nociigHuka Ta
CIIOHCOpa, MPUYNHHO-HACTIAKOBHI 3B’ A30K MiX JOCIiKYBaHUM TpENapaToM
Ta KapLMHOMOIO IIMHAKH MaTKH € MaToiMOBipHUM. 3aCTOCYBAaHHA
JOCIIIKYBAHOTO Mpemnapaty Gyiio IpoXoBXeHo Ge3 3MiH, i manieHTka
3aBepIInIa BUNpoOyBaHHA.

Onua xiHKa, sKa JiKyBanacd 3a cxemoro 0,8 x 2 inranauii, gepes 23 ani
HPUINKHAJIA TIKyBaHHA Y 3B’43Ky 3 BaritHicTiO. Yepes 7 MicsIiB BOHA OLIIXOM
KECapeBOTo pO3THHY HApOJWIa AiBINHKY 3 JBOCTOPOHHEOI PO3LIUIHHOIO
BEPXHBOI Iy0u Ta mifHeGiHHA, 3pOLICHHAM ABOX TANBLIB HA JiBill pyni Ta
HEePCUCTYIOYUM ¢eTaabHUM KpoBooOiroM (MHOXHHHI Manbhopmarii). ¥V cim’
Oy BUNaAKA PO3LIUTNHY BEpXHboi ryou Ta minHe6iHHA (y 6alyci o
GaTeKiBCBKil JiHiT, y Opara). V IUTHHY Bif3HayaBcd LiaHO3, HEBIOB3] HiCTA
HapOKeHHS 1T MAKIIOYHIN A0 anapaTy MTYYHO! BeHTWIANI] JJereHs. Spume
MaJIo TSKKMi CTyniHb. IT0CiB KpPOBi BUSIBHB rpaM-NO3HTHBHI KOKH, 6110
3aCTOCOBAHO aHTHOI0THKH. Yepes 8 qHIB HUTHHA OMeEpia BHACIII0K Hallagy
Gpamukapnii (actixcis HoBoHapokeHUX). IIpHIMHHO-HACTIAKOBHIA 3B’ 130K
MDX JOCHimMKyBaHMM IIpeNapaToM Ta MHOKHHHIMH Manb(opMaismMu
IOCTIJHMK BU3HAB TAKAMH, IO «HEMOMUIMBO KJIAacH(iKyBaTH», CIIOHCOp —
MaJIOUMOBipHUMH.

HaityacTimmmv HSI 6yna 3actyaa (iHdekuis AuxaTbHUX HULAXIB). =
ITpo ueit cumMoroM noBifoMiuty 7 i3 24 mallieHTiB y TPy JiKyBaHHA 38 CXEMOIO
1 x 2 posmuienss, 8§ i3 23 marieHTiB y rpymi 0,8 x 2 inramamii Ta 2 3

22 nanieHTiB y rpymi 4 X 2 po3NMICHHA.

BincoTkoBa yacTKa MalieHTiB i3 HeGaXkaHUMM ABUIaMK OyJa Ao BUIIOIO B
rpymi JikyBauHs 32 cxemoro 1 x 2 posmmieHHs (79 %) nopiBHAHO 3 rpynaMu 4
x 2 posmunenss (68 %) Ta 0,8 x 2 iHramauii (70 %). Kpim Toro, 6inema
nomupenicTs HS B CHCTEMHO-OPraHHOMY KJIaCi «OPraHi3M y IioMy»
crocTepiranacs B rpymi 1 X 2 posnuiueHHs NOpiBHAHO 3 TPyNaMH -

4 x 2 posnunenHs ta 0,8 x 2 igransnii.

Buila yacToTa KaHAMAO3Y CIIOCTepirajiacsa B IPyIi JIiKyBaHHA 3a CXEMOIO 4 X
2 posnuneHHs (6/22 nanieHTiB) MOPIBHAHO 3 rpynaMu 1 X 2 pO3MICHH
(3/24 nauienTis) Ta 0,8 x 2 iHramanii (2/23 nauieHTiB).

22. BHCHOBOK (3aKJIFOYESHH)

KOH®IAEHIIIHA ITHOOPMALILY,

3acTocyBaHHA OyHecOHimy 3a cxeMaMy 1 X 2 pO3IMIICHHS, 4 X 2 pO3IWICHHs Ta
0,8 x 2 inranauii 3xiliCHIOBANIOCS MPOTATOM 4-THXKHEBHX IEpioiB.
Bunpo6ysanns 3apepiuus 21 gopocnuii HauieHT BikoM Big 27 1o 62 pokis 3
HIOMIPHO TSKKO0 acTMOI0. Po3miuieHHs 6yecoHiTy 0y/10 3HAUHO -
eeKTHBHILIMM 32 GaraTbMa napaMeTpaMH, MOBiNOMICHHMH NallicHTaMH, HiX
3aCTOCYBaHHA 6yIeCOHILY 32 JOOMOTOIO A03YI0UOT0 iHranaTopa. 3arajioM He
GyJ10 BUSBJIEHO CYTTEBUX BiIMiHHOCTEH y pe3yNbTaTax 3aCTOCYBaHHA
po3nmIeHOro GyAECOHIY B ABOX Pi3HUX JO3YBaHHAX, X0Ua CrocTepiranacs
TEH/ICHIIiA 0 KPAIUX pe3yNbTaTiB Mpy BULIil 1031, PaHKOBI KOHIEHTparii
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KOPTH30JLY B IU1a3Mi Gy HIDKIMMY IIPH PO3IIUICHH] BUCOKOT 1031 OyAecoHiny,
HiX IpH iHIIMX cXeMaX 3acTOCYBaHHs npenapaty. HenepenOadyBaHux a6o
TOKKUX MOOTYHHX peakuiif He BUHUKaNO. IIpH Beix cxeMax JikyBaHHA Y KilbKOX
Mali€eHTIB CIOCTEpirainucsa KaHAUAO3 Ta OXPUILTICTE TOJIOCY.

PesynpTaty BUpoOyBaHHA Ha MiICTaBi HOMiHATBHOTO CIIOKHBAHHA OyNeCOHITY
B MilirpaMax 3a JOTIOMOTOI0 BUKOPHCTAHMX CHCTEM BBEJIGHHA NEMOHCTPYIOTS,
IO 3aCTOCYBaHHA OYAECOHITy 3a HOIOMOro HeGynaiizepa € npUHaliMHi Tak
camo e()eKTHBHHM, K BBEIECHHA 3a ZomoMorolo JII 3 KianaHHAM CIIEHCEPOM.
JTopoci manieHTH 3 aCTMOK MOXYTh BUKOPHCTOBYBAaTH OYAECOHIJ, CYCIICH3i0
DI PO3MWIEHHS, SIK aIbTEPHATUBY iHIaJIiMHUM KOPTHKOCTEpOIinaM.

3asBHUK (BTACHHUK
peectpauiiiHoro
TIOCBiqYEHHA)

IMignucano y mporpami DocuSign:

/migmc/

97094F653B284D5... =
I-p Iixaskymap Cypynatas (Dr. Jayakumar Gurunathan)

(T1IB)

[mimmmc/

[Teuatka: Vkpaina, M. Kuis, ToBapucTBo 3 o6MexeHoro BinmoBinaneaicTio « ACTPASEHEKA

VKPATHA », Inentudikaniiiauit kox 37037434,

Lleti mepexian 3 aHIINHCEKOI MOBH Ha YKpaiHCBHKY MOBY 3pOOJICHO MHOIO, TepeKiafaieM

Kocrrounk FOmniero 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):

AB Draco (a subsidiary of AS Astra)

P.O. Box 34

S-221 00 Lund

Sweden

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

3. Manufacturer

Manufacturer details in the CSR:
AB Draco (a subsidiary of AS Astra)
P.O. Box 34

§-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Stdertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone
dossier)

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

Budesonide suspension for nebulisation in infants with
asthma; Study 04-2213

6. Clinical trial phase

Not reported

7. Clinical trial time frame

Not reported

8. Countries where the clinical trial was
conducted

Israel, United Kingdom, Denmark

9. Number of subjects

Planned: 30
Actual; 37 randomised

10. Primary and secondary objectives of the
clinical trial

The primary objective was to determine whether budesonide
suspension for nebulisation could replace single dose
alternate morning prednisolone treatment in the prophylaxis
of steroid-dependent severe asthma in preschool children.

11. Clinical trial design

Double-blind, randomised, placebo-controlled,
parallel-group study.

12. Key inclusion criteria

Children, male and female, must be aged between 10 and
60 months old at the time of admission and have
steroid-dependent asthma.

CONFIDENTIAL AND PROPRIETARY
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13. Investigational medicinal product, method
of administration, strength

Budesonide suspension for nebulisation (0.5 mg/mL),
dispensed as 2 mL respules, sealed plastic single dose
ampoules and administered at room temperature with a
Hudson Up-Draft Neb-U-Mist 1713 nebuliser.

14. Comparator, dose, method of
administration, strength

Placebo suspension for nebulisation, dispensed as 2 mL
respules, administered at room temperature with a Hudson
Up-Draft Neb-U-Mist 1713 nebuliser.

15. Concomitant therapy

During the active study period, the parents were told to give
additional terbutaline by nebulisation as needed to control
symptoms up to a maximum of 5 times per 24 hours. If more
was requested, they were instructed to contact the physician
immediately. The dosage of long-acting theophylline was
continued as during the run-in period.

16. Efficacy endpoints

Dose of prednisolone (mg/kg body weight) and child’s
health (visual analogue scale 0 to 10 cm).

17. Safety endpoints

Laboratory examinations (throat swabs for candida
infections), adverse events (AEs), serious AEs (SAEs) and
withdrawals due to AEs.

18. Statistical methods

All data were analysed using conventional statistical
techniques and based on all patients treated. The primary
variables were the changes in prednisolone consumption,
symptom scores and number of p2-agonist nebulisations. For
diary data, averages were formed for each patient and each
diary variable over the last run-in week and weekly during
the study and the follow-up period. Two-tailed unpaired
t-tests were used for between-group comparisons (double-
blind part) and paired t-tests for within-group analysis
(double-blind part and open follow-up part).

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

A total of 37 patients were randomised in the study, 36 of
whom (24 boys, 12 girls) were included in the statistical
analysis and 1 patient did not receive any study medication.
Their mean + standard deviation (SD) age was

26.7 + 13 months (range 9 to 60 months), they had a mean +
SD weight of 12.0 + 2.4 kg (range 7.8 to 17.0 kg) and a
mean = SD height of 85.9 + 9.0 cm (range 68.6 to 107 cm).
They suffered from asthma on an average of

17.5 £ 8.7 months (range 3 to 42 months) and were treated
with oral steroids every other day at a mean dose of

1.3 + 0.5 mg/kg body weight (range 0.78 to 3.57 mg/kg
body weight) as recorded at Visit 2. All patients were treated
with oral steroids before enrolment as recorded at Visit 1,
and 10 patients were, in addition, treated with inhaled
beclometasone, which was discontinued after Visit 1.

20. Efficacy outcomes

There was a statistically significant difference in oral steroid
reduction between the groups after 2 months of treatment
(p = 0.046). The dose of oral prednisolone was decreased by

CONFIDENTIAL AND PROPRIETARY
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529, and 80% after 1 and 2 months, respectively, in the
budesonide group and 24% and 41%, respectively, in the
placebo group. The parents’ assessment of their child’s
health status also showed a statistically significant difference
in improvement between the groups (in favour of
budesonide) after 1 month (p = 0.006) and 2 months

(p = 0.0008). These results were further corroborated by the
recordings in the daily diary cards maintained throughout the
study.

When the placebo treated patients were switched over to
budesonide treatment, the prednisolone dose decreased
further and was significantly lower after 2 months

(p < 0.00001) of budesonide treatment, with ensuing
improvement in the child’s health status (p = 0.0045 and

p = 0.00005 at Visits 5 and 6, respectively) according to the
parents’ assessment.

21. Safety outcomes

AEs reported were not unexpected in nature or frequency for
the treatment with inhaled budesonide. No undue safety
concerns were identified in the study and there was no
difference in the characteristics of AEs between the groups.
No SAEs were reported, and no patients withdrew from the
study due to AEs.

22. Conclusion (findings)

Budesonide suspension for nebulisation at a dose of 1 mg
twice daily improved the health in children with severe
steroid-dependent asthma. Budesonide suspension for
nebulisation significantly decreased the dose of oral steroids
required, while improving health in the children. Budesonide
suspension for nebulisation was well tolerated.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:

| Naakvomar Ewrwnatian
G7UR4FESAB28405..

Dr Jayakumar Gurunathan

(full name)
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Tepekian 3 aHIIIHCHKOI MOBH Ha YKPaiHCBKY MOBY

3BiT npo KiiHiYHe BUIPOOYBaHHA

1. Ha3pa mikapchkoro 3aco0y (3a HAsBHOCTi —
HOMep PEECTPALifHOTO MTOCBiTYEHHS)

Byneconin Actpa3eHeka (MiDKHapOAHA HEMATCHTOBAHA
Ha3sa — OyIecoHim)

2. 3assBHUK

Jani BiacHuka peectrpaniiinoro nocpindenus (BPII),

3a3HaveHi v 3BiTi mpo wiiniune sunpobysanus (3KB):
AB JIpako (AB Draco) (zouipHs oprasisanis komMnanii AC

Actpa [AS Astra])

ITomToBa ckpuHbKa 34, S-221 00, JIynn, IlIsenis (P.O. Box 34
$-221 00 Lund

Sweden)

Hani BPII na noTouHuii MOMEHT:
AcTtpa3enexa AB (AstraZeneca AB)

SE-151 85 Conepran’e, IlIsewia (SE-151 85 Sodertélje
Sweden)

3. BupobHuk

Jani supoGunka, 3a3uayeni y 3KB:

AB Jlpako (nouipss oprasizanis komnanii AC Actpa)
TomToBa ckpuHbKa 34

S-221 00, JIynn,

IBenis

Haui BHpoGHHKA HA TOTOYHMII MOMEHT:
Actpa3eHeka Ab

SE-151 85 CopepTan’e,

IlIBenis

4. TIpoBemeHi JOCTiMKESHHA:

Tak

1) Tam nikapceKoro 3acofy, 3a AKUM
npoBoAWiacs abo IUTAaHYEThCA peecTpawis

JlixapchKmii 3aci6 3a TOBHUM IOChE (aBTOHOMHE JI0CHE) -

5. TToBHa Ha3Ba KJIiHIYHOTO BHNPOOYBaHHS,
KOJIOBaHU}M HOMEp KIIiHIYHOTO BUIIPOGYBAHHSI

3acTocyBaHHA OyAecOHimy, CyCIIeH3il I pO3IMIEHHS, Y Tl
MOJIOZIIOTO BiKy 3 aCTMOI0; BUIIpoGyBanHa 04-2213

6. ®aza KIiHITHOrO BHIPOOYBaHHS

He nosizoMnaeTbCs

7. Ilepiox mpoBeneHHA KIiHIYHOTO
BHIpPOOYBaHHA

He nosimomnserbesa

8. Kpainu, ie IpoBOMIIIOCA KITiHigHe
BUNpoOyBaHHA

I3pains, BemikoGpuranis, [auia

9. KinbKicTh JOCHiIKyBaHHX

3amanosana: 30
®axTiaHa: 37 paHIOMi30BaHHX

10. MeTa Ta BTOpUHHI Il KITIHIYHOTO
BUIPOOYBaHH:]

Mertoto BunpoGyBaHHs 6y10 BUSHAYUTH, T4 MOXe OyAecoHin,
CYCTIeH3isl ULl PO3IIWIEHHS, 3aMiHUTH CO00I0 OXHOPa30BHiH
MpHIOM MPEAHI30I0HY BPaHIli KOXHOTO IPYTOro JHA A1
po¢iTaKTHKH CTEPOIN-3aIEXKHOT THKKOL aCTMH Y niteii -
JOLIKUTBHOTO BiKY.

11. Jluzaiin KNiHIYHOTO BUIPOOYBaHHA

IToxsiiie crime, paHAOMi30BaHE,
w1ane60-KOHTPOIb0BaHe BUIPOOyBaHHA B
MapaieJIbHUX IpyNax.

12. OcHOBHi KpuTepii BKIIOUECHHS

JiTi 4osoBiYoi Ta XKiHOUOT CTaTi 3i CTEPOIN-3aNEKHOIO
aCTMOIO, BiK IKMX Ha MOMEHT BKJTIOYEHHA Y BUTIPOOYBaHHA
cTaHoBHTH Bif 10 10 60 MicALiB.

KOH®IAEHIIMHA IHOOPMALILA,
1LIO € BJIACHICTIO KOMITAHII
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13. Hocnimkysanuit tikapcskait 3acib, crocio
3aCTOCYBaHHS, CHia Ail

BynecoHin, cycnensia mis posmwienns (0,5 mr/mi),
posdacoBana B repMeTHYHi IUTACTMACOBi OHOM030B1 aMITYJIH
€MHICTIO 2 MJI, 3aCTOCOBYETHCS 33 KiIMHATHOT TEMIIEpaTypH 3a
noroMmororo HeOynaiisepa Hudson Up-Draft Neb-U-Mist 1713.

14, TpeniapaT DOpiBHAHHA, 1034, CIIOCIO
3aCTOCYBaHHA, cuia Ail

Cycnensia maueGo 1A po3IUIeHH iHrajsIil, posdacosana
B aMITyJIK EMHICTIO 2 MJI, 3aCTOCOBYETECA 32 KIMHATHOT
TeMIepaTypH 3a JoroMororo HeOynaizepa Hudson Up-Draft
Neb-U-Mist 1713.

15. CymyTHs Tepamnit

I1poTATOM aKTHBHOTO Iepioy BHIPOOYBAaHHA NALiEHTH MOLIIH
3a moTpeGH H0AaTKOBO OTPUMYBATH TepOyTaliH ILILXOM
PO3MWIEHHS [T KOHTPOJIIO CHMIITOMIB, ane He Ginbmie 5 pasis
Ha J06y. V pasi HeoGxigHocTi Gimburof no3u MoTpiGHO GyIo
onpasy 3B’a3atucs 3 nikapeM. [Ipuitom Teodininy TpuBasoi ail
TIPOAOBXKYBAJIM B Takiit camiil 03i, 5K i NPOTATOM BBiIHOTO
miepiony.

16. Kputepii oniHky edeKTUBHOCTI

Jo3a mpe/iHi3010Hy (MI/KT MacH Tijla) Ta CTaH 310pOB’s
IUTHHEE (33 Bi3yaJbHOI aHATOTOBOIO KoK Bin 0 10 10 cm).

17. Kpurepii oniHku 6e3neKku

JlaGopaTopHi HocimKeHHA (Ma3KH 3 ropJia Ui BHABICHHA
KaHIHAO03HUX iHdekuil), HeGaxani auma (HA), cepiiosni HA
(CHSI) Ta npUNMHEHHS 3aCTOCYBaHHA NIPENApary B 3B’ A3KY 3
HA.

18. CTaTHCTHYIHI METOIH

JaHi BCixX MALIEHTIB, AKi OTPUMYBaJIH JiKyBaHHA,
aHANI3YBAJINCA 13 3aCTOCYBAHHAM CTAHAAPTHHX CTATHCTHIHHX
MeToziB. OCHOBHMMH 3MiHHUMH GYJIH 3MiHU y CIIOKMBaHHi
TIpeHI30I0HY, OKa3HAKH OLIiHKH CHMITOMIB Ta KiIBKiCTh
posmaieHs B2-aroHicTa. I1o cTOCYETHCA NaHHX Y IOASHHUKY
Hali€HTa, 111 KOKHOTO MAIliEHTa PO3PaXOBYBAIIHCA CEPEIHi
3HAYEHHA BCiX OKA3HHKIB 33 OCTAHHiH THXIEHb BBiHOTO
nepiofTy, 8 TAKOXK IOTIKHA B TIEpiol BUMPOOYBaHHS Ta
FOJATIBIIOrO CIIOCTEpeXeHH . [T MOPiBHAHE MiX IPyHaMu
3aCTOCOBYBAJIHCSA NBOCTOPOHHI HelapHi t-kpurepii (moasiHmii
cinmit niepiof), a WA aHa3y B MexKaX rpyIy — MNapHi
t-kpuTepii (moasiitumii cinuit mepion i BimkpuTHiA NEpio
HOJANBIIOTO CIIOCTEPEKEHH).

19. Temorpagiuni moka3sHUKH JOCTiIKYBaHOI
momyJtAuil (crath, Bik, paca TOIIO)

Vcporo y BunpoGyBaHi Gy paHIoMizoBaHi 37 mallieHTiB,
36 i3 axux (24 xmomamku, 12 fiByatox) Oyiu BKIOYEHI y
CTATHCTHYHUIH aHaTi3, a 1 malienT He OTpUMaB XKOIHOI 03H
JocmimKyBaHoro nperaparty. CepeaHiit Bik + cTaHxapTHe
pizxwieHns (SD) cranosuB 26,7 + 13 Micauis (y miana3oHi Big
9 10 60 Micamis), cepenns Bara = SD — 12,0 £2,4 xr (y
niamasowi Bix 7,8 mo 17,0 kr), cepeaniii 3pict £ SD — 85,9 +
9,0 cmM (y niamasoui Bin 68,6 mo 107 cm). CraHoM Ha gaty
Bisuty 2 TpHBAIiCTh 3aXBOPIOBAHHA HAa aCTMY CTaHOBHUJIA B
cepenasomy 17,5 + 8,7 micanis (y miamasoni Bin 3 go

42 micAniB), JiTH OpHiMaTy NepopalbHi CTEpPOinu epes AeHb
y cepemHiit 103 1,3 = 0,5 Mr/kr Macw Tina (y aianasoxi Bix 0,78
10 3,57 Mr/kr Macy Tina). SIk GyJI0 BCTAHOBJIEHO MM 9ac
Bisuty 1, BCi NallieHTH K0 BKIIOUEHHS Y BUNPOOYBaHHA

KOH®IUIEHIIMHA IHOOPMALILS,
1110 € BJIACHICTIO KOMITAHI
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HpHiMaH IepopaibHi cTepoiny, a 10 nauieHTiB JOXATKOBO
3aCTOCOBYBa/IY iHraJLLiitHUH OexIoMeTa30H, OTpIMaHHA
AKOTo 0yJI0 IPUIMHEHO Hici Bisury 1.

