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Clinical Trial Report

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

SABRIL®, 500 mg, film coated tablets

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes O no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Full name of the Clinical Trial,
clinical trial code

A Phase III Study of M071754 - A Single-Blind Study in Patients
With Infantile Spasms.
Protocol No. EFC12369.

6. Clinical trial phase

Phase III

7. Period of the clinical trial

From 31 January 2013 to 27 March 2014,

8. Countries where the clinical trial
was conducted

Japan (9 centers)

9. Number of study participants

Planned: 12 subjects.
Actual: 13 subjects.

10. Goal and secondary objectives of]
the clinical trial

To investigate the efficacy of orally-administered vigabatrin in
subjects with infantile spasms, using changes in spasms frequency as
an endpoint. Also to investigate the safety and pharmacokinetics.

11. Design of the clinical trial

Multicenter, single blind, placebo-controlled study.

The study consisted of 5 phases: a screening phase, a dose adjustment
phase, a maintenance administration phase, a dose tapering phase, and
a follow-up phase.

12. Main inclusion criteria

Patients (aged >4 weeks, <2 years) diagnosed with infantile spasms
manifested by spasms and hypsarrhythmia on electroencephalography.

13. The investigational medicinal
product, method of administration,
strength

Name: Vigabatrin, 500 mg granules for oral solution in sachet.

Route of administration: Oral use.

Dosage regimen: Vigabatrin (starting from the Day 4) 50 mg/kg/day
(25 mg/kg/day twice a day) to 150 mg/kg/day (75 mg/kg/day twice a
day) up to a maximum dose of 3 g/day, administered during three
periods: dose adjustment period (6-8 wecks), followed by a
maintenance administration period (2 weeks), followed by dose
tapering period (3 weeks).

14. Comparator, dose, method of]
administration, strength

Name: Placebo (water).

Route of administration: Oral use.

Dosage regimen: twice a day for first 3 days in dose adjustment
period.
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15. Concomitant therapy No data available. ]

Primary end point: changes in frequency of spasms before and after
administration of the investigational drug (percentage of subjects with
reduction in frequency of spasms of at least 50% from baseline on the
primary spasms assessment date).

Secondary end points:

- Changes in frequency of spasms
16. Efficacy evaluation criteria - Disappearance of spasms

- Complete disappearance of infantile spasms and hypsarrhythmia

- Brainwave findings

- Comprehensive evaluation of efficacy by the Investigators
including guardians' opinion.

Endpoints were evaluated 2 days prior to the maintenance
administration start date.

Adverse Events (AEs) were collected from signature of the informed
consent form up to the final visit (Week 19).

18. Statistical methods Descriptive statistics were used.

17. Safety evaluation criteria

19. Demographic characteristic of]| 13 subjects were treated with investigational product. The mean
study population (gender, age, race,||(Standard deviation) age of patients was 13.8 + 6.9 months. There were
etc.) 7 female and 6 male subjects.

Primary end point: 61.5 % (95 % confidence interval [CI]: 31.6 to
86.1) of subjects achieved at least 50% reduction from baseline in
frequency of infantile spasms on the date of assessment of primary end
point of spasms (defined as two days prior to the maintenance
administration start date).

88.9 % (95 % CI: 51.8 t0 99.7) of subjects achieved at least 50%
reduction from baseline in frequency of infantile spasms on the date of]
assessment during the maintenance administration period (secondary
end point).

Percentage of subjects with disappearance of spasms on date of]
assessment of frequency of spasms during maintenance administration
20. Efficacy results period was 66.7 % (95 % CI: 29.9.2 to 92.5) (secondary end point).

44.4 % of subjects whose spasms had disappeared on the date of]
assessment of spasms during the maintenance administration period
and whose brainwaves during the maintenance administration period
showed no signs of hypsarrhythmia, were reported as complete
disappearance presented (secondary end point).

Persentage of subjects who showed any change in hypsarrhythmia on
the end day of the maintenance administration period compared with
the hypsarrhythmia status at the screening period was as follows:
44 4% disappeared, 33.3 % improved. 22.2 % of subjects had no
change in hypsarrhythmia, and no deterioration was reported
(secondary end point).
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According to comprehensive evaluation of efficacy of vigabatrin as
"effective or ineffective" by the Principal investigator or sub-
investigators including the guardians’ opinion, the drug considered
effective in 88.9 % of subjects and ineffective in 11.1 % (secondary
end point).

There was only 1/13 (7.69 %) subject affected by serious adverse
event. This AE was asthma (SOC Respiratory, thoracic and
mediastinal disorders), and its occurrences did not related to treatment
with investigational product.

There were no deaths during the study.

In 9 subjects AEs of SOC Psychiatric disorders were observed:
agitation in 4/13 (30.77%), insomnia in 2/13 (15.38%), mood altered
21. Safety results in 2/13 (15.38%), sleep disorders in 1/13 (7.69%). Somnolence (SOC
Nervous system disorders) occurred in 6/13 (46.15%) subjects. The
causal relationship of these AEs with the investigational product has
not been established.

AEs such as pyrexia, constipation, vomiting, decreased appetite,
neutropenia have been reported in individual cases.

Decreased alanine aminotransferase was reported in 4/13 (30.77 %)
subjects.

The results of this study indicate that vigabatrin is effective for
treatment of infantile spasms in infants under 2 years of age.