20. Pe3ynpTaTi €eKTHBHOCTI

Yepes 2 Micsui mic/s Mo4aTKy JdiKyBaHHS CLIOCTepiranacs
CTATHCTIIHO 3HAYYINA Pi3HULA MK TPYIIaMH Y 3MEHIIEHH]
CIIOXHMBAHHA NEpopabHuX cTepoiziB (p = 0,046). V rpymi
3acTocyBaHHs GyIeCOHiy 032 IEPOPATLHOTO NPEAHI30I0HY
3um3wIacs Ha 52 % ta 80 % uepes 1 Ta 2 MicsI, BiAMOBiAHO; ¥
rpymi 3acTocyBaHHA wiane6o — Ha 24 % ta 41 %, BiAmNoOBizHO.
OuiHka cTaHy 340pOB’s AiTel 6aTbKkaMM TAKOXK MOKasaja
CTATMCTHYHO 3HAYYILY Pi3HHUIFO B MOKPAIIEHHI MiX rpynamMu
(#a KopHcTh 6ynecoHiay) yepes 1 micams (p = 0,006) Ta

2 micami (p = 0,0008). Lli pe3ynbTaTH MiATBEPLKYBATHCT
3allHCaMH y MOACHHUKAX, AKi 3a[IOBHIOBAIACS IIOAHA
POTATOM YCHOTO TEPiOy AOCIiIKEHHSL.

3a OLiHKO 6aTHKiB, PH TepeBeeHHI MAlli€HTiB 3 Ianeto Ha
GyAecoHiA K032 NPEHI30N0HY MPOLOBKYBaJA 3MEHITYBATHCS
Ta GyJTa 3HAYHO HIKIOHO mici 2 Micsmis (p < 0,00001)
3acTOCYBaHHs OyIecOHiMY, IO CYTPOBOMKYBANIOC
IOKpAIIEHHAM CTaHy 350poB’s qururd (p = 0,0045 Ta p =
0,00005 nix 9ac Bisuris 5 Ta 6, BinnoBinHO).

21. PesynpTaTh Oe3MeKH

XapaxTep i yactora 3apeectpoanux H Gy xapakTepHUMH
U1 3aCTOCYBaHH iHramniitHoro 6yaeconiny. IIporirom
HOCTiIKeHHs He 6yJI0 BUABICHO HaIMipHIX mpobieM Ge3IiekH,
a TAKOXK BiAMIHHOCTel MiX rpynaMu y xapakrepuctukax HL
He 6yno 3apeectposano CHS, xomen nauient He GyB
BHKIIOYEHNIA 3 BUIpoOYBaHHA y 38’ 3Ky 3 IUL

22. BECHOBOK (3aKJIFOU€HHS)

ByZecoHif, CycTieHsis [U11 PO3IAIEHHs, y f03i 1 Mr [Bidi Ha
106y MOKpamyB CTaH 340POB’ A y JiTeH i3 THKKOIO
CTepOif-3aIeXHOI0 acTMOI0. 3acTocyBaHHs: OyeCOHiAY,
cycHeHsii st pO3NIICHHSA, JO3BOMMIO CYTTEBO 3HU3UTH
HeoOXiHy J03y NepOpaIBHIX CTEPOIMiB Ta MOKPAIMIO €TaH
3/10poB’s AiTeil. BynecoHi, Cycrnensis it po3NuICHHS, nobpe
MEePEHOCUBCS.

3asBHUK (BIaCHHK
PeECTPaLiifiHOTO MOCBiTICHHS)

Mignucano y mporpami DocuSign:
/migmuac/
97094F653B284D5...

I-p Jikaskymap T'ypynartas (Dr. Jayakumar Gurunathan)
(I116)

/I'Ii_I[III/IC/

[Teuarka: Ykpaina, M. Kuis, ToBapHCTBO 3 0OMEXCHOIO sigmoizaneHicTIO «KACTPASEHEKA

KOH®IJIEHLIIHA THOOPMALILA,
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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.

Current MAH details:

AstraZeneca AB

SE-151 85 Soderttlje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra, Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

Budesonide nebulising suspension as an oral steroid sparing agent in
adult patients with chronic asthma, Study 04-2270

6. Clinical trial phase 111

7. Clinical trial time frame From November 1990 through January 1993
8. Countries where the clinical trial United Kingdom (UK)

was conducted

9. Number of subjects Planned: 40

Actual: 39 randomised

10. Primary and secondary objectives
of the clinical trial

The objective was to assess the ability of 4.0 mg twice daily (BID)
budesonide nebulising suspension to replace oral steroid use by adult
patients with chronic asthma.

11. Clinical trial design

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

12. Key inclusion criteria

Adult patients with asthma requiring daily use of at least 0.8 mg
inhaled steroid and 7.5 mg oral prednisolone and forced expiratory
volume in 1 second (FEV)) = 50% predicted.

13. Investigational medicinal
product, method of administration,
strength

Budesonide nebulising suspension administered continuously via
Medic-Aid System 22 nebuliser plus Mizer mist saver, connected to a
Medic-Aid CR60 compressor: 4.0 mg BID (2.0 mg/mL) and

0.5 mg BID (0.25 mg/mL).

14. Comparator, dose, method of
administration, strength

Not applicable.
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15. Concomitant therapy

Terbutaline nebuliser solution (Bricanyl Respules®) 5 mg BID via a
System 22 Acorn nebuliser plus Mizer mist-saver with mouthpiece in
conjunction with CR60 high flow compressor (Medic-aid Limited,
Sussex, UK).

Inhaled P,-agonist therapy other than that supplied was permitted on
an as-required basis.

Any other usual medication was permissible.

16. Efficacy endpoints

Clinical assessments: spirometry (FEV, forced vital capacity [FVC])
Patient diary cards: daily use of oral steroids; use of other asthma
medications; morning and evening peak expiratory flow (PEF);
morning and evening asthma symptoms (0 to 3 scale).

17. Safety endpoints

Clinical chemistry, haematology and urinalysis (including creatinine
and cortisol levels).

18. Statistical methods

Wilcoxon’s rank sum tests.

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

There was a slight imbalance between the numbers of patients
randomised to the 2 groups: 18 received budesonide 1 mg daily and
20 (1 patient was also randomised to budesonide 8 mg but it is not
known if they took any) received budesonide 8 mg daily.
Demographic characteristics for age, height, weight, sex, ethnic
origin and duration of asthma were comparable.

Budesonid Bud id Overall
mg amg
Age (yrs) n 18 21 3
Min 3 27 27
Maan 40.3 48.8 48.0
sD 143 14.7 14.4
Max 75 3] 75
Helght {cm) n 18 21 39
Min 138 155 138
Maan 163.8 166.5 185.9
sD 12.8 8.3 10.6
Max 181 179 181
Woight tkg) n 18 21 39
Min 50.1 54,7 50.1
Mean 72.8 79.3 75.8
sD 19.8 14,7 17.2
Max 120.0 111.0 1980
Duration of n 17 21 a8
Asthma {yrs) | Min 3.0 2.0 3.0
Mean 28.7 20.1 21.7
so 14.0 151 145
May 57.0 65.2 65.2
Sex Mala 8 10 18
Famala 10 11 21
Ethnic Or. Cauc, 18 20 38
Afro-Car, Q i) 1

20. Efficacy outcomes

Thirty-nine patients between the ages of 27 to 75 years (mean £
standard deviation age 48.0 + 14.4 years) were randomised into the
study, out of which 37 were evaluable for efficacy.

CONFIDENTIAL AND PROPRIETARY
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The mean reduction in oral prednisolone between entry and
completion/withdrawal was 9.4 mg for each group.

Twelve out of 20 patients (60.0%) in the 4.0 mg BID budesonide
nebulising suspension group were able to reduce their oral
prednisolone use to 0 mg, compared with 7 out of 17 patients (41.2%)
in the 0.5 mg BID treatment group, with no statistical differences
(p>02).

Furthermore, there were fewer asthma exacerbations in the 4.0 mg
BID treatment group compared with the 0.5 mg BID treatment group.
PEF values were maintained (ie, did not deteriorate) during the study
when the patients were undergoing the oral steroid reduction, with no
significant differences between treatment groups (p > 0.2). Both the
mean FEV, and FVC values were slightly reduced between the
measurements taken at randomisation and at the end of the study,
with no statistical differences between treatment groups (p > 0.2).

21. Safety outcomes

Of the 39 randomised patients, 38 were analysed for safety. There
were no deaths or discontinuations due to adverse events (AEs)
reported during the study. There was a total of 3 serious AEs reported
in 3 patients during the study. The numbers and types of AEs
reported during the study were similar between treatment groups.
Results from the laboratory assessments were only available for just
over half of the patients, with no notable adverse findings.

22. Conclusion (findings)

The study design employed in this protocol was faulty. For example,
there was no existing evidence that the starting levels of oral
corticosteroid were optimal for each individual patient, and no such
assessments were performed during the study. Therefore, patients
could have been receiving higher doses of oral steroids than
necessary, enabling dose reduction with no detriment in asthma
symptoms. Also, the high dose of daily nebulised terbutaline (5 mg
BID) may have masked the asthma symptoms during the reduction of
the oral corticosteroids. In addition, the doses of oral steroids were
reduced weekly. This was possibly too short a period for many
individual’s symptoms to appear. Finally, the design of choice should
have included a parallel placebo arm. However, such a comparison
was considered unethical, and the local ethics committee would not
allow the placebo arm in this type of patient population. As a
consequence, it was not possible to make definite conclusions about
the efficacy and safety of 4.0 mg BID budesonide nebulising
suspension as an oral steroid sparing agent compared with 0.5 mg
BID dosing.

Applicant (Marketing
Authorisation Holder)

DocuSigned by:
@ aleumar Gurwnatban

STURAFESIB28405. .

Dr Jayakumar Gurunathan

(full name)

(BRI
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[Mepexnan 3 aHTIiiiCBKOI MOBH Ha YKPaiHCBKY MOBY

3BiT Mpo KIiHiYHE BUIPOOYBaHH

1. Hassa nikapcekoro 3acoby (3a
HAsABHOCTi — HOMEp peecTpauiliHoro
IIOCBiT4CHH )

Byneconin Actpa3eHeka (MiXHapoJHa HENIATEHTOBAHA Ha3Ba —
OynecoHinx)

2. 3asaBHUK

[ani Bnacuuka peecrpaniiinoro nocizuenns (BPIT). 3asuaveni y
3BiTi npo kniniune sunpodysanus (3KB):

Actpa I0.Ec.Eif, Iuk. (Astra USA, Inc.)

Hani BPII na noTo4Huii MOMEHT:

Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Coneptan’e, HIseris (SE-151 85 Sodertilje

Sweden)

3. BupoGHuk

Hani Bupo6unxka, 3a3uaveni y 3KB:
Acrtpa, llIBeuia

Jaui BHpoOHHKA HA NOTOYHUIT MOMEHT!
Actpa3eHeka Ab

SE-151 85 Coneprarn’e,

IlIBewis

4. TIpoBemeH1 DOCITIIKEHHS:

Tax

1) Tan JikapcbKOTO 3ac00y, 33 AKKM
npoBoawIacs abo MnaHyeTbCs
peecTpariis

JlikapceKuit 3aci6 3a TOBHEM J0ChE (aBTOHOMHE JI0ChE)

5. IToBHa Ha3Ba KJIiHIYHOTO
BUNpPOGYBaHHA, KOXOBaHHI HOMEP
KITiHIYHOrO BUITPOOYBaHHA

Byzeconi, cycneHnsis A po3MIIeHHs, AK CTEpOin-30epiratouuii
Tpenapar 41 ZOPOCIHX NAIEHTIB i3 XPOHITHOO aCTMOIO;
punpoGysanns 04-2270

6. ®a3a KIiHiIHOTO BUIPOOYBAHHSA

III

7. Ilepiox npoBexeHHs KIiHIYHOTO
BUIPOOYBaHHA

3 muctomanga 1990 poxy no cizeHs 1993 poky

8. Kpaiuu, Ie mpoBoAwIOC KITiHiYHe
BUIPOOYBaHHA

BenukoOpuraHis

9. KinpkicTh BOCTiIKyBaHUX

3armtanoBaHa: 40
daxrruna: 39 paHIOMi30BaHHX

10. MéTa Ta BTOPHHHI LT KIiHI9HOTO
BUIpOOYBaHHA

Mertoro Bunpo6ysanns GyI0 OLiHUTH 31aTHICTE OyIECOHINY, cycremsii
U1 pO3TWIEHHs, Y 1031 4,0 Mr aBiui Ha 106y (BID) 3aminuti co6oro
3aCTOCYBAHHS IEPOPATLHUX CTEPOIMiB Yy JOPOCIMX MALIEHTIB i3
XPOHIYHOIO aCTMOIO.

11. Tuzaitn Ki1iHiYHOrO BUIPOGYBaHHS

TopBiiiHe crime, paHAOMi30BaHe, MOPiBHATIbLHE BUNPOOYBAaHH! B
nmapajienbHuX Irpymnax.

12. OcHOBHI KpUTepil BKIIOYESHHA

Jopocii mauieHTH 3 aCTMOI0, AKi HOTPESYIOTh MOAEHHOTO
3acTOCYBaHHA moHakMeHue 0,8 Mr iHTanAniiiHOro crepoiny Ta 7;5 Mr
TIepOpaNBEHOTO MPEHIZ0I0HY, Ta Yy AKHX 06’€M GOpCOBAHOrO BUINXY 32
nepmry cekyHny (O®B)) craHoBUTb =50 % Bif HaJIEKHOrO.

13. HocmimxysaHuil TikapchbKuii 3acib,

CIoci6 3acTocyBaHHA, cCria il

KOH®INEHILIMHA IHOOPMAILILS,
I110 € BJIACHICTIO KOMITAHI{

ByzecoHin, cycreHsist i po3MWICHHS, 0 BBOAUTECA (e31epepBHO 32
noroMororo HeGynaizepa Medic-Aid System 22 Ta mpucTporo It
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JI030BAHOrO po3mwieHHs Mizer, nif’eAHaHOTO K0 KOMIIPECOpa
Medic-Aid CR60: 4,0 mr BID (2,0 mr/mi) ta 0,5 mMr BID (0,25 Mr/mi).

14. Ilpenapat nNopiBHAHHA, 103,
CIoci0 3acTOCyBaHHA, cHNa Aii

He 3acTtocoByeTnCs.

15. CymyTHa Tepamnis

TepGyTaniy, po3unH 1is posnmwieHHa (Bricanyl Respules®) 5 mr BID,
10 BBOAUTHCA 32 JTOIOMOrow Hebynaitzepa System 22 Acorn Ta
HPHCTPOIO UL HO30BAHOTO PO3IIICHHS Mizer 3 MyHIIITYKOM,

i’ €IHAHOTO IO BHCOKOMPOAYKTHBHOTO KoMmmpecopa CR60 (Medic-aid
Limited, Cyccexc, BennxoGpurtaHis).

3a noTpe6u J03BOISUIACA Tepartis iHmMM B,-aTOHICTOM, HiX TOH, O
HaJaBaBCH.

JlommycKkanocs 3aCTOCYBaHHs 6y Ib-SIKOrO iHIIOTO 3BUYHOIO JIIKapCHKOro
3aco0y.

16. Kpurepii oniHkH e)eKTHBHOCTI

Kniniuna oninka: ciipometpis (O®B), popcoBaHa XHUTTEBA EMHICTh
nerens [DKEI])

I1{oNeHHYK TAIliEHTa; IOSHHE CIIOKUBAHHA EPOPATBHUX CTEPOILiB;
3aCTOCYBAHHS iHLIMX IPOTHACTMATHYHHAX NPETIapaTiB; MiKoBa
mBHAKicTs Buauxy (TNLIB) BpaHLi Ta BBeUepi; BUPaXEHICTh CAMITOMIB
acTMH BpaHili Ta BBedepi (3a mxaioro Big 0 1o 3).

17. Kpurepil omiHky 6e3meKH

BioxiMignwit aHaNi3 KpoBi, 3arasHAM aHAITI3 KPOBi, aHali3 cedi (B ToMy
YHCIi BU3HAYEHHS PiBHIB KpeaTHHIHY Ta KOPTH30MY).

18. CraTcTH4HI MeTOOH

Kputepii cymu paHriB YilkokcoHa.

19. lemorpadiuHi IOKa3HUKH
JOCTiNKyBaHOoI oMy il (cTath, BiK,
paca ToLIo)

KOH®IIEHITIAHA IHOOPMALILY,
1110 € BJIACHICTIO KOMITAHII

CniBBiHOIIEHHS KiNbKOCTI MAIi€HTIB, pAHAOMI30BaHHUX Y 2 TPYIIH,
6o meimo nopymennM: 18 nanieHTiB OTpuMYyBany GyaecoHin y 103

1 Mr Ha 106y, a 20 nauieHTiB — y f03i 8 Mr Ha 106y (e 1 nauient 6yB
PaHIOMiz0BaHuii y IPyITy 3aCTOCYBaHHA OyAeCOHiTy B 031 8 MT, ane
HeBinoMo, YK oTpuMaB BiH Xxo4a 6 ofHy n03y). Jlemorpadiuni
HOKa3HUKH (BiK, 3picT, Maca TiNa, CTaTh, €THITHE IIOXO/DKCHHS Ta
TPUBAIICTH aCTMH) OyJIH 3iCTaBHUMH.

B i B in VYesoro
1 mr 8 Mr
Bik (poxis) n 18 21 39
Min. 31 27 27
CepeiHe JHAYCHHA 49,3 46,9 48,0 =
SD (crannaprie 143 14,7 144
BLUDUIITHHR}
Make. 75 69 75
3picr (cM) n 18 21 39
Min. 138 155 138
CepeaHe IHAYEHHA 1638 166,5 165,3
sD 12,8 83 10,6
Maxke. 181 179 181
Maca Tina (kr) n 18 21 39
Min. 50,1 54,7 50,1
Cepeane JHaucHHA 72,8 78,3 75,6 ==
SD 198 14,7 17,2
Makc. 128.0 111.0 1280
Tpm_aanim actMd | N 17 21 38
ity Min. 30 30 30
CepeaHe JHauCHHA 23,7 20,1 21,7
SD 14,0 15,1 14,5
Maxc. 57,0 65,2 65,2
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Crans Yonoriua B 10 18

Kinoua 10 11 21
Erniyne Erponchicoke 18 20 38
NOXOMKEHIA Adpo-kapnbebre [{] I 1

20. Pesynbrata edeKTHBHOCTI

Jlna BunpoGyBaHHa Gyau paHIoMizoBaHi 39 narieHTiB BikoM Big 27 10
75 pokiB (cepenHiii Bik + cTaHAApTHE BiAXWICHH CTaHOBME 48,0 +
14,4 poxiB), 3 Axux 37 MiIATATH OLiHIOBAaHHIO e(EKTUBHOCTI.

Cepenne 3MEHIIEHHS 006’ €My CIIOXXHBAHHs MEPOPAILHOTO
TPEJHI30JIOHY Bill MOMEHTY BKIIFOYEHHS B NOCIIiDKEHHA 10
3aBEpIIEHHS/BIUXOAY 3 HOCIIKESHHS CTAHOBIIIO 9,4 MT Y KOXHil rpymi.

3MEHIIATH 06’ €M CIIOXUBAHHS MEPOPATBHOTO HPEAHI30M0HY 10 O Mr
smormy 12 i3 20 manientis (60,0 %) y rpyni 3actocyBaHHA Oyzeconiny,
CycneHsii Ay po3nunenss, B 1o3i 4,0 mr BID Ta 7 i3 17 narienTis
(41,2 %) y rpymi 3actocysarns no3u 0,5 mr BID, npu npomy
CTaTHCTHYHO 3HAYyIIOl pisHAULi He ciocTepiranocs (p > 0,2).

KpiM Toro, B rpymi 3acTocyBanHs g03u 4,0 Mr BID BiasHaganocs MeHIme
BUINIAJKIB 3arOCTPEHHA aCTMH, HDK y Ipymi 3acTocyBaHHA 1034 0,5 Mr
BID. Ilpotsrom BunpoGysanHs NokasHuky ITHIB 36epiranuca (To6to
He TOTipLIyBAINCA) PH 3MEHIICHH] CIIOXUBAHHS IIEPOPAIBHOTO
CTEpOINy, P BOMY CTATUCTHYHO 3HAYYIIO] Pi3HMII MiXk IpynaMu He
croctepiranocs (p > 0,2). Cepenni nokasuuku OPB; ta @KEJI 6ynu
JIEII0 HIDKYMMM HAMPHKIHII BUOPOOYBaHHA, HiXk HA MOMEHT
paHIOMizallii, Iy LHOMY CTATHCTHYHO 3HAUYIIOT PisHHIN MK rpynamu
He cnocrepiranocs (p > 0,2).

21. Pe3ynntaTu 6e3nekn

Amnanizy Ge3nexu mimsrany Aaxi 38 3 39 paHIOMi30BaHUX MALi€HTIB.
IIpotsarom BUNpoGyBaHHs He GyII0 3apeecTPOBAaHO BUNAAKIB cMepTi a6o
TIPHUITMHEHHS JTiKyBaHHA y 38’ 43Ky 3 HeOakaHUMH asumiaMu (HA).

V nepion BurnipoGyBanHs Gyno 3apeectpoBaHo 3 cepiiosni HA y

3 nanientis. Kinpkicts i THm HA, 3apeecTpoBaHHX NIPOTATOM
BUMpPOo6YBaHHA, Gyau MoniGHUMY B 060X rpynax JiKyBaHH:. Pe3ynsraTi
na60paTopHUX JOCIIIKeHb OyNIM HasgBHi TPOXM GiNlbIle HiX y IIOIOBHHH
TIAIi€HTIB, TOMITHHX HECTIPUATIMBYUX JaHHX BYABICHO He OyIo.

22. BUCHOBOK (3aKIIOYECHHS)

Ty3aiis BUOpo6YBaHHs, POBEICHOTO 32 IIUM IIPOTOKONIOM, OYB
HepockoHanumM. Hanpuxian, e Gyiio NaHuX, SKi IiATBEpIKYBAIH, IO
[0YATKOBi PiBHI MEPOPATBHOTO KOPTHKOCTEPOINY OyIM ONTHMAIILHAMK
IUIA KOXKHOTO OKPEMOTO Tali€HTa, i IPOTAroM BUIPOOYBaHHA Taki
OILHIOBaHHS He MPOBOMIINCA. TakuM YHHOM, MAliEHTH, MOXJIHBO,
OTpUMYBaJI¥ BHILi JO3H IIEPOPANBHIX CTEPOIMiB, HiXK HEOOXiNHO, IO
JIAJI0 MOUIMBICTE 3HH3MTH 103y G€3 HOTipIIeHHs CHMIITOMIB aCTMH.
Bucoka moeHHa J03a TepOyTatiny ms posmwieHHs (5 Mr BID) Takox
MOTJIa 3aMaCKyBaTH CUMITOMHU aCTMH HPH 3SMECHIICHHI CIIOXHBaHH
HepOpaIBHUX KOPTHKOCTEpoiniB. KpiM TOro, m03u mepopaibHIX
CTEpPOiMliB 3MEHIITYBAITUCS IOTIKHA. MOXINBO, A7t 6araTboX NMallicHTiB
1pOTo yacy GyJIo 3aMao, mod 3’ ABIWINCI CHMNTOMH. | Ha0CTaHOK,
BUIPOOYBaHHA TAKOTO AH3aiiHy Nepenbadac GopMyBaHHA MapaltenbHOL
TpYIH, i€ 3aCTOCOBYEThCA iane6o. ITpoTe Take MopiBHAHHA GyIi0

KOH®IIEHI[IHA IHOOPMALLL,
1110 € BJIACHICTIO KOMITAHII
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BU3HAHO HEETUYHHM, OTKE, MiCLIEBHI KOMITET 3 IUTaHb €THKH HE
cxBauB GOPMYBaHHA IPYIH i3 3aCTOCYBAaHHA IUIane6o B 3a3HAYEHi
TMOIYJIALiT MAieHTiB. SIK pe3yabTaT, HEMONUIUBO Oy10 3pobuTH -
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Clinical Trial Report

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

any)

Budesonide AstraZeneca (International Non-proprietary Name Budesonide)

2. Applicant

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

Astra Draco AB

P.O. Box 34

S-221 00 Lund

Sweden

Current MAH details:

AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer

Manufacturer details in the CSR:
Astra

P.O. Box 34

S-221 00 Lund

Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 Sédertilje

Sweden

4. Conducted studies:

Yes

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

Medicinal product with complete dossier (stand-alone dossier)

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

Nebulised budesonide in the treatment of severe acute asthma: an efficacy and
safety comparison with two doses of oral prednisolone, Study 04-3022.

6. Clinical trial phase 111
7. Clinical trial time frame From June 1992 through August 1994
8. Countries where the Australia

clinical trial was conducted

9. Number of subjects

Planned: 180
Actual; 135 patients randomised.

10. Primary and secondary
objectives of the clinical trial

The primary efficacy variable was peak expiratory flow (PEF) and the
principal objective was to compare the efficacy of nebulised budesonide
(5 doses of 4 mg) with oral prednisolone (4 doses of 40 mg or 1 dose of
30 mg) with regard to change in PEF from 0 to 24 hours.

Secondary objectives were to compare nebulised budesonide with oral
prednisolone, at the stated doses, in terms of forced expiratory volume in
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1 second (FEV}), forced vital capacity (FVC) and forced expiratory flow at
25% to 75% of the pulmonary volume (FEF2s5.75%) after 24 hours of treatment.

11. Clinical trial design

Randomised, double-blind, double-dummy, parallel-group, multicentre study.

12. Key inclusion criteria

Male or female patients aged 18 to 70 years old who were:

o  Suffering from an acute attack of asthma with PEF < 70% of predicted
at entry and between 20% and 70% predicted at the end of the run-in.

e  Requiring hospitalisation and treatment with steroids.

e Not having had > 25 mg of systemic steroids in the previous 24 hours or
regular treatment with > 2000 pg inhaled steroids per day.

e  Not suffering from any other clinically predominant respiratory disease.

13. Investigational medicinal
product, method of
administration, strength

Pulmicort® (budesonide) suspension for nebulisation 2 mg/mL, 2 mL (4 mg)
opaque Respules delivered by Acorn Nebuliser System 22 with Mizer aerosol
conservation device at 0, 2, 6, 12 and 18 hours.

14. Comparator, dose,
method of administration,
strength

Low-dose group: 30 mg prednisolone (3 x 10 mg tablets) as a single oral

administration at 0 hours.

High-dose group: 40 mg prednisolone (4 x 10 mg tablets) as oral

administration at 0, 6, 12 and 18 hours.

Blinding drugs:

e  Budesonide group: Placebo prednisolone (4 tablets) was provided at 0,
3,12 and 18 hours.

e  Low-dose group: Placebo budesonide 2 mL plus terbutaline 5 mg
(2.5 mg/mL) nebulised at 0, 3, 6, 12 and 18 hours plus 1 placebo
prednisolone tablet at 0 hours and 4 placebo prednisolone tablets at 6, 12
and 18 hours.

e  High-dose group: Placebo budesonide 2 mL plus terbutaline 5 mg
(2.5 mg/mL) nebulised at 0, 3, 6, 12 and 18 hours.

15. Concomitant therapy

Nebulised terbutaline 10 mg (2.5 mg/mL) or alternatively 5 mg salbutamol
was administered during the run-in period.

Bricanyl® (terbutaline) solution for nebulisation, 2.5 mg/mL, 2 mL (5 mg)
opaque Respule delivered by Acorn Nebulizer System 22 with Mizer aerosol
conservation device at -0.5, 0, 3, 6, 12, 18 and 24 hours could be used as
rescue medication.

16. Efficacy endpoints

The primary efficacy variable was the change in PEF from 0 to 24 hours after
treatment initiation in the all patients treated (APT) population.

Secondary efficacy variables were FEV |, FVC, FEFs.75%, blood pressure and
pulse rate.

17. Safety endpoints

Clinical chemistry and haematology before and 24 hours after initiation of
treatment, and the occurrence of adverse events (AEs) throughout the
treatment period.

18. Statistical methods

The main analytical approach used the APT population. The “last value
carried forward” principle was applied from 3 hours onwards. For the primary
variable (change in PEF from O to 24 hours) a per-protocol analysis was also
carried out. One-way analysis of variance was used. The power calculations
assumed a standard deviation in PEF (% predicted) of 15% to 20% units and
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the actual calculated value was approximately 15%. With 50 patients per
group, this would give an 80% chance of detecting a mean difference of 9%
to 11% between the groups.

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

A total of 46, 41 and 48 patients were randomised to budesonide, low-dose

prednisolone and high-dose prednisolone, respectively. Patient demographics
are presented in Table 5.1. There were more females (64%) than males (36%)
in the study. Other demographic factors were broadly similar between groups.

Toble 5.1: Demographics of the Lhree treaiment groups {All Patients Treated)

Budesonid Prednisolon Predaisol
180 30

Gender (n)

Male i9 14 15

Female a 34 26

Age fyms}

Meoon (SD) 24 36{(14) 30 {11}

Ringe 18-66 1967 18-69

Height (em) |

Memn (3D 168 (9) 169 (10 167 (9)

Weight (kg)

Mear (SD) 7307 74 203 0(16)

Ethric group (o}

Caucasian 43 43 34

Bixk k| 2 2

Orjental ] [} 1

Other 1§ 3 4

Smokitig habits {yre)

Never 25 2 16

Past ¢ 10 10

Current 14 17 14

Disease durniSan (yrs}

Mean (5D) 15013 19 (34) 15 (10)

Current exacerbation {hrs)

Mean (SD) 5307 65 (14) 76 (I187)

20. Efficacy outcomes

Baseline (0 hours) PEF (% predicted) values, pre-bronchodilator, were 46.4%
in the budesonide group, 46.7% in the high-dose prednisolone group and
48.5% in the low-dose prednisolone group. Baseline (0 hours) PEF

(% predicted) values, post-bronchodilator, were 52.2% in the budesonide
group, 50.4% in the high-dose prednisolone group and 54.5% in the low-dose
prednisolone group.
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The primary efficacy variable, change in PEF from 0 to 24 hours, exhibited
no statistically or clinically significant difference between the groups (see
table below). The per-protocol analysis also failed to demonstrate a
significant difference between the treatment groups. There were no
statistically or clinically significant differences between the groups for the
change in the secondary variables of spirometry, blood pressure and pulse rate
except that, after bronchodilator, the pulse rate was statistically significantly
higher in the high-dose prednisolone group than in the low-dose prednisolone
group (p = 0.0034) and the budesonide group (p = 0.0042).

Table 1:  Change in PEF (% predicted), measured before and after
bronchodilator, from 0-24 hrs.

Budesonide Prednisolone 160 Prednisolone 30

Mean SD ~ Mean SD  Mem SD  pualie
A PEF before bronchodilater (% predicted)

127 (142) 139 (24 112 15D 0.69
A PEF after bronchodilator (% predicted)

145 (154) 135  (151) 130 (16.6) 0.92

21. Safety outcomes

In the high-dose prednisolone group, after 24 hours, the numbers of blood
platelets and leukocytes and the concentration of blood glucose and calcium
were significantly higher than in the other groups. The only clear pattern in
the AEs was in the clinical chemistry and haematology values: leukocytosis,
thrombocythaemia, hyperglycaemia and hypercalcaemia were clearly more
frequent AEs in the high-dose prednisolone group. Of 7 serious AEs, 4 were
related to asthma and the others were most probably related to intake of oral
glucocorticosteroids. Budesonide appeared to be well tolerated and safe.

22. Conclusion (findings)

The results of this study indicate that the differences in clinical efficacy
between nebulised budesonide (20 mg in split doses over 18 hours) and oral
prednisolone (either 30 mg single dose or 160 mg in split doses over

18 hours), in the treatment of acute asthma in adults, are small and of no
clinical or statistical significance. Nebulised budesonide and the lower dose of
oral prednisolone were well tolerated.

Applicant (Marketing
Authorisation Holder)

Ea&mﬂéumﬁm

§7084F6538284D5..

Dr Jayakumar Gurunathan

(full name)
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[lepexnan 3 aHMTiIHCEKOT MOBU Ha YKPaiHCBKY MOBY

3BiT Mpo KIiHIYHEe BUIPOOYBaHHS

1. HasBa sikapcbkoro 3aco0y
(3a HasABHOCTi — HOMEp
peecTpaniifHoro nocBiqUeHH)

BymecoHin Actpa3enexa (MbXKHapoHa HeNATEeHTOBAHA Ha3Ba — OyNeCOHiN)

2. 3as1BHUK Iani Baacuuka peecrpauniiinoro noesiguenns (BPIT), 3a3naveni y 3BiTi npo
kiidivyde sunpobysanus (3KB):
Actpa Jlpako AB (Astra Draco AB)
IMomrrosa ckpuubka 34, S-221 00, JIyuz, llieenis (P.O. 34
$-221 00 Lund
Sweden)
Hani BPI1 na norounuii MOMeHT:
Actpa3eneka AB (AstraZeneca AB)
SE-151 85 Conepran’e, LIemia (SE-151 85 Sodertilje
Sweden)
3. BupoGHuk Jani BupoGHiKa, 3a3nayeni y 3KB:
Actpa (Astra)
ITomroBa ckpuHbKa 34
S-221 00 JIynn,
IIBenis
Haui BupoGHuKA HA OTOUMHMI MOMEHT:
Actpa3eneka Ab
SE-151 85 Coneprarn’e,
IIBemnis
4. IlpoBeneni nocmimxennsa: | Tak

1) Tm Jtikapcekoro 3acoby, 3a
AKUM NpoBowiacs abo
IUIaHYETHCA peecTpalrtisa

JlixapchKuit 3aci6 3a MOBHUM JIOCHE (ABTOHOMHE JOCHE) =

5. TloBHa Ha3Ba KIIiHIYHOTO
BUNpOOYBaHHA, KOJOBaHHH
HOMep KJIiHI9HOTO
BUNpPOOYBaHHA

3acTOCyBaHHA PO3MUIEHOTO OYECOHIAY NPH JiKyBaHHI TOCTPOI ACTMH TSKKOTO
CTYIEHs: MOPiBHAHHA e)eKTHBHOCTI Ta Ge3NeKH IEpOPaTLHOr0 NMPEHI30OHY B
JBOX HO3YBaHHAX; BUMpoOyBaHHa 04-3022.

6. ®aza KIHIYHOTO
BUNpPOOYBaHHA

I

7. Ilepion npoBeaeHHA
KJIiHiYHOTO BUNpoOyBaHHA

3 uepBHa 1992 poky no cepneHb 1994 poky

8. Kpainuy, ne npoBoauIocs
KIiHiYHe BUIIPOOYBaHHS

ABcTpanis

9. KinpkicTh JoCIIimKyBaHAX

3amiaHoBaHa: 180
daxTiaHa: 135 panaoMi3oBaHUX MALi€HTIB.

10. MeTa Ta BTOpHHHI LIii
KITiHIYHOTO BUIIPOOYBaHHS

IMepBuHEMM KpuTepieM edeKTHBHOCTI Gyna mikoBa MBHAKiCT Bunuxy (ITHIB);
METOI0 BUIPOGYBaHHA 6YJI0 MOPIBHATY edeKTHBHICTh PO3MIIEHOTO Gy necoHiny
(5 o3 1o 4 Mr) Ta MepopaILHOro HpeaHi3o10Hy (4 mo3u mo 40 Mr abo 1 xoza
30 mr) 3 Touku 30py 3min ITIIB Big 0 mo 24 roaus.

BTOpHHHOIO HLTO 610 MOpiBHATH ebeKTUBHICTD PO3MIIIEHOTO OyAeCOHiLy T2
TepOpaNBEHOTO MPEHI30I0HY B 3a3HAUEHHX A03aX 3 TOUKH 30py 006’ €My
dopcosatoro Buauxy 3a mepury cexynay (O®B1), popcoBaHoi xuTTEBOT

KOH®IJIEHILIINHA ITHOOPMAIILY, -

110 € BJIACHICTIO KOMITAHII
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emHocTi nereds (OXKEJTI) 1a mBuaKocTi GopcopaHoro BUAKXY Ha piBHi 25-75 %
06’emy Jierens (LLI®B 25-75 %) uepe3 24 ToAMHHA HiClIs MOYATKY JKyBaHHSA,

11. du3zaitn KIiHIYHOTO
BUNPOOYBaHHA

BaraToneHTpoBe, paHIoMi30BaHe, oBiliHe chine, 3 NoABiiHOIO iMiTaLli€rd
BHNpPOOYBaHHA B TApaJle/IbHUX IPyIax.

12. OcHoBHi kpuTepil
BKJTIOUEHHS

ManieaTn Yonosivoi a6o xinovoi ctati BikoM Bix 18 no 70 pokis, fAKi:

¢ MaoTh rocTpuil Hanag actMu 3 1B < 70 % Bin HasleXKHOI HA MOMEHT
BKJIIOUEHHA y BUTipoOyBaHHs Ta 20—70 % Bin HanexHOI Ha MOMEHT
3aBepIIeHHS BBiTHOTO HEPiORY;

*  moTpe6YIOTH rocmiTasisalii Ta JiKyBaHHA CTEPOilaMH;

s  He OTPUMYBAIH > 25 MI CHCTEMHHX CTEPOiAiB NIPOTArOM NOIEpeaHIX
24 roauH abo peryJsipHOTo JIiKyBaHHA i3 3acToCyBaHHAM > 2000 MK
iHraAIiiaMX crepoinis Ha K00y,

*  He CTPaXk/IaloTh Ha GyAb-fKe iHIe KIiHi9HO HOMiHyrOde 3aXBOPIOBAHHA
JVMXaTbHUX IUIAXIB.

13. Mocnimkysanuit
Jikapcekuid 3acio, croci6
3aCTOCYBaHHA, CiIa Iil

Hynsmixopt [Pulmicort®] (GyaecoHin), CycTIeH3is I pO3MIIEHHS 2 MI/MII,
y HEIPO3OpHX amiTyJiax mo 2 Mi (4 Mr), IO BBOAUTECA 33 JOIIOMOT O
HeGymaiizepa Acorn Nebuliser System 22 i3 IpHCTPO€EM U1 JO30BAHOTO
BBeleHHA Mizer y MoMentu dacy 0, 2, 6, 12 i 18 roams.

14. TIpenapaT HOpPiBHAHHA,
J103a, CrIocib 3acTOCYBaHH!,
cuna mil

I'pyna npuifoMy HU3BKOT JO3U: OJHOPa30BHil MpuitoM 30 MI MPeRHI30MI0HY

nepopainsHo (3 TabneTku x 10 Mr) y MoMeHT yacy 0 roauH.

I'pymna mpuitomMy BUCOKOI 103H: IpHiioM 40 MT MPEMHI30NOHY IEPOPATBHO

(4 TaGnerku x 10 mMr) y moMenTH gacy 0, 6, 12 i 18 roaus.

Imitauiiini mpenapatu:

+ I'pyna3sactocyBanHs GyaecoHiy: OpuioM IIanedo, mo iMiTye MpeAHi30M0H
(4 TabneTku), B MOMeHTH "acy 0, 3, 12 i 18 roaun.

« I'pyna npuifoMy HU3BKOI HO3H: IUIaLedo, mo iMiTye Gyaeconin, 2 M +
TepOyTanin 5 Mr (2,5 Mr/mi), po3MUmoBaHi B MOMeHTH 4acy 0, 3, 6, 12 i
18 roaus; kpim Toro, 1 TaGNeTKA IUIaLedo, IO iMiTye MPEXHI30N0H, ¥
MOMEHT yacy 0 roaun Ta 4 TaGleTkH wiaue6o, mo iMiTye NpeaHi30NoH, ¥
MOMEHTH Yacy 6, 12 i 18 roaun.

» I'pyna npuifoMy BucoKoi fo3H: Iwiane6o, mo imitye Oyneconin, 2 M +
TepGyTaiin 5 Mr (2,5 Mr/mir), po3NWIOBaHi B MOMEHTH 4acy 0, 3,6, 12 i
18 rogus.

15. CynyTtHs Tepanmis

TIpoTArom BBiHOTO MepioAy 3aCTOCOBYBABCA po3MUIeHUH TepOyTanin 10 Mr
(2,5 mr/mi) abo, sk BapiaHT, calb0yTaMON 5 MT.

Bpukanin [Bricanyl®] (TepGyranin), po3duH A pO3NUAEHHA, 2,5 MI/MIL, ¥
HENpO30pHX aMITyiaX Mo 2 M1 (5 M), IO BBOIHTLCA 3a IOTIOMOT OO Hebyaitsepa
Acorn Nebulizer System 22 i3 mpHCTpoeM UL A030BaHOTO PO3IMAICHHA
aepo3oym0 Mizer B MoMenTH "acy —0,5, 0, 3, 6, 12, 18 i 24 roxuuu, Moxe Oytu
BHKOPHCTAHHUH K pe3epBHHUIA TikapchKuii 3aci6.

16. Kpurepii ouinku
e(eKTHBHOCTI

OcHOBHHM KpHTepieMm epekrusHocTi 6yna 3mina ITIIB Bix 0 no 24 roaus micas
NI0YATKY NiKyBaHHS B IOIYJIAL{I BCIX MAEHTIB, AKi OTPUMYBAJIM JiKyBaHHS.
BropunHuME KpHuTepiamu edexTuBHOCTI Gynn OPB1, GIKEJL, LLIDB2s.75%,
apTepianpHMIL THCK i 4aCTOTa IYyJIECY.

17. Kpurepii ominky 6e3neku

KOH®IIEHIIMHA IHOOPMALILS,
1110 € BJIACHICTIO KOMIIAHII

Bioximiunnii i 3aranpHuii aHaNi3H KPOBi 0 MOYATKY JiKyBaHHA Ta 4epes
24 ToJMHH IIiCIIA NOYaTKy, @ TAKOX BUHUKHEHHA Hebaxanux ssui (HAT)
OPOTATOM MEPioAy NiKyBaHHS.
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18. CraricTidHi MeTOIH OCHOBHHI aHATITHYHMI METOI 3aCTOCOBYBABCS B IOMYMALT BCiX MALIEHTIB, gKi
OTpUMYBAJIH JiKyBaHHs. [IpHHIMI «3aMiHK IPOIYIIEHUX 3HAYEHb
TONepeAHIMIY» 3aCTOCOBYBARCS, IOUMHAIOYH 3 MOMEHTY 9acy 3 TOIUHH Ta
Hapani. IIlogo ocHOBHOrO nokasurka (3mina ITIIB Bix 0 mo 24 romun)
3MiliCHIOBABCSA TAKOX aHasi3 y BuOipui manieHTiB 6e3 MopyIeHs IPOTOKOITY.
3acTocoByBaBCs OfHO(AKTOPHMUIA nucniepcilinmii ananis. PospaxyHku
CTATHUCTHYHOI MOTYKHOCTI IPYHTYBANKCS Ha NPUITYIIEHH], IO CTAHIApTHE
BimxuneHHs noka3Hukis ITIIB (% Bin HanexHoi) cranoBUTH 15-20 %, a
(paxTHYHe po3paxoBaHe 3HAYCHHA — NPUOIM3HO 15 %. SKImIO KiNbKiCTh
NallieHTiB y rpyIi craHoBUTHME 50 0cif, e 3a6e3neunts 80 % iMOBipHICTh
BISIBJICHHSA CEPEAHBOT Pi3HHLI MiX IpynaMmy, ka ciiagae 9—11 %.

19. Jlemorpadiuni nokasuuku | 3aranom 46, 41 Ta 48 nauieHTiB Gyau paHAOMi30BaHi 10 3aCTOCYBAHHA
IOCIiKYBaHOT Oy AL 6yaeCOHiy, HU3bKOI I03H NIPEAHI30I0HY Ta BUCOKOT 03U NPEIHI30MI0HY,
(cTats, Bik, paca TOIIO) BizmoRizHo. JleMorpaidni MOKa3HUKA MauieHTiB npencrapneHi B Tabmumui 5.1.
V mociimkeHHa 60 BKIOUeHO Ginbie xiHOK (64 %), Hixk 1om0BiKiB (36 %).
Inmi memorpadiuni xadi Gynu NpHOIM3HO OHAKOBUMH B YCiX rpymax.

Ta6muus 5.1: JleMorpadiuri nokasHHKH NALIEHTIB Y TPHOX IPyNax NikyBaHHA (YCi MallieHTn, Aki
OTpUMYBAJIHY JIIKYBaHH)

Byneconin | Ipeanizonon | INpemuizonon =
160 30
Crars (n)
Yonosiya 19 14 15
XKinoua 27 34 26
Bix (pokiB)
Cepeane 3HaYeHHA
(cTaHnapTHe BiIXHICHHA 32(14) 36 (14) 30(11)
[SD])
Jiamazon 18-66 19-67 18-69 =
3pict (cm)
Cepente 3naveHHs (SD) 168 (9) 169 (10) 167 (9)
Maca Tina (kr)
Cepente 3nagerHs (SD) 73(17) 74 (20) 70 (16)
ETHiuHe noxomkeHHA (n)
€BponeoinHa paca 43 43 34
HerpoinHa paca 3 2 2 3
MosuronoizHa paca 0 0 1
Inmi 0 3 4
Crax naninaa (pokis)
Hikonu 23 21 16
Y MuHynomy 9 10 10
Ha neit qac 14 17 14
TpuBaTiCT 3aXBOPIOBAHHA
(pokiB) _
Cepenge 3HayeHHs (SD) 15(13) 19 (14) 15 (10)
TpuBaNicTE MOTOYHOTO
3ATOCTPEHHA (roanH)
Cepenne 3HaueHHs (SD) 53(77) 65 (74) 76 (187)

20. Pesynstatu edextusrOCT | [Towatkopi (0 romuH) snauenns [THIB (% Bix HanexHOT) 10 3aCTOCYBAaHHA
GpoHxojtiTuka cranoBuwH 46,4 % y rpymi 3acTocyBanHs Oyaeconiny, 46,7 %y
Ipymi MpHHOMY BUCOKOI A03H NpenHi30n0Hy Ta 48,5 % y rpyri npuiAoMy HU3BKOT

KOH®IIEHLIMHA IHOOPMAIILS,
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no3u npefnizosony. [logarkosi (0 rogus) 3nauenHs ITHIB (% Bin HanexHoi)
TiCJIst 32CTOCYBaHHs GPOHXONITHKA CTAHOBHIH 52,2 % B rpymi 3aCTOCYBaHHA
6yneconiny, 50,4 % B rpymi npuitoMy BHCOKOT 103H IPETHI30NOHY Ta 54,5%y
rpymi NpuioMy HU3BKOT AO3HU MPEHI30IOHY.

3a oCHOBHUM KpHTepieM edekTusHocTi (3MiHOO TTIIB Bix 0 10 24 ronuH) He
6yn0 BUABJIEHO CTATUCTUYHO aG0 KIIHIYHO 3HAYYINOT Pi3HALI MiX rpynamMu
(auB. TaGnuIKo HKYE). AHATI3 JaHKUX Yy BUOGipli namieHTis Ge3 mopymeHs
NPOTOKONY TAKOX He T0Ka3aB 3HaYYIIO] Pi3HMI Mixk rpynamu JTikysaHHs. He
BHSIBJIEHO CTATHCTUYHO 260 KIIHIYHO 3HaYyLIo] Pi3HUL] MiX IPyHaMK y 3MiHi
BTOPHHHMX KpUTepiiB — CIipOMeTpil, apTepiansHOro THCKY Ta YaCTOTH MYIIBCY,
3a BUHATKOM TOTO, IO MiC/Is1 3aCTOCYBaHHA GPOHXOJITHKA JaCcTOTa nynbcy 6yma
31 CTATHCTHYHOIO 3HAYYIIICTIO BUIIA B IPYIi IPHHOMY BHCOKOI 1031
TIPEIHI30NO0HY, HiX Yy TPyMi NpriloMy HU3bKOI 103K MpenHizoMoHy (p = 0,0034)
Ta B Ipymi 3acTocyBanHA OyaecoHiny (p = 0,0042).

Ta6anug 1: 3wmina ITIIB (% Bix HanexHOT), BU3HAYEHOT [0 Ta MiC/I 3aCTOCYBaHHI
6ponxonitTuka, Bix 0 1o 24 roauH.

Byneconin [pennizonon 160 [pennizonon 30
Cepenne Cepenne Cepenne ] -
3HAYEHHA SD 3Ha‘lEHHH§D 3HaquHﬂ$ D-3HaHCHHA

A IIIIB a0 3acTocyBanss Gponxositnka (%o Bix HajexuHoil)
12,7 (14,2) 13,9 (12,4) 11,2 (15,7) 0,69
A IIIIIB micast 3acTocyBanns 6ponxo.irnka (% Bia HanexHor)

14,5  (154) 13,5 (151) 13,0  (16,6) 0,92

21. Pesynerarn 6e3neKku

Yepes 24 rofvHH B IpyIi IPUHOMY BHCOKOT JI031 IIPEAHI30IOHY KUIBKICTh
TPOMGOIWTIB i JIEHKOLWMTIB, a TAKOX KOHUEHTPALliA NTIOKO3H Ta KL B KpOBi
6yJIM CyTTEBO BUIIMMY, HDK B iHIIHX rpynaX. €IMHUM 4iTkiM nposisoM HA Gyin
pe3ynbTaTi GioXiMigHOro Ta 3araJlbHOTO aHATi3iB KPOBI, a caMme, JIEHKOIUTO3,
TpoMBOLHTEMis, TimeprilikeMist Ta riepkanbLieMis MOMITHO YacTille BAHMKAIHL
B Ipyni IpHuifoMy BHCOKOI 03K peaHizonoHy. I3 7 cepiiosnux HSI qotupu Gy
OB’ s13aHi 3 acTMOIO, a iHIIi, iMOBipHile 3a Bee, Gyl OB’ A3aHi 3 TPUHOMOM
TepopaJbHIUX [IIOKOKOPTHKOCTepOiiB. BeTaHOBIEHO, Mo GyaecoHin noGpe
HIEPEHOCHTHCA Ta € Ge3NEeTHIM.

22. BHCHOBOK (3aKJIFOYEHH)

Pe3ynbTaTi BHIPOOYBAHHA CBifaTh, IO BIIMIHHOCT] B KIiHIYHil eeKTMBHOCTI
posmuwieHoro 6yaecoHiy (20 Mr y Kibka mpuitoMiB npotarom 18 roxuH) ta
IIepOpATILHOTO TIpe/IHi30JIOHyY (pa3oBa fo3a 30 Mr ao 160 Mr y Kinbka npuifoMiB
npoTiaroM 18 romuH) npH JikyBaHHI FOCTPOI aCTMHU Y IOPOCIIHX € HE3HAYHUMMU Ta
He MaIOTh KIiHIYHOT a60 CTaTHCTHIHOI 3HauyuiocTi. Posmuenuii GynecoHin ta
HepopaIbHAN NMPEeAHI30M0H y HU3bKIil 103i 100pe nepeHoCHHCA.

3agBHHK (BIaCHHK
PEECTPALiHOrO NOCBITIEHHA)

Iigmucaro y nporpami DocuSign:
/migrmac/ -
97094F653B284DS5...
= asxymap L'ypynatan (Dr. Jayakumar Gurunathan
(I11B)

[migmuc/

Tleuarka: Ykpaina, M. Kuis, TosapucTso 3 o6MesxeHoro BinosinanpricTio «tACTPASEHEKA

KOH®IJIEHLIIMHA IHOOPMALILS,
1110 € BJIACHICTIO KOMITAHI

VKPAIHA », InenTudikaniitamit 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 USA, Inc

50 Otis Street
Westborough, MA
USA

01581-4500

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

3. Manufacturer

Manufacturer details in the CSR:
Astra, Sweden

Current manufacturer details:
AstraZeneca AB

SE-151 85 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 study of 3 dose levels of once-a-day budesonide (Pulmicort®) nebulising
suspension and placebo in asthmatic children aged 8 years and younger,
Study 04-3069.

6. Clinical trial phase

III

7. Clinical trial time frame

From 09 August 1994 through 29 December 1995

8. Countries where the
clinical trial was conducted

United States of America (USA)

9. Number of subjects

Planned: 360
Actual: 359

10. Primary and secondary
objectives of the clinical
trial

The objectives of this study were to compare the relative efficacy and safety of
budesonide nebulising suspension (0.25, 0.5 and 1.0 mg administered once a
day) versus placebo in paediatric non-steroid dependent patients with asthma
aged 6 months to 8 years.

11. Clinical trial design

Multicentre, randomised, double-blind, placebo-controlled parallel-group
study.
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12. Key inclusion criteria

Paediatric non-steroid dependent patients with asthma aged 6 months to 8 years
of age with a diagnosis of asthma as defined by the National Institutes of
Health of the United States (US) Department of Health and Human Services,
including:
e  Exacerbations of cough and/or wheezing on a frequent basis, including
nocturnal asthma, with infrequent severe exacerbations, during the last
6 months.

o  Daily use of at least one chronic asthma medication with periodic use of
breakthrough medication for at least 3 months prior to Visit 1.

o For patients old enough to perform consistent pulmonary function tests:
basal forced expiratory volume in one second (FEV1) > 50% of predicted
and reversibility of > 15% at 15 + 5 minutes after a standard dose of
inhaled bronchodilator.

13. Investigational
medicinal product, method
of administration, strength

Budesonide (0.125, 0.25 and 0.5 mg/mL) nebulising suspension administered
at doses 0f 0.25, 0.5 and 1.0 mg once a day (QD), via a Pari LC-Jet Plus
nebuliser connected to a Pari Master compressor (Pari Respiratory Equipment,
Inc., Richmond, Virginia, USA) with a face mask or mouthpiece.

14. Comparator, dose,
method of administration,
strength

Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor
with a face mask or mouthpiece.

15. Concomitant therapy

Patients on maintenance immunotherapy must have been on a constant dose for
at least 2 months prior to Visit 1, and remain on a constant regimen (dose and
frequency) during the course of the double-blind treatment phase of the study.
Breakthrough medication was allowed during the double-blind treatment phase
of the study.

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

16. Efficacy endpoints

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

Secondary efficacy variables were:
e  Patient outcomes, including the proportions of patients who were

discontinued from the study for any reason and the proportion of patients
who were discontinued from the study due to worsening asthma.

e  The number of days breakthrough (bronchodilator) medication was used.
e Spirometry test variables (FEV), forced expiratory flow during the middle
half of the forced vital capacity [FEF2s.7s%] and forced vital capacity
[FVC]) performed at clinic visits in the subset of patients capable of

performing spirometry testing.

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

e  Changes in health status measurements, including the Modified
Functional Status II (FS-II [R]) Scale, Child Health Status Scale and the
RAND General Health Index.
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° Differences in asthma-related health care utilisation and indirect health
care costs.

17. Safety endpoints

e  Reported adverse events (AEs).

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

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

18. Statistical methods

Analysis of variance was used to compare differences between treatment
groups for all efficacy variables, with the exception of patient outcomes, which
were analysed using Fisher’s exact test. Analysis of variance was also used for
morning basal and post-ACTH-stimulation effects on plasma cortisol.
Descriptive statistics were used to present all other safety data.

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

A total of 359 patients were randomized at 26 centres located throughout the
USA. Two-thirds of the patients were male. Seventy-three percent of patients
were Caucasian, 16% Black, 8% Hispanic, 3% Other and less than 1%
Oriental. The mean age, weight and height were 56 months, 43 pounds and
107 cm, respectively. The basic demographic characteristics were similar for
the 4 treatment groups.

The mean duration of asthma at Baseline was 35.5, 36.7 and 36.1 months for
patients in the 0.25, 0.5 and 1.0 mg/day budesonide groups, respectively, and
37.2 months for the patients in the placebo group.

The mean night-time asthma symptom scores were 1.32, 1.19 and 1.19 for
patients in the 0.25, 0.5 and 1.0 mg/day budesonide groups, respectively, and
1.08 for patients in the placebo group.

The mean daytime asthma symptom scores were 1.44, 1.33 and 1.31 for the
0.25, 0.5, and 1.0 mg/day budesonide groups, respectively, and 1.27 for
patients in the placebo group.

20. Efficacy outcomes

Results for the night-time and daytime asthma symptom scores, and the
number of days of use of breakthrough medication are presented below (data
are expressed as the adjusted mean change from Baseline over the 12-week
treatment phase, all patients treated, last value carried forward). Patients in the
0.25, 0.5 and 1.0 mg/day budesonide groups showed statistically significant
improvements in asthma symptom scores and fewer days of bronchodilator
therapy, compared with placebo.

Placebo = )
10mz QD
(0=57) n=51) =82} (=23)
Nazhrtims Astiara £.16 a6 042 041°*
Syomton Scare
Dayrime Ashma E] 057 -0.56% 0.50¢
Symmotom Scare
Sumber of Days Use of 419 £536° -631° -5.08¢
Braaiahroush Mediraton
£0.050, ** p #0010, and ***p £0.001, veraus placsha

The total proportion of patients who were discontinued from the placebo group
(28%) was greater than that for the budesonide groups (19%, 24% and 14% for
the 0.25, 0.5 and 1.0 mg budesonide groups, respectively). The difference

between placebo and the 1.0 mg budesonide group was statistically significant
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(p = 0.020). The proportion of patients in the placebo group discontinuing due
to worsening asthma (23%) was also greater than that for the budesonide
groups (14%, 17% and 13% of patients in the 0.25, 0.5 and 1.0 mg budesonide
groups, respectively), although these differences were not statistically
significant.

Approximately 55% of the patients randomised were able to perform PEF and
approximately 36% were able to perform consistent spirometry manoeuvres.
Improvements in lung function were associated with budesonide treatment in
the subset of patients capable of performing lung function testing. Clinically
and statistically significant improvements in FEV; were observed in the
budesonide 0.5 and 1.0 mg/day treatment groups, compared with placebo.
Improvements in FVC, FEF2s.7s% and morning and evening PEF were also
observed in the budesonide groups, with FVC improvements in the 0.5 mg
budesonide group being statistically significant compared with placebo.

Compared with placebo, patients in the 0.25 mg budesonide group had
clinically and statistically significant improvements in health status scores at
Weeks 4 and 12 for the FS-1I (R) General score. Improvements were also seen
in the FS-II (R) Specific scores, with statistical significance compared with
placebo for the 0.5 mg budesonide group at Week 12. Patients in the
budesonide 0.25, 0.5 and 1.0 mg groups also demonstrated improvements in
the RAND General Health Index scores compared with placebo. In addition,
patients in the budesonide groups demonstrated improvements in health care
utilisation and fewer asthma-related phone calls to physicians. Variables
associated with indirect costs, including days absent from school and days in
which routine was interrupted, also showed improvement with budesonide
treatment.

21. Safety outcomes

No deaths occurred during the study. There were a total of 10 serious AEs in
8 randomised patients. There were 4 discontinuations due to AEs.

There were no clinically relevant differences in the type, incidence, severity or
clinical significance of AEs across the budesonide groups, compared with
placebo. There were no apparent differences in the frequency of clinically
significant changes in nasal or oral fungal cultures between treatment groups.
No clinically relevant differences were observed in vital signs or physical
examination outcomes between the treatment groups.

There were no significant differences between the active treatment groups and
placebo in basal and post-ACT H-sti mulated plasma cortisol levels from
Baseline to Week 12. Furthermore there was no evidence of HPA-axis
suppression by budesonide at the 3 doses studied.

22. Conclusion (findings)

This study in infants and young children with asthma aged 6 months to 8 years
demonstrated that budesonide nebulising suspension significantly improved
both night-time and daytime asthma symptoms, compared with placebo.
Efficacy was further supported by a decrease in the use of short-acting
bronchodilators and by an increase in FEV (in the subgroup of patients who
could consistently perform spirometry). Furthermore, the AEs and cortisol data
showed no differences between treatments in spontaneously reported AEs or
response to ACTH-stimulation tests, strongly supporting the safety of 0.25 to
1.0 mg budesonide nebulising suspension administered QD.

CONFIDENTIAL AND PROPRIETARY 4 of 6




This is the first study available in asthmatic infants and young children using
budesonide nebulising suspension in a QD treatment regimen. It was a
well-designed study, with parallel groups and a placebo control, and provided
adequate power to draw reliable conclusions.

In addition, the study was unique in that it provided extensive safety
documentation in this young asthmatic population. The choice of a QD
regimen was based on clinical data obtained from asthmatic patients using
other formulations of budesonide. The QD regimen could be suitable in this
very young population prescribed budesonide nebulising suspension, since
nebulisation is time consuming and nebulisers are cumbersome to handle and
require time for cleaning.

Since reliable measurements of lung function are difficult to perform
consistently in children below the age of 5 to 6 years of age, symptom scores
were chosen as the primary efficacy variable. Symptom scores, however, are
considered less sensitive than lung function tests in adult patients with
moderate asthma.

This may be further enhanced in a young paediatric population where parents,
and not the patients, make the assessments. Therefore, the differences observed
in this study may be underestimating the true differences between budesonide
nebulising suspension and placebo.

Peak expiratory flows and FEV| are accepted measurements of lung function in
older children and adults. The young age of the children in this study, however,
made it difficult to obtain reliable lung function data, and may explain the
inconsistent results for PEF and FEV. The professional supervision of each
spirometric performance, as opposed to home measurements of PEF, could be
the reason why FEV) differentiated between the higher doses of budesonide
compared with placebo, while PEF did not.

All 3 doses of budesonide nebulising suspension were more efficacious than
placebo, but there were no differences between the 3 active treatments. This
finding is not unexpected since no dose response has been demonstrated in
patients with relatively mild asthma not previously treated with inhaled
glucocorticosteroids (GCS). An additi onal explanation may be the young age
of the patient population needing the choice of symptom scores as a primary
variable.

The safety data from this study was carefully collected, and at the time the
study was completed, was much more extensive than any published data on the
safety of inhaled GCS in infants and young children below the age of 8 years.
The convincing safety data in this study, therefore, offered strong support to
the recommendations in the newly revised Guidelines for the Diagnosis and
Management of Asthma published recently (February, 1997) by the Expert
Panel Report 11 of the US National Asthma Education and Prevention Program
that were effective at the time. These guidelines highlighted the importance of
early intervention with anti-inflammatory therapy not only in adults but also in
infants and small children.

In conclusion, budesonide nebulising suspension, 0.25, 0.5 and 1.0 mg
administered QD are effective and well-tolerated treatments for
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non steroid-treated infants and young children aged between 6 months and
8 years.

Applicant (Marketing
Authorisation Holder)

@ alumar Swnanatian

@ FO538264D5..
Dr Jayakumar Gurunathan

(full name)
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[Nepexman 3 aHrmidcbkoi MOBH Ha YKpaiHCBKY MOBY

3BiT Ipo KIIiHIYHE BUNIPOOYBaHHSA

1. Ha3pa Jixapcbkoro 3acody
(3a HaABHOCTi — HOMeEP

Byneconin Actpa3enexa (MbKHapoAHa HeIaTeHTOBaHA Ha3Ba — OYNECOHI)

peectpauiiiHoro
HOCBiTUEHHS)
2. 3asgBHUK Ha3sa Ta anpeca BIACHHKA PEECTPALIIHOI0 NOCBiMeHHA HA MOMEHT
NPOBENeHAN KIIHIYHOr0 BHNPoOYyBaAHHS:
Actpa }O.Ec.Eil., Ink. (Astra USA, Inc.)
50 Oric Crpit, Bect6opo, mrat Maccauycetc, CIIIA
(50 Otis Street Westborough, MA, USA)
01581-4500
Ha3zsa 12 ajipeca NOTOYHOIO BJIACHHKA peccTpauiifHoro nocpigyenns:
Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Comepran’e, IlIBenia
(SE-151 85 Stdertilje, Sweden)
3. BupoGHux Hazgea Ta agpeca 3aBoay-BupoGHuKa, 1110 BHP0OAAB fikapehbKHii 3acib Ha

MOMEHT NPOBEAEHHN KJiHIYHOTO BHNPOOYVBAHHA:

Acrtpa, I1IBeuis

Ha3sga Ta agpeca 3aBoav-BupoGHUKa, 110 HAPa3i BHpob/se JikapehbKuii
3aci6:

Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Copeprarn’e, LlIBewis

(SE-151 85 Sodertilje, Sweden)

4. TpoBeneHi DOCTiHKSHHA;

Tak

1) tum nikapcexoro 3aco6y,
3a SKAM MpoBoamnacs abo
IUIAHYETBCS PEECTPALList

Jlikapchkuii 3aci 3a TOBHAM A0ChE (ABTOHOMHE JIOCEE)

5. IToBHA Ha3Ba KJIIHIYHOI'O
BHINpOOYBaHHA, KOTOBaHHUMH
HOMeEp KIIHIYHOTO
BHIPOOYBaHHA

JocmimkeHHs 3acTocyBaHHs 3 piBHIB no3yBaHHs OynecoHimy (ITyneMikopT®),
CyCIIeH3ii /11 pO3MIIEHHS, T2 [U1ae6o B XBOPHX Ha acTMy JiTel Bikom § pokis i
mononime. HocnimkeHHa 04-3069.

6. daza KiiHiYHOTO
BUIIPOOYBaHHA

III

7. llepion nmpoBeneHHA
KIHIYHOTO BUNIPOOYBaHHSA

I3 9 cepnms 1994 poky no 29 rpyansa 1995 poky

8. Kpainuy, ne nposogunocs
KIiHiYHEe BUIIPOGYBaHHA

Cnonyueni IlItatn Amepuku (CII1A)

9. KinbkicTb mocmixyBaHHX

3aIniaHoBaHa: 360
taxridHa: 359

10. MeTa Ta BTOpHHHI Lini
KJIiH{YHOr0 BUIPOOYBaHHA

Llini mporo mociaKEHHS MOJIATrany B IOPiBHAHHI BifHOCHOT e()eKTHBHOCTI Ta
6e3neuHOCTi 3acToCYBaH A Oy AecoHiny, cycnensii mia posmmwienHs (y nozax 0,25,
0,5 Ta 1,0 mr 1 pa3 na 106y), y nOpiBHSHHI 3 IUTane60 B XBOPUX Ha acTMy AiTeH
BiKOM Bix 6 110 8 POKiB, sKi He 3aIeKald Bifl iIHraaANiiHIX KOPTHKOCTEPOIAiB.

11. JTu3aitH KIiHITHOTO
BHITPOOYBaHHA

BaraToneHTpoBe, paHAOMi3oBaHe, MOABiiHE ciine, MIane00-KOHTPOILOBAHE
NOCHiKEHHA B IApaIeNIbHUX IPYNax.

KOH®IAEHIIHA IHOOPMALILY,
1110 € BJIACHICTIO KOMITAHII
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12. OcHoBHi kpuTepil
BKJIIOYCHHSA

XBopi Ha aCTMY MALICHTH JUTAYOTO BiKy BikoM Bim 6 MicALiB 10 8 pokis, ki He
3ayieXaiH Bifl iHranALifHuX KOpTHKOCTEPOIiB, i3 aCTMOI0, IiaTHOCTOBAHOIO
BimoBigHO 1m0 Bu3HaYeHHA HalioHaILHIX iHCTUTYTIB OXOPOHH 310POB’A
MiHicTepcTBa OXOpOHH 310pOB’s Ta collianbHuX cyx0 CIIIA, 30kpema:
*  Yacri 3arocTpeHHs Kanumo ta/abo XpUIIiB, BKIIOYHO 3 HIYHMMH IIPOSBaMHU
ACTMH, HEYACTHMM 3aTOCTPEHHAMH TSDKKOTO CTYTEHS IPOTATOM OCTaHHIX
6 micaui.
» IllomeHHe 3aCTOCYBaHHS X04a 0 OAHOrO Mpenapaty JUIf JiKyBaHHS XpOHiYHOI
acTMH 3 TIePiOIMYHIM 3aCTOCYBAHHSM IMOJIETIIYBaIbHOTO IIpenapary
HPOTAroM LIoHajiMeHmme 3 MicALiB 10 BisuTy 1.

»  Jlnd nauienTiB, IKi 0CATIH BiKy, JOCTATHBOTO MJIA MOCTIHHOTO
HPOXOKEHHS A0CHiKeHb GYHKIIT JlereHiB: 06’eM POPCOBAHOrO BUIKXY 32
1 cexynny (O®B)) Ha BuXigHOMY piBHi > 50% NPOrHO30BAHOTO 3HAYEHHA Ta
3BOPOTHICTS > 15% uepe3 15 £ 5 XBIWINH MiC/IA 3aCTOCYBAHHA CTAHAAPTHOI
JI03H iHrangniifHoro SpoHXoaMIaTaTOpa.

13. MocmimxyBaHUit
nikapcrkui 3acib, crocib
3aCTOCYBaHHS, CUia Ail

Byneconin (0,125 mr/mi, 0,25 mMr/ma i 0,5 MI/MI), CyCTIEH3i0 AJI PO3IIHIICHHA,
BBOIIIH B 03ax 0,25 mr, 0,5 mMr i 1,0 Mr gepe3 HeGymnaiizep Pari LC-Jet Plus,
i’ enHanmi 1o kommpecopa Pari Master (ITapi Pecniparopi ExsinMeHT, IHK.
(Pari Respiratory Equipment, Inc.), M. Piumonn, mrar Bipmkunia, CHIA 3
MAacKo0 11 o0auyas abo MyHAIITYKOM.

14. Tlpenapat MOpiBHAHHY,
J103a, CIOCi0 3acTOCYBaHH,
cHIa mil

ILnaue60 BBoaunn 4epe3 HeGynaitzep Pari LC-Jet Plus, min’eananuii no
xomiIpecopa Pari Master, 3 MacKoro U1 06)1M44A a00 MyHILITYKOM.

15. CymyTHs Teparist

IManiedTy, AKi OTPUMYBAIHA NiATPUMYBAIBHY iIMyHOTEPAIIilo, MAIIA OEPKYBaTH
cTabinLHy 103y IpOTAroM, HpUHaliMHI, 2 MicALiB 10 Bi3UTY 1 Ta PONOBKYBATH
OTPMMYBATH TEPAIilo 3a CTa0IBHOIO CXEMOIO (1032 Ta 4acTOTa) Iif yac
nozgiiiaof ciimof dasu mocnimkenns. ITig yac noaiiiHoi ciinol dazn
JOCTiIKeHHs 6yJI0 JO3BOICHO 3aCTOCYBAaHHS IIONETIIYBAIBLHOTO Npenapary.
Inmi mikapchki 3aco6u, He Npu3HAYeH] I JIiKyBaHHA aCTMH, aJle AKi BBaXAIHCS
HeoOXiTHMMH JUIs 61aronoyyys nauieHTa, JO3BOJUINCA Ha PO3CYM AOCIiAHMKA,

16. Kputepii ouinku
€(EeKTUBHOCTI

TTepBHHHYMH 3MiHHHMH eQeKTUBHOCTI GyIIH cepesiHi 3HAYSHHS OLiHKH
CHMITTOMIB aCTMH BHOYi Ta BAEHb Y MOPIBHAHHI 3 BUXiIHHUM piBHEM Micad (asu
12-THXXHEBOTO JIiKyBaHH.

BropuaHIME 3MiHHIMHE eeKTHBHOCTI Oyu:

»  PesynbTaTe JlikyBaHHA NAL€HTIB, 30KpeMa YacTKa NAIli€HTIB, AKa IPUIKHILIA
Y4acTh Y JIOCHIMKeHH] 3 GyAb-AK0l MPHUMHH Ta YacTKa MAL€HTIB, AKa
HpUIMHIIA YIaCTh y ZOCTIUKEHH] depes noripmeHHs nepebiry actMu.

*  YacToTa 3aCTOCYBaHHS MOJIETLIYBAIBLHOTrO NMpenapary (6pOHXOXUIaTaTop).

»  Tlix yac KOXHOTO Bi3HTY [0 KJIiHIKH NalicHTiB, 3AaTHAX IPOXOJUTH
cripoMeTpiro, 6yJi0 MpoBeAeHe CIIIPOMETPHYHE NOCIiKEHHS UL
BH3HAYeHHs 3MiHHUX edexTiBHOCTI (ODB|, mBHAKOCTi GOPCOBAHOIO
BHIHXY OPOTArOM CEPEAHBOT MOJIOBUHH HOPCOBAHOT KUTTEBOT EMHOCTI
neredb [ODB2s.75%) Ta hopcoBaHoi xuTTEBOT €MHOCTI Jierens [DXKEIL]).

+  TlikoBy mBuaKicTs Buauxy (IT11IB) ByMiproBaM IIOAEHHO BpaHIli Ta BREUEPi
y MALEHTIB, 3AATHAX NPONTH JOCIIKeHHA 1y BusHaueHHs [TIIB.

*  3MiHH B OIHI{ CTaHy 370pOB’ s, 30KpeMa pe3ynbTarty 3a MoaugikoBaHow
mKasow olinku pyukuionansHoro crarycy II (FS-II [R]) cTany 310pos’s
niteii Ta [Toka3HHKa 3arajlbHOTO CTaHY 340pOB’4 3a MmKanow RAND.

+  BigMiHHOCTi y BUKOPHCTaHHI pecypciB OXOPOHM 310POB’sl, [IOB’ A3aHMX i3
4CTMOIO, Ta HEMPSAMHUMH BUTpAaTaMH Ha OXOPOHY 3710POB’S.

KOHO®IJIEHLIIIHA ITHOOPMAIILS,
1110 € BJIACHICTIO KOMITAHII
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17. Kpurepii ouinku 6e3nexu

*  3apeecrpopani HeGaxani spuma (HA).

*  Pankosuif GasaneHUi piBeHb Ta CTUMYIbOBAHHI aAPECHOKOPTHKOTPOITHUM
ropmoroM (AKTT) (moct-AKTI -cTuMyneoBaHmit) piBeHb KOPTH30IY B
masmi kpoBi (QyHKLisg rinoranamo-rinodisapHo-agperanosoi [[TA] sici).

*  3Minu npy QisukansHOMY 0GCTEXEeHHI; 3MiHM OCHOBRUX (i3ionorigamx
MOKa3HMKIB Ta KIHiKO-Tab0opaToOpHUX aHadi3iB (30KpeMa
opodhapHHreTbHUX Ta Ha3aJIbHUX IPHOKOBUX KYJIBTYD).

18. CraTHCTHYHI METOIH

I[chepciﬁﬂnﬁ aHanis 6yB BHKOPHCTaHHiA /1S MOPiBHAHHA BiAMiHHOCTEH Mik
rpynamu nu(yBaHHx 3a BCiMa 3MiHHUMH e(peKTUBHOCTI, 33 BUHATKOM pe3ym,TaT113
JiKYBaHHA NAL€HTIB, Ki aHamayBaJm 3 BUKOPHCTaHHAM TOYHOTO KpUTEpilo
®imepa. Jucnepciiiauii aHami3 Takox 6yB BUKOPHCTaHHH U1 BU3HAYEHHA
paHkoBoro 6asansHoro Ta noct-AKTI-cTHMYIE0BaHOTO PiBHA KOPTH30MTY B
Iw1asMi kpoBi. A MpeACTaBaeHHS BCiX iHIIMX HaHuX 3 6e3MekH Oyiu
BHKOPHCTaHi METOM OTIMCOBOT CTATHCTHKH.

19. Nemorpadiani
MOKa3HUKH AOCTiIKYBaHOT
nomyJiLii (cTaTh, BiK, paca,
TOIIIO)

VcBoro B AOCTIKeHHA 6yI0 paHIOMi30BaHO 359 mallieHTiB y 26 KOCIi AHUILKIX
HeHTpax (3aKiafax oxopoHu 310pos’s) y CIIA, Honosikd CTaHOBIIINA [Bi
TPETHHH YYacHUKIB. 73% yJacHHKIB Oyl NPeACTABHAKAMM €BPOIEOiTHOL pacu,
16% — vopHOMKipuMH, 8% — MaJIH IaTMHOAMEPHKaHChKE MOXOMKEHHS, 3% —
HaJISKAIH [0 JHIIMX pac Ta MeHiue Hixk 1% Gyiiu npeicTaBHUKaMH CXiIHOTO
noxomkeHns. Cepe/Hii Bik, Maca Tila Ta 3picT CTAHOBHJIX BiITIOBiIHO

56 Micauis, 43 ¢pyntu (mpubausso 19,5 xr) Ta 107 cM. OcHOBHI AeMorpadiuHi
XapaKTepHCTHKH 4 Tpy JIiKyBaHHA Oy/nH NOJiOHHMH.

CepeliHs TpHBATCTh GPOHXiaIbHOT aCTMH HA MOMEHT 3aJTyYEeHHA B HOCIIHKEHHA
craHoBHIa 35,5, 36,7 Ta 36,1 MicALiB BiINOBIAHO B MALiCHTIB y rpymax
oymeconiny 0,25 Mr/moby, 0,5 Mr/noﬁy ta 1,0 Mr/no0y. V rpymi miane6o uen
[IOKA3HHK CTAHOBUB 37,2 MiCAIIiB.

Ha MOMEHT 3aTydeHHs B JOCII/UKEHHS CepeHA OLiHKa CHMITOMIB aCTMM BHO41
craHoBuna 1,32, 1,19 ta 1,19 Bignosiguo B manieHTiB y rpynax 0yaeconimy

0,25 mr/no6y, 0,5 Mr/noGy ta 1,0 Mr/no6y. Y rpyni miane6o e nokasHuk
cranoBusB 1,08.

Ha MOMEHT 3aTydeHHs B JOCTIIKEHHS cepeIHs OlliHKa CUMIITOMIB aCTMH BAEHb
craHoBmia 1,44, 1,33 ta 1,31 Biznosiauo B mamieHTiB y rpynax GyaecoHiay
0,25 mr/mo6y, 0,5 Mr/mo6y ta 1,0 Mr/noGy. VY rpyni nnane6o 1el moxasHuk
craHoBuB 1,27.

20. Pesynwrati
e(eKTHBHOCTI

Pe3ynbTaTH OLIHKH CHMIITOMIB aCTMH BHOYi Ta BIEHB, KiIbKiCTh HHIB
3aCTOCYBAHHS MOJIErMIYBAIBHOTrO Npenapary (GpOHXOMIIATaTOpP) MPEACTABIEHI
B Ta0NHLi HIKYe (AaHi BUPaXXEHi AK CKOPUroBaHa cepeIHs 3MiHa Bill BUXiHOTO
piBHA 110 3aKiHUeHHA (a3u 12-TIKHEBOTO JiKYBaHHA i3 ypaXyBaHHAM YCix
TALECHTIB, AKi OTPUMAIIH JIIKyBaHHA, Ta HEPEHECEHHAM YIEped OCTAHHBOTO
3HadeHHs). Y marienTiB y rpynax 6yaeconiny 0,25 mMr/noby, 0,5 Mr/noby ta

1,0 Mr/mo6y 6yau IpOAEMOHCTPOBaH] CTATUCTAIHO 3HATYINi MOKPAaIEHHA
OIi{HOK CHMITTOMIB aCTMH Ta 3MEHIIEHHS KUIBKOCTi HIB 3aCTOCYBAHHSA
GpOHXOAWIATATOPA B IOPIBHAHHI 3 rpyIoo 1w1anebo.

TInaue6o Byneconin, cy 3iA LR Pl a =
0,25 mr oauH pas| 0,5 Mr ozus pas | 1,0 Mr oaus pas
Ha noby Ha 006y Ha noby
(n=920) (n=91) (n=82) (n=93)
OuiHka CHMITOMIB -0,16 -0,49%%* -0,42+* -0,42%*
ACTMH BHOHI
Ouinka cHMOTOMIB -0,26 -0,57%* -0,46* -0,50*
ACTMH BJSHE
Kinbkicts anis 3acTocyBanHa -1,19 -6,26* -6,31* -5,08¢
NONSIYBANLHOTD NPenapary
* p=0,050, ** p=0,010,*** p=0,001 y nopisxAHHi 3 TUTane60

3aranbHa YacTKA NAL€HTIB, SKa MPUIMHANA YIacTh Y KOCIiIKeHHi, Oyna
Ginbiomo y rpyni miane6o (28%), Hix y rpynax 6yaeconiny (Bimmosimno 19%,
24% Ta 14% y rpymax Gyneconimy 0,25 Mr/no0y, 0,5 Mr/no6y Ta 1,0 Mr/noGy).

PisHuns Mix rpynolo miane6o Ta rpynoto 6yneconiny 1,0 mr/nody 6yna
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CTAaTHCTHYHO 3Hayymo (p = 0,020). V rpyni mwiane6o gacTka Malli€HTIB, AKa
NPUNVHAIA YY9acThb Y JOCTIDKEHHI Yepe3 3arocTpeHHA nepebiry actmu (23%),
Gyna Takox Ginsuior, HiX y rpynax 6ynecoHiny (sixmosigno 14%, 17% 1a 13%
HallieHTiB y rpynax 6yneconiny 0,25 Mr/no6y, 0,5 Mr/no6y ta 1,0 Mr/noby);
pi3HHIM 6yNa CTATHCTHYHO 3HAYYIIOIO.

ITpuGnusznHo 55% paHIOMi30BaHUX MaLi€eHTiB 6yaM 3JaTHUMH HPOXOAUTH
Jochimkenss 14 usHauenns ITIIB ta npubnusHo 36% pannoMizoBaHuX Gynu
3IATHHMH MOCTiHO MPOXOAUTH CHIPOMETPUYH] AOCHTIKEeHHA. V MallicHTIB,
3JIaTHAX MPOXOAUTH AOCIIKEHHS [T ONiHKH QYHKUII TereHiB, 6yau Bif3HaveHi
HokpaleHna QyHKUii terenis. ¥V rpymax 6yaeconiny 0,5 mr/no6y ta 1,0 mr/mo6y
Oynu Big3HAYEH] KIiHIYHO Ta CTATHCTHYHO 3HA4ymIi nokparueHHs OB, y
NOpiBHAHHI 3 rpynoo wianeo. ¥V rpynax GyaecoHiny Takox Oyl BiA3HaueHi
nokpameHut ®IKEJT, ODB2s_7sy Ta paHkopoi i BedipHboi [111B, mpu 1pomy
nokpamenns ®KEI y rpyni 6yaeconigy 0,5 Mr y NopiBHAHHI 3 IpyTo0
miane6o Gyiio CTATUCTIYHO 3HATYI(UM. Y HOPiBHAHHI 3 TPYIO0 Miane6o Ha
TIKHAX 4 Ta 12 y rpyni Gymeconixy 0,25 Mr Gyiu Bif3HaUeHi KIiHIIHO Ta
CTaTUCTHYHO 3HAYYINi IOKPAIIEHH OL[IHOK CTaHy 3[0poB’d fiTel 3a lllkanero
FS-II [R]. Takox noKpawuincs crenjanbHi oninky 3a mkanoro FS-II (R), mpu
ILOMY Ha THXHi 12 pisHUL MK rpymnoo wane6o ta rpyni 6yaeconiny 0,5 Mr
Gyna CTATHCTHYHO 3Ha9ymol0. Y NOpiBHAHHI 3 rpynoo miane6o B MAIiEHTIB y
rpynax Gyneconiny 0,25 mr/no6y, 0,5 Mr/noby ta 1,0 Mr/no6y Takox Oyau
HPOIEMOHCTPOBAHI OKPAIIECHH OLiHOK 3a [[0Ka3HUKOM 3arajbHOTO CTaHy
310poB’s 3a mkano RAND. OkpiM Toro, y manieHTiB y rpynax 6ynecoHiny
GyM BiI3HAYEH] MOKpALIEHHS 33 TAKUMH 3MIHHHMH, SK BUKOPHCTaHHA PECypCiB
OXOPOHH 3/{0pOB’s Ta KUIBKICTB A3BiHKIB 10 JiKapiB i3 NpUBOXY acTMU. ¥ rpymax
GyziecoHiny Takox GyNH IpoJeMOHCTPOBAHI IIOKPAICHHA 33 3MiHHUMH,

IIOB’ S3aHUMH 3 HENPSAMYMM BHUTPATaMH, TAKIMH AK: KUIBKICTh JHiB HABYAHHS B
IIKOJIi, IpOMyIEeHNX JUTHHOIO Yepe3 XBOpoOy, Ta KiIbKIiCTh JHIB, y AKi
[isbHiCTE AMTHEN Gyna nepepeaHa yepes Xsopoby.

21. Pesynbraty Ge3nexu V 1poMy JociimkeHH] He GyIio 3apeecTpoBaHO BUIIAJKIB cMepTi. YCboro y 8
manieHTis 6yn0 3apeectpoBano 10 cepitozHux Hebaxanux ssum (HA). 4
MaUi€HTIB MPUITHHILIA Tepanito depe3 HAL

V rpynax 6yaecoHiny He Gyio KIiHIYHO 3HaUYINHX BiIMiHHOCTEH y BUAI,
YacTOTi, THKKOCTI Ta KIiHiuHiM 3HauymocTi HS y mopiBHAHHI 3 rpyrnoro
wiane6o. Mix rpynamu JiikyBaHHS He GyJI0 BIABJICHO OUEBHIHUX BiMiHHOCTEH
y 9acTOTi KIiH{9HO 3HAYYIUX 3MiH rPHOKOBHX KyJIBTYp HOCOBOI aG0 POTOBOI
HOPOXHAHK, MiX rpynamu JiKyBaHH:A He GyI0 BUABICHO KIIHIYHO 3HATYIIHX
BiIMIHHOCTeH B OCHOBHHX (i3i0JI0Ti9HIX NOKA3HUKAX Ta pe3yibTaTrax
(hizukaNbHUX 0OCTEKEHD.

Bin BuxinHoro piBs A0 THXHA 12 MiX rpynaMy Malli€HTiB, AKi OTpUMYBaIH
aKTHBHE JIIKyBaHHS, Ta IPYTIO0 wianeGo He 6y/10 BUABICHO KIiHIYHO 3HAYYIIAX
BimMiHHOCTeH y 6asanbHOMY Ta ocT-AKTT-cTHMY/IbOBAHOMY PiBHAX
KOPTH30JIy B IU1a3Mi KpoBi. OKpiM TOro, IIpH 3aCTOCYBaHHi 3 HOCTiKYBaHHX
piBHiB 03yBaHHsA He GyII0 CIIOCTEPEeXKEHO 03HAK NpUTrHiYeHHA 6yneconinom I'TA
Bici.

22. BucHoBok (3aKmouenns) | Lle JOCTi/KEHH 32 YYacTIO XBOPHX Ha aCTMy HEMOBJIAT i IiTel paHHBOrO BIKY
BiZl 6 MicsuiB 10 8 pokiB Moka3aio, o GyAECOHi, CYCTIeH3is MUl pO3ITHICHHS,
3HAYHO NOKPAIIWia K HiYHi, TaK i ACHHi CHMNITOMH aCTMH B NIOPiBHSHHI 3
wiane6o. Edexrusuicts Gyneconiny Gyia 101aTKOBO MiATBEPIKEHA SHIKEHHIM
4acTOTH 3aCTOCYBaHHA GPOHXOIATATOPiB KOpOTKOi Mii Ta 36inpmentam ODB,
(y TIaLi€HTiB, AKi MOTJIM IOCTi{HO IPOXOAMTH CILipOMETPHIHI JOCII IKEHH).
OkpiM Toro, ani mo HA Ta piBHAX KOPTHU30JIY HE MPOAEMOHCTPYBAIIN
BimMiHHOCTeil Mix rpynamu gociimkenss B ciontaHauX HI abo signosini Ha
crumynanito AKTT, mo nepexoHnBo miaTeepkye 6e3nexy Gyneconiny, ~
CyCIeH3ii U1 po3NMIeHHs, Y fianasoHi xo3 0,25-1,0 mr 1 pa3 Ha 1o6y.
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Lle Gy:o mepiie AOCTiIKEHHS 32 Y4acTIO XBOPHX Ha acTMY HEMOBILAT i JiiTeld
PaHHBOrO BiKY, fAKi 3aCTOCOBYBAIH GyIECOHI/I, CYCTIEH3i0 [UIA PO3IMIEHH, 38
cxeMoro 1 pas Ha 106y. Lle 6yno 06pe crnaHoBaHe JOCTiIXKEHHA B IapaJie/IbHUX
rpynax is mwiane6o Ak KOHTPOJIEM, IO AO3BOIIIIO 3pOOUTH TOCTOBIPHi BUCHOBKH.
OxkpiM TOro, HocHimKeHHs GyJI0 yHIKaIBHUM THM, L0 HaJalo BENMKHi ofcar
JaHMX i3 6e3TeKH y Lici IOMyIALii XBOPUX Ha aCTMY MAaLli€HTIB PAHHBOTO BiKy.
BuGip cxemu 1 pa3 na 100y 6yB 3acHOBaHMi1 Ha KIiHIYHHX JAHHX, OTPHMaHUX
Bill ALI€EHTIB 3 ACTMOIO, K] 3aCTOCOBYIOTH iHIIi hopMu Oyaeconiny. Cxema

1 pa3 Ha n0o6y MOXe GYTH M AXOAAMOO MU Liel NOMyALil MalieHTiB KyXKe
PaHHBOTO BiKy, IKMM NpU3HAYEHUH GyIEeCOHIM, CYCICH3is il PO3MUIICHHA,
OCKLIBKH pO3NWICHHS 3aiiMae Gararo yacy, a HeGyaiisepy rpoMisiki Ta
BHUMAraroTh 4acy AJIA O4MIIECHHA.

Ockinbky HafiiiHi BUMiproBaHHs GYHKIIT nereHiB y Aiteit BikoM 1o 5—6 poxis
CKJIaJIHO NPOBOMTH Ha TIOCTIiiHiN! OCHOBI, X OCHOBHA 3MiHHa e(pEKTHBHOCTI
Gynu o6paHi OUiHKK cuMIITOMIB. OHAK Y AOPOCIHX MALli€HTIB i3 IOMipHOIO
ACTMOIO OL[IHKH CHMIITOMiB BB@XAETHCS MEHII YYTIMBOIO 3MIHHOIO, HDK
JOCTimMKEeHHA QYHKIII TereHiB.

Lleit dhakT Moxke 6yTH TOAATKOBO MOCHICHHUI B IOMyJLALIT iTel paHHBOTO BIKY,
IUIA AKAX OLHKY CHMIITOMIB MPOBOAATH 6aThKH, a He MaHieHTH. TakuM YMHOM,
BimMiHHOCTI, AKi 6yH BiI3HAYeHi B 1bOMY AOCHTIUKEHH], MOXKYTb
HEIOOIHIOBATH CIIPaBXHi BiqMiHHOCTI MiX GyIeCOHITOM, CYCIIEH3i€r0 A
posnuieHHs, i muare6o.

ITikopa mBuAKicTh BUANXY Ta OPB] € 3arajIbHONPUHHATUMH [TOKa3HHKaMHK
dyHKuii ereHis y Aitelt crapmoro Biky Ta zopocaux. OGHaK paHHiH Bik JiTeH,
siKi 6paid y4acTh y IbOMY HOCTi/DKEeHHI, YCKIa{HIB OTPHMMAHHS HaJliHHIX NaHuX
po GYHKIIIO JIereHiB, Mo MOXKe MOACHHTY cynepeunyBsi pesyasrary [11IB Ta
O®B,. Bumiptosanns [TIIB npoBoAwWIH BAOMa, a CIipOMETPHYHi

JOCTIIKEHH — Y 3aKIa[iaX OXOPOHH 3/I0POB’s; Lie MOTJIO OYTH MPUUMHOIO TOTO,
IO MiX IPynamMu BUUx x03 OyaecoHiny 3HaueHHs OPB, pisHmiocs B
nopiBHAHHI 3 rpymoo wiaue6o, a 3HaueHHs [1I1IB — Hi.

Vi 3 no3u 6ynecoHiny, CycreHsii 4 po3mmwieHHs, 6yIi eeKTUBHIIIAMY, HiX
mane6o, ajne Mi’k TphoMa BHAAMHU aKTHBHO] Tepartii He 6yn0 BimMinHOCTeH. e
BiIKPUTTSA HE € HECMIOAIBAHUM, OCKLUIBKY B IAIli€HTIB i3 BiTHOCHO JIETKOIO
acTMOIO, fKi paHille He OTPUMYBaNM iHTALALIHH] ITIOKOKOPTUKOCTEPOIM
(TKC), He 6yna npoaeMOHCTPOBAHA 3aJICKHICTh «103a-BilNOBib HA TEPAITIIOY.
JlonaTKOBMM MOSCHEHHAM MOXke GYTH MOJIOAHH Bik NAIi€HTIB, AKUM SK
TIEpBUHHY 3MiHHY ed)eKTHBHOCTi MOTPiGHO OyI0 06paTH OLiHKY CUMIITOMIB.
JTani 3 6e3MeXH LOT0 AOCHTiKeHHs OYIIN peTeibHO 3i0paHi, i Ha MOMEHT
3aBepIIeHHS JOC/iKeHHs BOHH Oy HaGaraTo IMpPIIKHMH, HiX Oy ab-aKi
omyGutikoBaHi Ha Toi MOMeHT AaHi 3 Gesnek iHrawniliaux 'KC y HeMOBIAT i
miTel paHHKLOro BiKy 0 8 pokiB. TakiM YHHOM, IEPEKOHIMBI AaHi 3 Ge3rexy,
IpeaCTaBleHi B IbOMY HOCIIKEHHI, HallalM CHIbHY MiITPHMKY PEKOMEH/ALIHA
y neperiadyTx HactaHoBax i3 AiarHOCTHKM Ta JIIKyBaHHA acTMH, -
omy6ikoBanux (ymotuii 1997 p.) y 3siti rpynu excneptis 11 HauionansHoi
nporpamu CILIA 3 HaBuaHHs Ta npodinakTiku 6poHXianbHOT acTMH, siKi Gynu
YUHHUMH Ha MOMEHT TIPOBEACHHA JOCIiKEHH. Y 1IMX HACTaHOBaX
MiIKPECIIIOETECA BAKIUBICTE pAHHBOTO BTPYYaHHA 33 IOIIOMOTOI0
HpOTH3aNaNbHOT Tepanii He TUIBKU B IOPOCIIHX, ale TAKOX y HEMOBIIAT i AiTe#
PaHHBOTIO BiKY.

Hacamkigenp cJ1iji 3a3Ha49UTH, 10 GYyIECOHiM, CYCTIeH3iq LI PO3MMICHHS,

y mosax 0,25 mr, 0,5 mr i 1,0 Mr 1 pa3 Ha 106y, € edpexTuBHOI i 10Gpe
TIEpEHOCUMOI0 HECTEPOIMHOKO TEPAIIi€o B HEMOBJIAT i AiTel paHHBOTO BiKY Bil
6 micsanie xo 8 pokis.
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Clinical Trial Report

1. Name of medicinal Budesonide AstraZeneca (International Non-proprietary Name Budesonide)
product (Marketing
Authorisation number,
if any)
2. Applicant Marketing Autherisation Holder (MAH) details in the Clinical Study Report
(CSR):
Astra USA, Inc
50 Otis Street

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

Current MAH defails:
AstraZeneca AB

SE-151 85 Stdertilje

Sweden

3. Manufacturer Manufacturer details in the CSR:
Astra Pharmaceutical Production
Sédertilje

Sweden

Current manufacturer details:

AstraZeneca AB
SE-151 85 Sodertilje
Sweden
4, Conducted studies: Yes
1) type of medicinal Medicinal product with complete dossier (stand-alone dossier)
product for which
registration was
conducted or planned to
be conducted
5. Full title of the A study of the safety and efficacy of budesonide (Pulmicort®) nebulising
clinical trial, code suspension compared to conventional asthma therapy following 52 weeks of
number of the clinical open-label treatment in children with asthma aged 8 years and younger,
trial Study 04-3069B.
6. Clinical trial phase I
7. Clinical trial time From October 1994 through December 1996
frame

8. Countries where the USA
clinical trial was
conducted

9, Number of subjects Planned: 240
Actual: 272 (randomised)
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10. Primary and
secondary objectives of
the clinical trial

The objectives of this study were to assess the long-term safety of the lowest
individual maintenance dose of budesonide nebulising suspension when
administered for a period of up to 1 year as compared with conventional asthma
therapy in paediatric asthmatic patients aged 6 months to 8 years.

11. Clinical trial design

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

12. Key inclusion
criteria

Paediatric patients with asthma who successfully completed the 12-week, double-
blind treatment phase of Study 04-3069 or who discontinued from the double-blind
treatment phase because of the need for oral corticosteroids for worsening asthma.

13. Investigational
medicinal product,
method of
administration, strength

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

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

14. Comparator, dose,
method of
administration, strength

Conventional asthma therapy (including f2-agonists, methylxanthines and inhaled
non-steroidal anti-inflammatory agents, but not inhaled glucocorticosteroids) as
judged by the investigator,

15. Concomitant
therapy

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

appropriate restrictions:

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

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

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

the discretion of the investigator,

16. Efficacy endpoints

This was primarily a safety study. However, efficacy variables were also assessed

including:

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

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

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 used.

e Spirometry test variables (forced expiratory volume in 1 second [FEV1],
forced expiratory flow during the middle half of the forced vital capacity
[FEF;s.75%] and forced vital capacity [FVC]) performed at the clinic visits in
the subset of patients capable of performing spirometry testing.
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e Peak expiratory flow (PEF) measured daily in the morning and evening in the
subset of patients capable of performing PEF.

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

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

17. Safety endpoints

The safety variables assessed were:

e Reported adverse events (AEs).

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

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

18. Statistical methods

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

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

A total of 272 patients were randomised into the study: 182 patients to budesonide
nebulising suspension and 90 patients to conventional asthma therapy.

Males comprised 66.9% of the randomised patients; 73.5% of the patients were
Caucasian, 14.7% Black, 8.1% Hispanic, 0.4% Oriental and 3.3% of *Other”
ethnicity. The mean = standard deviation (SD) age, weight and height at
randomisation were 59.0 & 26.2 months, 43.5 % 15 pounds (19.7+6.8 kg) and
107.0 = 16.9 cm, respectively. The mean = SD night-time and daytime asthma
symptom scores at randomisation were 0.69 + 0.64 and 0.74 + 0.65, respectively.
Fifty-six percent of patients were capable of performing PEF manoeuvres. The
mean + SD morning and evening PEF values at randomisation were 150.8 +45.0
and 158.1 = 47.2 L/minute, respectively. Thirty-six percent of patients were able to
perform consistent spirometry manoeuvres. The mean + SD FEV| at randomisation
was 1.21 £0.34 L.

20. Efficacy outcomes

The proportion of patients who discontinued from the study in the conventional
asthma therapy group was significantly greater than that for the budesonide
nebulising suspension group (32% versus 14%, respectively; p = 0.001). The
Kaplan-Meier estimate of the time to discontinuation from the study therapy
showed that the patients on budesonide nebulising suspension remained longer on
the study therapy compared with those on conventional asthma therapy. The
proportion of patients in the conventional asthma therapy treatment group
discontinuing due to worsening of asthma (16%) was also greater than for the
budesonide nebulising suspension group (< 1%); this difference was statistically
significant (p < 0.001).
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Results for the night-time and daytime asthma symptom scores, and use of oral
prednisone are presented in Table 1. The mean changes from baseline to the last
observation for the asthma symptom scores were similar between the 2 treatment
groups, with overlapping 95% CI. The percentage of patients requiring oral
prednisone for asthma was less in the budesonide nebulising suspension group
compared with the conventional asthma therapy group.

Table 1. Mean change from baseline {last 14 days of double-blind) to the last observation in opett-label

for nizhitime and daytime asthma symptom scores and uss of oral prednisone.
Open-Label Therapy

Variable Conventional Asthma  Budesonide Nebulizing
Therapy Suspensien
Asthma Symptom Score:
Mean Change from Baseline

Nighttime -0.05 -0.09

95% CI -0.18,0.09 -0.19.0.01

(@ (81) a#»

Daytinte 0.09 -0.1¢

95% CI 0.23.0.05 -0.20,0.00

(a) (80) (178)

Prednisone Use:
Number of Patients That Used Oral
Pradaitone During the Study:

No 42 (47%) 98 (34%)
Yes 48 (53%) 84 (46%)
Average Total Daily Amounat Used (mg):
Meag+SD 0.53£0.70 0.47:0.96
Median 023 0.00
(a=90) {0=182)

The subset of patients able to perform consistent PEF from both treatment groups
showed similar improvements in morning and evening PEF with the 95% Cl
overlapping between the 2 treatment groups. For the subset of patients able to
perform consistent spirometry manoeuvres, similar improvements in FEV1, FVC
and corresponding FEFas.75% were observed between treatment groups.

Patients in the budesonide nebulising suspension treatment group showed
numerical improvements compared with conventional asthma therapy in the
Modified Functional Status IT (R) General and Specific health status scores, and
the RAND-ALL General Health Index scores. There were no differences between
treatment groups in health care utilisation variables and indirect economic
endpoints.

21. Safety outcomes

There were no deaths reported during this study. There were a total of 21 serious
AEs (SAEs) in 19 patients reported (4 SAEs in the conventional asthma therapy
group; 17 SAEs in the budesonide treatment group). Two patients were
discontinued due to AEs (one in each treatment group). All of the SAEs and AEs
leading to discontinuation were judged by the investigator to be of unlikely
relationship to study treatment. After adjusting for length of time in the study,
there were no clinically relevant differences in the type, incidence or severity of
AEs between treatment groups. There were no clinically relevant differences
between treatments in vital signs or physical examination outcomes observed, and
there were no apparent differences in the frequency of clinically significant
changes in nasal or oral fungal cultures between treatment groups.

Assessments to determine the possible effects of study treatment on basal and post-
ACTH-stimulated plasma cortisol levels in a subset of patients who had the test
performed showed no significant differences between the 2 treatment groups for up
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to 1 year. Furthermore, there was no evidence of HPA-axis suppression in patients
treated with budesonide nebulising suspension.

Assessments to determine the possible effects of study treatment on body
length/height (stadiometry) showed no statistically significant differences between
budesonide nebulising suspension and conventional asthma therapy in the mean
changes in observed height over 1 year either for ail patient or by gender.

22. Conclusion

In conclusion, budesonide nebulising suspension administered in ranges of

Authorisation Holder)

(findings) 0.25 mg every other day to 1.0 mg QD over a year was safe, well-tolerated and
effective in the treatment of asthma in infants and young children aged between
6 months and § years.

Applicant (Marketing

DoguSigned by:
‘ akewmar Swrwnatlun
07094Fa53828405...

Dr Jayakumar Gurunathan

(full name)
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IMepexian 3 aHMIifCEKOI MOBM Ha YKPAiHCBKY MOBY

3BiT mpo KIiHiYHE BUIIPOOYBaHHA

1. Ha3Ba nikapChKoro
3acoly (3a

HasABHOCTi — HOMEp
peecTpariisoro
[TOCBiTUEeHH)

Byneconin Actpa3eHeka (MiKHapoJHa HENIATCHTOBAHA HA3BA — OymecoHin)

2. 3asiBHUK

Ha3pa Ta ajpeca BIACHHKA PeecTPANIifHOr0 NOCBiI4eHH: HA MOMEHT

NpOBeieHHs KIIHIYHOr0 BHNIPOOYBAHHS:
Actpa 10.Ec.Ei, [Hk. (Astra USA, Inc.)

50 Oric Crpir, Bect6opo, mrar Maccauycerc, CLLIA

(50 Otis Street, Westborough, Massachusetts

United States of America (USA)

01581-4500

Haszea ta eca MOTOYHOr0 BJACHHKA PEECTPANiHHOro NOCBi
Acrpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e

Hiseris

YEeHHS:

3. Bupobuuxk

Hassa Ta aapeca 3a801y-BHPOOHHKA, 110 BUPO6IAB JikapcbKmii 3acib

HA MOMEHT HPOBE/ICHHS KIiHIYHOro BHNPOOYBAHHN:
JliBHHIS 3 BUPOGHHUIITBA IPOTHACTMATHYHMX JIIKAPCHKHX 3aco0iB (Astra

Pharmaceutical Production)
Cogeprai’e
IlIBerris

HazBa Ta axpeca 3aBoAy-BHPOOHHKA, IO napasi Bupob.asie JikapehKui
3acif: -
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Conepran’e

IIBeris

4. TIpoBencHi
JNOCIIHKESHHS:

Tak

1) THO NiKapCHKOro
3aco0y, 3a AKUM
nposomiacsa abo
IUTaHy€EThCS peecTpanis

Jlikapcbkuii 3aciG 3a TOBHUM JO0ChE (ABTOHOMHE JIOCKE)

5. IloBHa Ha3Ba

JocimKenns 6e3neyHocTi Ta eeKTHBHOCTI 3aCTOCYBaHHA 6yf_[ecom,uy

KJIiHIYHOTO (Tlynemikopt®), cycneHsii A He6ynan3epa y NOpiBHAHHI 3 TPaJHULIIHHOIO
BHINPOOYBaHH, Tepaniero aCTMH 4epe3 52 TKkHi Buucpmoro NiKyBaHHA B JiTeH, XBOpHX Ha
KOZIOBaHUI HOMEP acTMy, BikoM 8 POKiB i Monoaue, focnimxenns 04-3069B.

KJIiHi4YHOrO

BUNpOOyBaHHA

6. @a3a KIiHIgHOTO
BUNPOOYBaHHA

I -

7. Tlepion npoBecHHS
KJTiHIYHOTO
BUNPOOYBaHHA

3 5x0BTHA 1994 p. nio rpyaeHs 1996 p.

8. KpaiHnu, ne
HPOBOIIIIOCS KITiHIYHE
punpoOyBaHHA

CHIA

9. KinekicTb
IOCITiPKYBaHHX

3aruiaHoBaHa: 240
daxTruHa: 272 (KiIBKICTh paHIOMI30BaHUX YYaCHHKIB)

KOH®IIEHLIIHA I[HOOPMALILA,
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10. Mera Ta BTOpHHHI
LTI K1iHI9HOTrO
BUMpPOOYBaHHA

L1ini HBOTO JOCIiKEHHS NOMATATH B OLIHIIi 6€3MeYHOCTi TPHBAJIOTO —
3aCTOCYBaHHS HaMHIKYOI iHAUBiMyanbHOI MiATPMMYBaIBHOI JO3H
6ynecoHiny, cycnensii s HeGynaiizepa, Iy 3aCTOCYBaHHI POTATOM
nepioy 50 1 poKy B NOpiBHAHHI 3 TPaAHUIHHOIO TepaNi€o acTMH B JTei,
XBOPHUX Ha acTMy, BiKoM BiT 6 Micauis 10 8 pokis.

11. JTusaiiH KIiHIYHOTO
BUNPOOYBaHHs

BaraToLeHTpoBe, paHIOMi30BaHe, BiIKPUTE, KOHTPOJIBOBAHE 33 AKTHBHUM
npenapaToM JOCTi[UKEHHA B MapaieibHUX rpynax.

12. OcHoBHi kpuTepii
BKJIIOYEHHS

IliTi, XBOPi Ha acTMY, SIKi YCHILIHO 3aBepIuuIn a3y 12-THKHEBOTO
nikyBaHHS B TOZIBiitHOMY ciinomy peskimi pociimkenns 04-3069 abo.
NPUMHHIIIH y4acTh y (asi likyBaHHs B IOJBIHHOMY C/IiNoMy pexuMi depes
notpeby npuiioMy nepopanbHHX KOPTHKOCTEPOIIB Ul JIiKyBaHHS
noripieHHs nepediry acTMu.

13. ocnimxypanuit
JiKapchKuii 3aci6,
crocib 3acTocyBaHHI,
cwia mii

Byneconin (0,125, 0,25 Ta 0,5 Mr/Mx), cycniensito mid HeOyiaiisepa,
BBOMITH depe3 HeGynaiisep Pari LC-Jet Plus, nix’eHanuii 10 koMmpecopa
Pari Master (ITapi Pecnipatopi Exsinment, Inux. (Pari Respiratory
Equipment, Inc.), Piumonn, wrar Bipmiunis, CILIA) 3 mackoio abo
3aryOHUKOM. B
Jlo3u nounHasucs 3 0,5 Mr ofus pa3 Ha 106y (1 p/n) BpaHui 3i cnpobaMu
3MEHIIUTH J103Y MiJ] 4ac KoxHoro Bisuty £0 0,25 Mr 1 p/a BpaHLy, a Jani mo
0,25 Mr 4depe3 JieHb BPaHili, 3 IONAIBIIMM NPHIMHEHHAM JiKyBaHH!
6yIecOHiIOM 3a pillleHHAM JocTiHIKa. MakcuMaibHa J03BOICHa 1032
6ymecoHiy, cycnensii ayis HeOynaiizepa, craHosiIa 1,0 mr 1 p/n.

14, Tipenapat
MOpiBHAHHA, 1033,
CIOCi0 3aCTOCYBaHHA,
cwia Iil

TpaauuiiiHa Teparmis acTMH (30KpeMa [B2-arOHiCTH, MCTHIKCAHTHHH Ta
iHrasAuiiiHi HecTepoimHi NMpoTH3analbHi Jikapehki 3acobH, ane He
HraAUiiHI TTIOKOKOPTHKOCTEPOIaH) 3a PillleHHAM JOCIIAHUKA.

15. CymyTHs Teparis

TTin vac BiakpuToi a3y KOCTILKEHHS TO3BOJIATIOCA 3aCTOCYBaHHSA TAKUX
JMiKapchKUX 3aCO0IB 3 BiIOBIAHUMH OOMEKEHHAMMU:

«  JlikapchKi 3aco6H /Uis TIKyBaHHS aCTMH: TIALI€HTH, PaHIOMi30BaHi 110
rpYIH 3aCTOCYBAaHHSA TPaAULiiHOI Tepanii acTMH, MOTJIH OTPUMYBATH
JTiKyBaHHS Br-aroHiCTaMM, METHIKCAHTHHAMH Ta/aGo iHraAiHHIMH
HECTEPOITHUMH NPOTH3ANATLHAMH JTiKapChKUMH 3ac00aMu
(HanpyKnaz, HaTPilo KPOMOIVIIKAT) 3a pillieHHsM JOCTiAHHKA.

+  TlepopanbHi KOPTHKOCTEPOIH: 33 PIllIEHHAM AOCIIIHAKA JO3BOJISUTACS
IIOBTOPIOBaHi KypCH IIEPOPATBHOTO MPEAHI30HY /I KOHTPOIIIO
3aroCTPeHb aCTMH.

Trui stikapceKi 3aco6w, sSKi BBakanmucs HeoOXiaTHUMHU 11 Graronomy s
HaLi€HTa, JO3BOJIAUIACA Ha PO3Cy 1 AOCTiAHUKA.

16. Kpurtepii OLiHKH
e(eKTUBHOCTI

Le 6yJ10 HacamIepe/] AOCTi/LKeHHs Gesnekn. OHAK TaKOX OLIHIOBAIUCS

3MiHHI e()eKTHBHOCTI, 30KpeMa.

«  CepeyHi 3HaueHHs OLIHKH CUMIITOMIB ACTMH BHOYi Ta BACHb Y _
IMOPIBHAHHI 3 BUXiHUM piBHeM micia $a3u S2-THKHEBOrO JiKyBaHHI.

e PesyisTaTH JNiKyBaHHA MAL{EHTIB (30KpeMa HacTKa IaLli€HTiB, JKa
NPHNMHUIA YUACTb Y HOCHiLKeHHi 3 6y/ib-sKOi IPHIMHH Ta HacTKa
NAalieHTiB, KA NPUITHHKAIA YUacTh y AOCHi/UKeHH] Yepe3 NoripiIeHHs
nepebiry actMu).

«  YacTka MauicHTIB, AKa NpuiMaia repopaTbHuil IIPEIHI30H.

e Cepennbomo6oBa KUIbKICTE NPEIHI30HY, L0 3aCTOCOBYBANacs 11l
NiKyBaHHS MOTipLIeHHs nepebiry acTMH. -

«  KinpKicTs AHIB 32CTOCYBaHHS MPUHLMIIOBO HOBOTO (GPOHXOMMIATATOD)
JiKapCchKOro 3acoby.

KOH®IAEHLIIMHA THOOPMALIL,
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«  CripoMeTpu4He JOCIIMKEHHA 3MiHHUX eekTHBHOCTI (06°eMy
dopcopanoro Bumuxy 3a 1 cekynny [ODB], nikoBoi BAAKOCTI
BHIIMXY Bi/l CEpEHBOT MOJIOBUHY (POPCOBAHOT KHUTTEBOI EMHOCTI JIET€Hb
[TTILIB,5.75%] Ta hopcoBaHoi XKHTTEBOI €MHOCTI Jerens [DXKEIT])
TPOBOMIIOCS TIi/l YAC KOXKHOI'O Bi3HTY /10 KIiHIKH B IIArpyTi Malli€HTiB,
3[aTHUX BUKOHATH CHiPOMETPiro.

IikoBy mBHakicTk Bumuxy (ITLIB) BUMipIOBaIH IOJICHHO BpaHUi T&
BBedepi B MiArpyi NaLieHTiB, 3AATHUX MPOHTH AOCITIHKEHHS
BusHaueHHs I1I1IB.

»  3MiHH B OLIHII CTaHy 340POB’A, 30KpeMa pe3ybTary 3a
Mo M}ikOBaHOK WIKAJIOK OLHKH dyHKIioHansHOTO cTatycy II (R)
CTaHY 3/10pOB’s JliTelt Ta OLIHKH 3arajIbHOro CTaHy 30POB’s 32
mkanoo RAND.

«  BingMmiHHOCTI y BAKOPUCTAaHHI peCypCiB OXOPOHHM 30POB’ s, MOB’A3aHUX
i3 aCTMOIO, T2 HETIPAMHMH BUTPAaTaMH Ha OXOPOHY 3[0pOB’s.

17. Kpurepii oninku
Gesnieku

OLiHIOBAaHUMM 3MIHHHMH Ge3reqHocTi Oyiin: =
«  3apeectpoBani HeGaxaHi spuiia (H).

o BazanpHuii piBeHb BpaHili Ta CTUMY/I50BaHHH aPEHOKOPTHKOTPOITHAM
ropmonoM (AKTT) piseHb KopTH30Jy B IL1a3Mi KpoBi (GyHKuis
rinoranamo-rinogizapro-aapenanosoi [I'TA] Bici) y niarpyni
HaLli€HTIB.

o 3Mminu npu disukaisHOMY 00CTeXKEHH] (30KpeMa pocTy, AKUH
BHMIPIOETHCA 32 IOMIOMOTOIO CTaiOMEeTPii), OCHOBHUX (i3i0Nn0riyHuX
MOKa3HHUKIB Ta KIiHiK0-1a60paToOpHUX aHali3iB (30KkpeMa -
opodapHHreabHUX Ta Ha3aNBHUX IPUOKOBHX KyJIbTYP).

18. CraTucTHuHi
METOIH

Jlns cepeHiX 3HA4YEHb y MeXKaX rPyM JiKyBaHHs BUKOPHCTOBYBAJIH OMMUCOBY
CTAaTHCTHKY 3 95% nosipunmu intepanamu (JII). [ljis nopisHsHHs pisHULI B
NPUNUHEHH] NPHIOMY JOCIIIDKYBAHOTO JIiKyBaHHS TALliEHTaMH
BUKOpHCTOBYBayH Kpusi Karana-Meiiepa. Yactora wiinidnnx H Gyna
CKOPHMTOBaHA HA TPUBATICTb YHaCTi B IOC/I/DKEHHI 3 BUKOPHCTAHHAM Mozenti
NPOTNOPHiHHMX pU3HKiB. [1s BU3HAUEHHs 6a3a/IbHOTO PiBHS BPaHLI Ta
crumyssosadoro AKTT piBHs KOPTH30/TY B IJ1a3Mi KPOBi BUKOPHUCTOBYBAITH
aucnepciinuit ananis. [IIBUAKICTE POCTY OLIHIOBATH 3 BHKOPHCTAHHAM
OLHOK, 3AiiCHEHHX METOIOM HalMEHIINX KBaJipaTiB, TAHT€HCA KyTa HaXHITy
niniiiHol perpecii.

19. Jdemorpadiuni
MOKa3HUKHU
JOCIIIIKYBaHOT
nomyJiAil (crats, Bik,
paca TOIIO)

Vcporo B AOCIImKeRHA 6yo paHaoMizoBaHo 272 namienTa: 182 nawienTa 1o
Iy 3acToCyBaHHs GyfecoHiny, cycnensii a1a neGynaisepa ta 90
TALi€HTIB 10 TPYIH 3aCTOCYBaHHA TPaJMLiHHOI Tepamii acTMH.

Yo10BiKM CTAHOBIIH 66,9% paHAOMi30BaHHX MauieHTiB; 73,5% nauieHTis
HaJIEKATH JI0 EBPOMNEOinHOI pacH, 14,7% nallieHTiB 10 HErpoinHOI pacH,
8,1% nawieHTiB MaJIy TaTHHOAMEPHUKAHChKE MOXOkeHHs, 0,4% TMaLieHTIB
MAJTH CXilHe MOXOMKEHHs, a 3,3% — «iHumey. CepeHe 3HaYSHH +
cranzapTHe BinxuieHHs (CB) Biky, Bar Ta pocTy Ha MOMCHT paHzomizanii
cTaHoBIIO 59,0 + 26,2 Micsans, 43,5 + 15 ¢ywnris (19,7 £ 6,8 xr) Ta 107,0 £
16,9 cM, immoBimno. Cepenne 3Ha4eHHs + CB OLliHKH CHMNTOMIB aCTMH
BHOYI Ta BACHb HA MOMEHT paHaoMizauii cranosuno 0,69 + 0,64 10,74 &
0,65, BigmoBigHo. I’ aTaecsT wicTh BiACOTKIB MALIEHTIB MOTJIM BUKOHYBAaTH
MaHimynauii gyis susHadenns IIB. Cepenni snauenns IT1IB + CB BpaHIIi
Ta BBe4Yepi Ha MOMEHT paHnoMmisauii craHosmmu 150,8 + 45,0 Ta 158,1 £
47,2 n/xs, signosinso. TPHAUSTE LICTh BiACOTKIB MALliEHTiB MOITIH
OC/IiZOBHO BUKOHATH MaHimysuii criipomerpii. Cepenne sHaueHHs OOB; +
CB Ha MOMEHT pasgoMisailii craHoBuio 1,21 £ 0,34 1.
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20. Pezynbtatn
edeKTHBHOCTI

YacTka NMalLi€HTIB, Ka IPUIXHIWIA YYacTh y JOCHTiKEeRH], y Tpymi
3aCTOCYBAHHS TPAAMIIMHOI Teparii actMu Gyna 3HauHO GiNBIIOIO, HK Y
rpymi 3acTocyBaHHs GyHecOHiy, cycreHsii as neGynaiizepa (32% y
nopiBHsaHHI 3 14%, Bignosinuo; p = 0,001). Po3paxyHok 4yacy no
NpPHUIMHEHHS MPHHOMY TOCIiKYBaHOTO JiKyBaHH:A MeTooM Kariana-
Meliepa mokasaB, 11O NALEHTH, SKi OTPUMYBAIM GYAECOHIM, CYCTIEH3II0 ULA
HeGyalizepa, NOBIE OTPUMYBAIH AOCIIIKYBaHE JTiKyBaHHS B MOPiBHAHHI 3
MaLi€HTaMH, AKi OTPUMYBAIIM TPaAULiliHy Tepaiio acTMH. YacTka nalieHTiB
y TpYIIi 3aCTOCYBaHHs TPaJUIiHHOT Teparil acTMH, sKa NPUIUHIUIA y4acTh y
JOCTi/pKeHHi yepe3 noripienHs nepebiry actmu (16%), Gyna Takox
GiIBLIOIO, HiXK Y TPYHi 3aCTOCYBaHHs GyReCOHiy, CycleH3il it
HeGymaiizepa (< 1%); 1 pisHun GyJ1a cTaTHCTHYHO 3Hadymomwo (p < 0,001).

Pe3ynbTaTH OLLIHKH CHMITOMIB aCTMHM BHOYI1 T2 B/ICHb, & TAKOXK
3aCTOCYBAHHS NEPOPATLHOrO NpeHi30Hy HaBeseHi B Tabmuui 1. Cepenni
3MiHH JaHHX OCTAHHBOTO CIIOCTEPEKEHHS B MOPIBHAHHI 3 BUXiTHAM PiBHEM
IUIS OLiHKM CHMITTOMIB acTMH 6YJIM CXOXKHMH Y 2 IpyTIax JIIKyBaHHS, 3
nepekputTaM 95% JI. BincoTok mamienTis, ki noTpeSyBaiu 3aCTOCYBaHH!
TIEPOPAIIBHOTO MPE/IHI30HyY V1s IKYBaHHs: acTMH, GyB MEHIIMM y rpymi
sactocyBanHs GynecoHiny, cycnensii juia HeGynaiisepa, y NOpIBHAHHI 3
IPYTIOI0 3aCTOCYBaHHS TpafHLiHOT Teparii acTMH.

Ta6muus 1. Cepenns 3mina Bia Buxianoro pisHs (ocTansi 14 anis JikyBaHHA B
noAgiitHoMYy cJinomy pexunmi) y nopiBHAHHI 3 JAHUMH OCTAHHBOTO CMIOCTEPEKEHHS
AiKYBAHHS Y BIIKPUTOMY pesHMi 415l OUIHKH CHMNTOMIB ACTMH BHO'i Ta B/CHD, A

TAKOK 33CTOCYBAHHH MEPOPAJILHOTO MPeiHIloHY.
JlikyBaHHs Y BiikpuTOMy peiknmi

3miuna Tpaauuiiina BYRGC?HIJ‘.I.
Tepanis ACTMH e
pO3NHJICHHS
Ouinka CHMOTOMIB aCTMH:
Cepeans 3MiHa Biff BUXiHOTO piBHS
VHoui -0,05 -0,09
95 % A1 -0,18-0,09 -0,19-0,01
) @81) (179)
Vnens -0,09 -0,10
95 % M1 -0,23-0,05 -0,20-0,00
(n) (80) (178y
3acTocyBaHHA MPEIHI30HY:
KinekicTh namieHTiB, fKi 3aCTOCOBYBaNM
TIpeAHI30H i Yac JOCTiIKERHS:
Hi 42 (47%) 98 (54%)
Tak 48 (53%) 84 (46%)
Cepennbon060Ba KibKiCTh 3aCTOCYBAHHS
(mr):
Cepenne CB 0,53-0,70 0,47-0,96
Meniana 0,23 0,00
(n=90) (n=182)

V migrpynax naujieHTiB, 31aTHHX MOCTIHHO BUKOHYBATH MaHImymamii 1
suMiproanns ITIIB B 06ox rpynax JikyBaHHs, crioctepiranucs nogicHi
noxpamenHs [TLIB spanui Ta BBevepi 3 mepexpurrsm 95% JI Misk 2
rpynamu JiikyBaHHs. ¥ MiArpynax nauieHTis, 34aTHUX TOCTIHHO BUKOHYBATH
maHinyaaLii cnipomeTpii, cnocrepiramucs noxi6Hi noxpawenns OBy,
DIKEJT Ta ®HKE2s.75% MK IpyTIaMu JTiKyBaHHS.

V nauieHTiB rpymH JiKyBaHHs GyI€COHINOM, Cycnensieo il HeOyaisepa,
CIIOCTEPIranycs YUCeNbHi MOKPALIEHHS B MOPIBHAHHI 3 TPAJMLIHHOIO _
Tepanicio acTMH 32 MOM(IKOBAHO MIKATOK OLIHKH (QYHKIIIOHATLHOTO
cratycy II (R) 3aranbHoro Ta crienudiqHoro cTaHy 310pOB’s, a TAKOXK
OLIHKM 3ara/ikHOro CTaHy 310pos’s 3a mkanoo RAND-ALL. BigminsocTel
MK IpyIaMH JTikyBaHHS B 3MiHHAX BUKOPHCTAHHS PeCYpCiB OXOpOHH
3[IOpOB’S T HEMPAMMX EKOHOMIYHHX KiHIIEBHX TOYKAX HE CIIOCTEPIraiocs.

KOH®IJIEHIIIHHA IHOOPMALILA,
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21. PesyneTaTH [Ipo BUNanxu JIETAIBHOIO Pe3yJIbTaTy B LILOMY JOCIIi/UKEHH] He

Oesnexu TOBiOMJISIIOCA. 3arasioM moBiiomitsiocs mpo 21 cepifosHe HebaxkaHe
ssumie (CHS) B 19 naujenris (4 CHA B rpyni 3acTocyBanHs TPaAMLIHHOL
Tepanii actmu; 17 CHS B rpyni sactocysanus Gyneconiny). [lBa naiients
MPHITMHAIIA YUacTh y Jociiukenni yepes HSI (mo oaHoMy B KOXKHH rpymi
nikysanns). Yei CHS ta HS, 1mo nprssenn 10 NpUNHHEHHS y4acTi B
JOCJTi IPKEHHI, OL{HIOBAIHCA AOCTITHAKOM SK MATOHMOBIPHO NOB’A3aHi 3
HOCIIDKYBaHHM JiKyBaHHAM. [1ic/s1 BHECEHHS NONPAaBKH HA TPHBAMICTH
Y4acTi B IOC/TIKEHHI, KITHIYHO 3HAUYIIMX BiAMIHHOCTEH Y THIII, YacTOTi
a6o ctyneni Tsokkocti HS Mik rpynamu nikyBaHHS He BiMidanocs.
KiHiuHO 3HaUyIIHX BiAMIHHOCTEH Mk rpynaMu JIiKyBaHHS 3 OIJIANY Ha
OCHOBHi (izionoriuni moxasHuKH a6o pe3ynbTaTH (i3UKaIBHOr0
06CTEeXKEHHS HE CIIOCTEPIranocs; TakoX He 0yJI0 BUABICHO O4CBUAHMX
BiAMIHHOCTeil Y YacTOTi KIiHI4HO 3HAaYyIIMX 3MiH IPHOKOBHX KYJIETYP
HOCOBOT a60 POTOBOT HOPOXHUHH MK IPYTIaMH JIIKyBaHH!.

OWiHKH JUisl BU3HAYESHHA MOMJIMBOTO BIUIUBY AOCHIDKYyBaHOTO JIiKYBAHHS Ha
GasaibHi piBHi Ta cTumynrosani AKTT piBri KOpTH30TY B 1Ia3Mi KPOBi B
MiATPYNAaXx MAIieHTIB, AKUM POBOJMBCS TECT, 3HAYHHX BiIMiHHOCTEH MiXK 2
rpynamMu JiKyBaHHS 3a niepiof 1o 1 poky He BusswiIM. Kpim TOro, o3nak
npurHiuenns I'TA Bici B nanieHTiB, AKi OTPUMYBaIIH JTiKYBaHHI
6y/IeCOHIIOM, CycneHsieio utst HeGysaiisepa, He CrioCTepiraiocs.

OUiHKH 1S BU3HAYCHHSA MOMXJIMBOTO BIUIMBY AOC/IiDKyBaHOIO JIiKyBaHHS Ha
JOBXKMHY/3picT Tina (cTamioMeTpis) He BUABWIN CTATUCTHYIHO 3HATYIINX
BiaMiHHOCTE} MiXk 3acToCyBaHHAM GyaecoHimy, cycnensii ans HeOynaiisepa,
Ta TPAIMLIHHOO TEPAIli€l0 aCTMH B CEPEIHIX 3HAUCHHAX 3MiHH B
CIIOCTEPEsKYBaHOTO PocTy MpoTAroM 1 poxy B OyIb-sKoro 3 HaLi€eHTiB
HE3aIEKHO BiJl CTaTi.

22. BUCHOBOK Y miacyMKy CITil 3a3Ha4YHTH, 10 3aCTOCYBaHHs OyECOHINY, CycreHsii A
(3aKTIOYEHHS) HeGyaiizepa, y mo3ax Bix 0,25 Mr depes AeHb 1o 1,0 mMr 1 p/x mporarom
poKy 6yi10 GesnedrumM, AoGpe NEPEHOCUMAM T2 ePEKTHBHUM y JKyBaHHi
ACTMHM B HEMOBJIAT Ta MAJIOJITHIX fiTeif BikoM Bin 6 micsiis o 8 pokis.

3agBHEK (BJIACHUK IMiznucano y mporpami DocuSign:
peecTpauiiiHoro /migmmac/ -
TIOCBiA4CHHS) 97094F653B284D5...

JI-p Ixasxymap 'ypyrartas (Dr. Jayakumar Gurunathan)

i)

/miamuc/

Ileuatka: Ykpaina, M. Kuis, ToBapuCcTBO 3 0GMEXEHOIO BigmosiganenicTIo KACTPA3ZEHEKA
VKPATHA», Inenrudikauiiiauit kox 37037434,

Ilefi mepexiag 3 aHTMIIACHKOI MOBH HA YKpaiHCBKY MOBY 3pOGICHO MHOI, NEpEKiajaieM
Kocrrounk IOmniero CepriiBHoIO P -
77

KOH®IJIEHIIIHA IHOOPMALILA,
1[0 € BJIACHICTIO KOMITAHII 535



Clinical Trial Report

1. Name of Budesonide AstraZeneca (International Non-proprietary Name Budesonide)
medicinal product
(Marketing
Authorisation
number, if any)

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

Astra USA, Inc

50 Otis Street

Westborough, MA

United States of America (USA)
01581-4500

Current MAH details:
AstraZeneca AB

SE-151 85 Sodertilje

Sweden

3. Manufacturer Manufacturer details in the CSR:

Astra
Sweden

Current manufacturer details:
AstraZeneca AB
SE-151 85 Sodertilje

Sweden

4. Conducted Yes
studies:

1) type of medicinal | Medicinal product with complete dossier (stand-alone dossier)
product for which
registration was
conducted or
planned to be
conducted

5. Full title of the A study of 3 dose levels of budesonide (Pulmicort®) nebulising suspension and
clinical trial, code placebo in asthmatic children aged between 4 and 8 years, Study 04-3072.
number of the
clinical trial

6. Clinical trial 11

phase

7. Clinical trial time | From 13 May 1994 through 11 November 1996
frame

8. Countries where USA
the clinical trial was
conducted
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9. Number of
subjects

Planned: 180
Actual: 178

10. Primary and
secondary
objectives of the
clinical trial

The objectives of this study were to compare the relative efficacy and safety of
budesonide nebulising suspension, 0.25, 0.5 and 1.0 mg administered twice a day
(BID), versus placebo, in inhaled steroid-dependent paediatric asthmatic patients aged
4 to 8 years.

11. Clinical trial
design

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

12. Key inclusion
criteria

Paediatric inhaled steroid-dependent asthmatic patients aged 4 to 8 years with a

diagnosis of asthma as defined by the National Institutes of Health of the United States

Department of Health and Human Services, including:

s  Exacerbations of cough and/or wheezing on a frequent basis, including nocturnal
asthma, with infrequent severe exacerbations, during the last 6 months.

o Daily use of an inhaled steroid and periodic use of breakthrough medication
(bronchodilator) for at least 3 months prior to Visit 1.

e A baseline forced expiratory volume in 1 second (FEV ) > 50% of predicted and
reversibility of > 15% at 15 + 5 minutes after a standard dose of an inhaled
bronchodilator (albuterol).

13. Investigational
medicinal product,
method of
administration,
strength

Budesonide (0.125 mg/mL, 0.25 mg/mL and 0.5 mg/mL) nebulising suspension, 0.25,
0.5 and 1.0 mg BID, via a Pari LC-Jet Plus nebuliser connected to a Pari Master
compressor (Pari Respiratory Equipment, Inc., Richmond, Virginia, USA) with a
mouthpiece.

14. Comparator,
dose, method of
administration,
strength

Placebo via a Pari LC-Jet Plus nebuliser connected to a Pari Master compressor with a
mouthpiece.

15. Concomitant
therapy

Patients on maintenance immunotherapy must have been on a constant dose for at least
2 months prior to Visit 1, and remain on a constant regimen (dose and frequency)
during the course of the double-blind phase of the study. Patients could not begin
hyposensitisation therapy during the course of the study.

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

16. Efficacy
endpoints

Primary efficacy variables were mean changes from baseline in night-time and

daytime asthma symptom scores over the 12-week treatment phase.

Secondary efficacy variables were:

o  Patient outcomes, including the proportions of patients who were discontinued
from the study for any reason and the proportion of patients who were
discontinued from the study due to worsening asthma.

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

e  Spirometry test variables (FEV, forced expiratory flow during the middle half of
the forced vital capacity [FEF2s.5%] and forced vital capacity [FVC]) performed
at clinic visits.

CONFIDENTIAL AND PROPRIETARY
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e  Peak expiratory flow (PEF) measured daily in the morning and evening.

17. Safety endpoints

e  Reported adverse events (AEs).

o Inasubset of patients, morning basal and post-adrenocorticotropic hormone
(ACTH) stimulation effects on plasma cortisols (hypothalamic pituitary adrenal
[HPAJ-axis function).

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

18. Statistical
methods

Analysis of variance was used to compare differences between treatment groups for all
efficacy variables, with the exception of patient outcomes, which were analysed using
Fisher’s exact test. Analysis of variance was also used for morning basal and
post-ACTH-stimulation effects on plasma cortisols. Descriptive statistics were used to
present all other safety data.

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

A total of 178 patients were randomised into the study. Patient demographics were
similar for the 4 treatment groups. Males comprised 61.8% of the randomised patients;
84.3% of the patients were Caucasian, 10.1% were Black, 4.5% were Hispanic and
1.1% were “Other” ethnic groups. The mean + standard deviation (SD) age, weight
and height at screening were 80.6 + 16.1 months (range: 48 to 108 months),

55.4 +15.0 pounds (25.1 + 6.8 kg) and 121.5 + 10.0 cm, respectively. The mean + SD
duration of asthma at screening was 50.8 + 22.5 months. The mean + SD night-time
and daytime asthma symptom scores at baseline were 1.10 + 0.59 and 1.34 £ 0.50,
respectively, and the mean + SD morning and evening PEF values at baseline were
160.8 £53.1 and 166.7 + 53.9 L/minute, respectively.

20. Efficacy
outcomes

Results for night-time and daytime asthma symptom scores, the number of days of use
of breakthrough (bronchodilator) medication, morning and evening PEF and FEV are
presented in the table below (data are expressed as the adjusted mean change from
baseline over the 12-week treatment phase, with all patients treated and the last value
carried forward).

Placebo Budesonide Nebulizing Suspension
0,25 mg BID | 0.5 mg BID 1.0 mg BID

Nighttime Asthma Symptom Score (n=44) (0=47) (n=42) (n=44)

~0.08 -0.36* -0.37° 0.36°
Daytime Asthma Symptom Score (n=44) (n=47) (n=42) (n=45)

-0.11 -0.45* -0.53* -0.55¢%*
Number of Days Use of -3.14 -5.56* -6.66"" -6.00*
Breskthrough Medication
Moming PEF (L/min) -1.3 15.3%* 11.8* 10.4*
Evening PEF (L/min) B 3.0 14.9 11.6 13.2
FEV,(1) n=41 =46 n=42 =45

-0.01 0.05 0.08* 0.07
*p <0.050 and **p 50.010, versus placebo

The total proportion of patients who discontinued from the placebo group (43%) was
greater than in the budesonide nebulising suspension groups (13%, 12% and 20% for
0.25, 0.5 and 1.0 mg BID budesonide, respectively). The differences between the
placebo and budesonide nebulising suspension groups were statistically significant
(p < 0.023). The proportion of patients in the placebo group discontinuing due to
worsening asthma (36%) was also greater than for the budesonide nebulising
suspension groups (11%, 2% and 13% of patients for 0.25, 0.5 and 1.0 mg BID
budesonide, respectively); these differences were statistically significant (p < 0.015).
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21. Safety outcomes

There were no deaths reported in this study. A total of 5 patients had AEs resulting in
discontinuation from the study: otitis media/sinusitis (placebo), lymphadenopathy
(placebo), chest pain (0.5 mg BID budesonide), rhinitis/sinusitis (1.0 mg BID
budesonide) and respiratory infection (1.0 mg BID budesonide). Two serious AEs
were also reported (Ilymphadenopathy in the placebo patient noted above and a fracture
in a patient in the 0.5 mg BID budesonide group). The incidence, type and severity of
other reported AEs were similar between placebo and the budesonide groups. There
were no apparent differences between treatment groups in clinically significant
changes in vital signs, physical examination findings and laboratory tests (including
nasal or oral fungal cultures). There were also no clinically significant differences
between the budesonide and placebo groups with respect to basal and
post-ACTH-stimulated plasma cortisol levels.

22. Conclusion

Budesonide nebulising suspension in doses of 0.25, 0.5 and 1.0 mg BID are effective

L

(findings) and well-tolerated treatments for inhaled steroid-dependent asthmatic children aged
4 to § years.
S\I/)Ipli:a:lt DocuSigned by:
arketing
Authorisation E akemar éWW/\aHMJA,
Holder) 970pFE53R2BADS...

Dr Jayakumar Gurunathan

(full name)
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Ilepexiiaz 3 aHTTIHCHKOI MOBH Ha yKPAlHCBKY MOBY

3BiT mpo KiiHiYHEe BUIPOOYBaHHA

1. HasBa ikapchKOro
3aco0y (3a

HasABHOCTi — HOMEp
peecTpaniifHoro
MOCBiT4EeHH)

Byzeconia Actpa3eHeka (MiKHapoJHA HeTIATEHTOBaHA Ha3Ba — GyAECOHIN)

2. 3agBHUK

Hoknanna indbopManis Npo BAACHHKA PeECTPALIHHOTO nocsiguenus (MAH) vy 3BiTi
npo kiiniune gocaimxennsn (IKJ):
Actpa CIIIA, Ink (Astra USA, Inc)

50 Oric Crpir

Vect6opo, mTaT MaccadyceTc

Cnonyueni Illtarn Amepuku (CIIA)

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

IMorouna gokaaana indopmanin npo MAH:
Actpa3eneka AB (AstraZeneca AB)

SE-151 85 Comepran’e
IIBenis (SE-151 85 Sodert4lje, Sweden)

3. BupoOHuxk

JNownanna indopmanin npo BUpoGHHKA B 3K
Actpa
IIBenis

[MoTouna nokaanna indopmaiis npo BHpoGHUKA:
Actpa3eneka Ab (AstraZeneca AB)

SE-151 85 Cogeprar’e
IIsenis (SE-151 85 Sodertélje, Sweden)

4. TIposeneHi
JOCTiIKeHHS:

Tak

1) Tun nikapcHKOro
3aco0y, 3a AKMM
npoBoIUIacs abo
IUIaHY€ETHCA
peecTpalis

JlikapchKHuit 3aci0 32 IOBHEM JOCHE (ABTOHOMHE JIOCHE)

5. IloBHa Ha3Ba
KJITiHIYHOTO
BHIPOOYBaHHI,
KOJIOBaHHI1 HOMEp
KIiHi9HOTO
BUIIPOOYBaHH

JlociKeHEs 3acToCyBarHs 3 103 Gyneconify (ITynbMikopt®), cycrnieHsii ana
neGyumaiisepa, Ta miane6o B [iTeH, XBOPUX Ha aCTMY, BiKOM Bifi 4 10 8 POKIB, IOCIiIKCHHA
04-3072.

6. ®aza KIHIYHOTO
BUMpPOOYBaHHA

111

7. Ilepion MpoBeaeHHS
KIiHIYHOTO
BHIIPOOYBaHHA

3 13 Tpasnsa 1994 p. mo 11 nucromana 1996 p.

8. Kpainm, ne
IpOBOIIIIOCA KIIiHiUHE
BANpPOOYBaHHA

CIIA

KOH®IJEHIIMHA THOOPMALILA,

1110 € BJIACHICTIO KOMITAHII
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9. Kinskicts
JOCITiIKYBaHUX

saraHoBaHa: 180
®akTiyHa: 178

10. Merta Ta BTOpHHHI
uini kriHigHOTO
BUNPOOYBaHH:A

Iini WBOTr0 ZOCIHIIKEHHA MOJATANH B IOPIBHAHHI BiTHOCHOT eheKTHBHOCTI Ta Ge3neaHOCTi
3acTOCYBaHH:A OyIecoHimy, cycnensii as Hebynaiisepa, y nosi 0,25, 0,5 Ta 1,0 Mr 8a pasu
Ha 06y (2 p/m) y nopiBHsHHi 3 IaneGo B AiTel, XBOPHX Ha acTMY, BikOM Bif 4 10 8 POKiB,
AKi 3aIeXaTh BiJl iHramsIifHUX cTepoimis.

11. u3aiid KIiHIYHOTO
BUNpPOOYBaHH:A

BaraToLieHTpoBe, paHAOMi30BaHe, MOABiiiHe Cline, MWIale6o-KOHTPOJIFOBAHE IOCIIIKEHHS,
1110 IIPOBOAMIIOCS B NApaIEIbHUX IPymax.

12. OcHOBHi KpuUTepii
BKIIOUEHHA

JliTy, XBOpi Ha acTMy, BikoM Bix 4 o 8 poKiB, sKi 3a/IeKaTh Bill iHraALiIHHIX CTEPOIIB,
3 MiarHOCTOBAHOO ACTMOIO 33 BH3HAYeHHAM HauioHaMbHUX IHCTHTYTIB OXOPOHHU 310POB’ A
MinicTepcTBa OXOpOHH 300pOB’s Ta colianbHux cmyx6 CILIA, sokpema:

e YacrTi 3arocTpeHHs KalLULO Ta/afo XPUIIiB, BKIOYHO 3 HIYHHUMH [POABaMU aCTMH,
HEYaCTHMH 3aroCTPEHHAMH TSHKKOTO CTYIICHA IIPOTATOM OCTAHHIX 6 MicALiB.

»  Il{omeHHe 3aCTOCYBaHHs iHrAIALIHHAX CTEPOIMiB Ta EPIOAUYHE 3aCTOCYBAHHA
TIPHHIMITOBO HOBOTO JIIkapChKOTro 3aco6y (6poHXOMMIATATOP) MPOTATOM,
moHaliMeHme, 3 MicaliB fo BisuTy 1.

«  06’eM dopcoaHoro BUmUXy 3a 1 cekyray (O®B1) Ha BuxigHOMY piBHi > 50%
TPOTHO30BaHOTO 3HAYEHHS Ta 3BOPOTHICTH > 15% vepe3 15 + 5 XBIUIHH mic/A ]
3aCTOCYBAHH CTAHAAPTHOT JI03H iHransuiiHoro Gponxomuiararopa (ansbyrepon).

13. HocmimxyBaHuii
JikapceKuii 3aci6,
croci6 3acTocyBaHHA,
cwna ail

Byneconin (0,125 mr/mi, 0,25 Mr/mi ta 0,5 Mr/Mi), cycrensito fis HeGynaitsepa, y no3i
0,25, 0,5 Ta 1,0 Mr 2 p/a BBOmIIH Yepe3 HeGyumalsep Pari LC-Jet Plus, min’exnanui 0
xommpecopa Pari Master (ITapi Pecriparopi Exsimvenr, Iuk. (Pari Respiratory Equipment,
Inc.), Piumonp, mrar Bipmkunisa, CILA) i3 3aryGHHKOM.

14. TIpenapar
NOPiBHAHHA, 71034,
croci6 3acTocyBaHH,
cwia Iil

InaueGo BBOAMIN Uepes HeOymaiizep Pari LC-Jet Plus, nix’enHanuit 1o kommpecopa Pari
Master i3 3aryOHHKOM.

15. CymyTHs Tepallis

IMauieHTH, AKi OTPHMYIOTH MiATPUMYBANBEHY TEPAILil0, MAIH OTPUMYBATH TOCTiliHY A03Y
IpOTAroM, NpuHANMHI, 2 MicAIliB 10 BisuTy 1 Ta MPOXOBXKYBaTH OTPUMYBATH nocTiiHui
pexuM (103a Ta 4acToTa) mif Yac nepebiry noasiiHol ciinoi ¢pasu pocnimkenns. [anieaTn
He MOTJIM TIOYHHATH TiIOCEHCHOINi3youy Tepamnilo il 4ac HOCHTiIKEeHHA.

IHDIi fikapceki 3ac00H, He MPU3HAYEHI 1IA JTiKyBaHHA aCTMH, alie AKi BBRXKAIHUCH
HeoOXigHMHY Ans 671aromnoyqus nanicHra, Jo3BOIIINCA Ha PO3CY JOCITiMHHUKA.

16. Kpurepil olliHKH
edeKTUBHOCTI

Cepenni 3HAYEHHS OLHKY CHMIITOMIB aCTMHA BHOYI Ta BICHB Y MOpiBHAHHI 3 BUXiKHUM
piBHeM mics a3y 12-THXKHEBOTO JIiKyBaHH OyiIH IEPBUHHUMHE 3MiHHMMH €EeKTHBHOCTI.

BTOpMHHMMH 3MiHHUMH eeKTUBHOCTI Oyu:

Pe3yabTaTH JiKYBAHHS MALEHTIB, 30KpeMa JacTKa MALliEHTIB, AKa IPUITMHIIA YIacTb ¥
HOCTLIKEHHi 3 6y/Ib-1KOT IPUYHMHH T2 YaCTKA NALIEHTIB, AKa NPUIUHWIA Y4acTb Y
HOCTiIKeHH] gepe3 TOoTipIIeHHA Hepebiry acTMHu.

»  KinbKicTb qHIB, TiJ 9ac SKMX 3aCTOCYBaJIX IPHHIMIIOBO HOBUI (6ponxommnaTaToOp)
nikapcexuit 3aci. h

+  CmipoMeTpuuHe AOCIIUKEHH 3MiHHUX €(eKTUBHOCTI (O®B,), mikoBoi MBHAKOCTI
BHIIMXY Bill cepeHBOT ONOBHHH GopcoBaHOT KHUTTEBOT emuocTi Jierensb [TTIIB5.75%]
Ta dopcopanoi xUTTEBOT eMHOCTI Jierens [@IKEJI]) mposommmocs IiJ Bi3WTiB 1O
KIiHIKH.

IikoBy mBumkicTs BuarXy (I111IB) BMMipoBany 10JACHHO BpaHILli Ta BBeUepi.

KOH®IIEHIIIMHA THOOPMAIILA,

11O € BJIACHICTIO KOMITAHII
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17. Kpurepil ouinku
Oe3meKu

= TlosimomneHi HeGaxaHi sBuma (HA).

» 'V nigrpyni nauieHTiB 6a3aibHUi piBeHb BPaHIli T2 CTUMYJILOBaHUA
a[peHOKOPTHKOTPOIHMM ropmMoHoM (AKTT) piBeHb KOPTH30MY B ILTa3Mi KPOBi
(pynxuis rinoranamo-rinogisapro-anpenanosoi [[TA] Bici).

3minu npy QisuKaTEHOMY 0GCTEXEHH], OCHOBHHIX (i3i0N0riTHUX MOKAa3HAKIB Ta
KIiHiK0-TaGopaTopHIX aHaNi3iB (30kpeMa OpoQapHHreanbHUX Ta HA3ATbHAX

rpubKOBUX KYJIBTYD).

18. CratucTiuni
METOIH

JlucTiepCiiHMit aHATIi3 BUKOPUCTOBYBAIIH IS MOPIBHAHHA BiIMiHHOCTeH MK IpynamMu
JTiKyBaHHA 1S BCiX 3MiHHUX e(eKTHBHOCT], 32 BUHATKOM Pe3YJIbTaTiB JIKyBaHH] TIAHi€HTIB,
AKi aHATI3YBAM 3 BUKOPHCTAHHAM TOYHOT0 Kputepito @imepa. ucniepcinHuit aHayi3
TAKOX BHKOPHCTOBYBAIH [l BU3HA4eHHA 6a3aIbHOTO PiBHA BPaHL Ta CTUMYIE0BAHOTO
AKTT piBHS KOpTH301y B IUIa3Mi KpoBi. ONHCOBY CTATUCTUKY BUKOPHCTOBYBAIH UL
MpeACTABNEHH BCiX iHIINX JaHMX 3 O€3MeKH.

19. Hemorpadiuni
TIOKa3HUKH
IOCIiMKYBaHOT
nomyJAnii (CTaTh, BiK,
paca ToImo)

Vchoro B HOCHimKeHHs 6ynio pannoMizosaso 178 nanientis: Jlemorpadiuni
XapaKTepUCTHKHU NaieHTin Gy NoxiGHi it 4 rpyn JikyBarHs;. JoNOBIKH CTAHOBUIHA
61,8% pasgoMisoBaHuX malieHTiB; 8§4,3% NalicHTIB HaIEKaIH 10 €BpoIeoigHol pacy,
10,1% mauieHTiB A0 HErpoOiAHOL pacy, 4,5% NALEHTIB MaIH JIATHHOAMEPUKAHCBKE -
noxomkeHns, a 1,1% — «iHmey. CepeHe 3HaueHHs + cTaHIapTHe Binxuienns (CB) Biky,
Bard Ta pOCTY Ha MOMEHT CKpHHIHTY cTaHOBHIO 80,6 + 16,1 Micsaws (aiamason: 48-108
micsiiB), 55,4 + 15,0 dynris (25,1 + 6,8 kr) Ta 121,5 = 10,0 cm, BixnosigHo. CepenHe
3HayeHHs + CB TpHBJIOCTi aCTMH Ha MOMEHT CKpHHIHTYy cTaHoBMIO 50,8 £ 22,5 MicsIIA.
Cepenne 3HagenHs = CB OLiHKH CHMIITOMIB acTMH BHOYI T2 BICHb Ha BUXiZHOMY piBHI
ctanoBmio 1,10 0,59 ta 1,34 + 0,50, BinnosinHo, a cepenHe 3navenns [111IB + CB BpaHIi
Ta BBeuepi Ha BUXinHOMY piBHi cTaHoBwIO 160,8 + 53,1 Ta 166,7 + 53,9 /X8, BifmoBiZHO.

20. PezynbTat
e)ekTHBHOCTI

Pe3ynbTaTH OLHKA CHMIITOMIB aCTMH BHOY] T3 BIEHb, KibKICTh JHIB 3aCTOCYBAHHS-
IPHHLUIIOBO HOBOTO (GPOHXOAMIATATOp) Jikapcekoro 3acoly, ITIIB Ta O®B; BpaHLi Ta
BBEUepi MpecTaBleHi B TaGIHL HIDKYE (IaHi BUPaXXeHi IK CKOPHTOBaHa CEPe/HA 3MiHa Bix
BHXiHOTO piBHA micns dasu 12-THKHEBOTo NiKyBaHHsA, 3 yPaxyBaHHAM YCix TaLi€eHTIB, AKi
OTpUMANH JKYBaHHS, Ta [IEPEHECEHHAM YIIepesl OCTAHHBOTO 3HAYEHHS).

ILnane6o Byaeconin, cycnensia asa HeOyaiizepa
025mr2p/a | 05mr2p/n 1.0 mr2 p/n
OlLiHKA CHMITTOMIB aCTMH BHOYi (n=44) (n=47) (n=42) (n=44)
-0,08 -0.36* -0,37* 0.36*
O1iHKa CUMIITOMIB aCTMM BJICHB (n=44) n=47) (n=42) (n=45)
-0,11 -0,45* -0,53** -0,55%*
KinekicTs AHiB 3aCTOCYBaHHA NPHHLIMTIOBO -3,14 -5,56* -6,66%* -6,00*
HOBOT'O JKAPCHKOro 3aco0y
1B ppauui (n/x8) -1,3 15.3*#* 11,8* 10.4*
TI1IB vBeuepi (j1/xB) 3.0 14,9 11,6 13.2
OO®B, (L) n=41 n=46 n=42 n=45
-0,01 0,05 0,08* 0,07

*p < 0,050 Ta **p < 0,010 y nopisuaHHi 3 aue6o

3araisHa YacTKA MALIEHTIB, IKa IPUIMHIIA Y4acTh Y HOCIiHKEHHI B TPy 3aCTOCYBaHHA
mwiaue6o (43%) 6yna Gible, Hik y rpyIax 3acTOCyBaHHA GynecOHiAy, CycHeHsii A
HeGynaitsepa (13%, 12% Ta 20% w14 3aCTOCYBaHHA Gy AECOHIAY B 103i 0,25, 0,5 Ta 1,0 Mr
2 p/x, BiAnoBimHO). BinMiHHOCT] MiX IpyNaMu 3aCTOCYBaHHA IUIaue6o Ta OynecoHiny,
cycnensii a1 HeGynaiizepa, 6yiu CTATHCTHYHO 3HaUyIEME (p < 0,023). HacTka TIALIEHTIB,
sAKa TPHITMHMIIA Y9acTh Y HOCIIDKEHHI B TPyl 3aCTOCYBaHHA maiebo depes 3aroCTpeHHs
nepebiry actMu (36%) Gyna Takox Ginblue, HDK Y rpynax 3aCTOCYBaHHS OymecoHiny,
cycrensii nns HeOynaitzepa (11%, 2% Ta 13% nawieHTiB A1 3aCTOCYBAHHA OynecoHiny B
1031 0,25, 0,5 Ta 1,0 Mr 2 p/n, BiANOBixHO); Li BinMiHHOCTI Gy CTATHCTHIHO 3HAYYIIMMH

(p <0,015).

KOH®IJIEHI[IMHA THOOPMALILS,
11O € BJIACHICTIO KOMITAHII
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21. PezynbTatu
6e3nexu

TIpo BHNAAKH JIETANEHOTO Pe3YIBTATy B I5OMY JIOCTiUKEHH] HE IOBiIOMIIOCA. 3aranoM 5
namienTis Mamg HS, mo npu3Beiy 10 NPANMHEHHS y9acTi B JOCIIKEHHI: cepenHiit
oruT/cunycur (mnaue6o), niMdaneHonaria (maue6o), Gits y rpyauii kmiToi (6yneconin y
7031 0,5 Mr 2 p/m), pUHIT/CHHYCHT (Gynéconin y 103i 1,0 mMr 2 p/x) Ta pecniparopHa indexuis
(6ymeconin y-mo3i 1,0 mMr 2 p/). Takosxk HOBiXOMIISIIOCH PO ABa cepitosni HA
(mimMbameHONATIA B MALIICHTA IPYIA 3aCTOCYBaHH IL1ale60, 323HA4CHOT0 BHILIE, Ta NEpenoM
y TalieHTa TPy 3acTOCYBaHHA Gyneconiny B 103i 0,5 mMr 2 p/n). YacToTa, THII Ta CTYIiHb
TspkkocTi inmmix HSI, po BHHMKHEHHA AKUX MOBinomMIsinocs, Gy MOAIOHI MiX rpyniaMu
3aCTOCYBaHHA IUianeGo Ta 6yneCoHiny. OueBUIHUX BiIMIHHOCTEH Mi rpyaMu JIiKyBaHHA 3
OTJIAAY Ha KIiHIYHO 3HAYYINi 3MiHM B OCHOBHHX ¢izionoriyHNX NOKa3HUKaX, pe3ynbTaTax
dizEKanmbHOro 0GCTEXEHHA Ta KIliHiK0-1a00paTopHUX aHai3iB (30kpeMa rpUOKOBHX
KyJIBTYp HOCOBOI a60 POTOBOI IOPOXHUHH) He crocTepiranocs. Takox He crocTepiraocs
KIiHIYHO 3HAYYIUX BiAMiHHOCTeH MiX IpynaMu 3aCTOCYBaHHA Gyneconiny Ta miaue6o 3
orsiny Ha GasansHi piHi Ta crumynsosani AKTI piBHi KopTu3ony B TU1a3Mi KpoBi.

22. BucHoBOK
(3aKIOYeHHA)

3acrocysanns GynecoHiny, cycrensii ana neynaiisepa, B 103ax 0,25,0,51a 1,0 Mr2 p/ne
ed)eKTHBHHM Ta JoOpe IePeHOCHMEM 3aC000M JIIKYBaHHs U1 IiTe#, XBOpUX Ha 4CTMY,
pikoM Biz 4 10 8 pokiB, AKi 3anexats BiX IHrALIIHHIX CTEPOIB.

3aqBHUK (BIACHHK
peecTpaniiftHoro
MOCBiUEHHS)
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