The safety analysis.showed that vigabatrin is generally well tolerated
by infants. e * Ykoap

22. Conclusion

Applicant (Marketing
Authorization Holder)




000078

3BiT npo kainiune BENPOGyBaHHS

1. Hassa mixapcskoro 3aco6y (3a
HAsABHOCTI - HOMEP peecTpauiiHoro
NOCBIAYCHHS)

CABPUIT®, TabNeTKH, BKPUTI IUTIBKOBOKO 00010HKOI0, 110 500 Mr

2. 3asBHEK

TOB «Canogi-Asenric Yxpaina», Yrpaina

3. Bupo6Huk

TTATEOH OPAHIIIA

4. ITposeaeni nocnimkenns:

TAaK O mni AKIIO Hi, 00rpyHTYBaTH

1) tun nikapeekoro saco6y, 3a sxum

Jlikapcekuit 3aci6 3a mosHmM mocke (aBToHOMHe JOCBE), IHIIMEA

BUNPOOYBAHHSA, KOJOBAHHIl HOMED
KITIHIMHOrO BHMIPOOYBAHHS

mpoBogMiaacs  abo  maaHyerhes| . S ) ;
: JIKaPChKHMii 3acib, HOBa Aitoya peyoBHHA.
peectparis
5. Iossa wassa  xmimiunoro| Jocnimkenns MO071754 I basu — Oasocroponnso cuine

JOCAIKEHHS 33 YYACTIO NALIEHTIB 3 IHAHTHIEHAMY CITA3MAMIL.
Iporoxon Ne EFC12369.

6. dasa kniHIYHOrO BUIPOGYBaHH

Daza I

7. Ilepiox npoBeacHHS KIiHIYHOTO
BHIPOOYBAaHHS

331 ciuna 2013 p. o 27 Gepesnsa 2014 p.

8. Kpainn, ge nposoaumoca kiiniune
BUNPOOYBAHHS

Anonia (9 uenrpis)

9. Kinbkicts mocrmipxyBannx

3annanosano: 12 nanienTis.
®axtruno: 13 mamieHTis.

10. Mera Tta Bropummi uim

KJTIHIYHOTO BHNpOOYBaHHA

Hocninnru  cexrnshicts  Birabarpumy OpU  [EPOPanbHOMY
3aCTOCYBAHHI  TAUi€HTaM 3 iHOAHTHIBHAMHU CIIasMamu,
BHKOPUCTOBYIOHH 3MIHY YacTOTH HAMaiB sk KiHueBy Touky. Takosi
AocmiauTH Gesneky Ta (papmakokineTuky.

11, Huzaiin
BHIIPOOYBAHHS

KAIHIYHOrO

BaratouenTpose 0aHOCTOpOHHBO crime TTANE60-KOHTPONILOBAHE
TOCIILKEHHS,

Hocaimxenns ckmazanocs 3 5 nepioxis: nepioa CKPHHIHTY, nepioa
KOPHTYBAHHSL JI03M, NEPIOA MiATPUMYBANBHOI Tepanii, mnepiox
SHHXKCHHSL JO3H Ta NEPIOA CIOCTEPE/KCHHSL

12. OcHoBHi kpuTepii BKIIOYCHHSA

HanienTn (Bikom = 4 Tuskais, < 2 pokis) 3 JarHO30M iHpAHTHIEHIX
CrasMiB, IO TNPOABIAIOTECA HANAAMHM Ta rincapuTMmicro Ha
eJaeKTpocHIeharorpami.

13, Jocaimkysanuii  mikapchkuii
3aci0d, criocif sactocysaHHs, cuna il

Hasga: BiraGarpus.

[inax BBeseHHs: mepopansHo.

Pexxum  mosyeammsi:  piraGarpunm  (moumnaoum 3 4-ro JHS)
TIPHU3HAYABCS 103010 Bix 50 Mr/kr/noGy (25 mr/kr/a06y asiui Ha AeHb)
10 150 mr/xr/no6y (75 mr/kr/ao6y asivi Ha AeHs) (MakCHMATBHA 1033
3 r/noGy) npoTsarom TPHOX NEpPiOAIB: MEPiOA KOPUryBaHHS N03H (6-8
THXKHIB), HOTIM NCPiO miATpUMyBanbHOi Tepanii (2 Tskui), a mOTIM
nepioj 3HmKeHH 1034 (3 TiKHi).

14. Tlpemapar mnopiBHAHHS, n03a,
cnioci® 3acTocyBaHHA, CHa mii

Haspa: nnane6o (soma).
llnax BBeaEHHS: NEPOPATHHO.
Pesxum mosysaunus: asiui Ha 706y npoTarom nepuMx 3 AHIB nepiogy

KOPHI'YBAaHHSI J03H.
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15. Cynyrus Tepamnis

Hanui Bigcyrai

16. Kpurepii ouinku epexTurHOCTI

IlepeuHHa kinmeBa TOYKA: 3MiHA YACTOTH Hamazis @0 Ta micms
NPUAOMY A0CALIKYBAHOrO MKAPCHKOTo 3acoy (BiacoTok mamienTis
31 SHIDKCHHAM YaCTOTH HAMAAIB moHaiMerme Ha 50 % Bix BHXiTHOTO
PiBHS Ha ATy HEPBHHHOI OLiHKN Hamazis),

BropunHi kinuesi Touku:

- 3MIHA YaCTOTH HAmazgis;

- 3HHKHCHHS HANaiB,

- OBHE 3HHUKHCHHA IHQAHTHIBHAX Cra3miB i rimeapurmii;

- pesyneTaTu enexrpoeruedanorpadii;

- KOMILICKCHA OUIHKa e(EeKTHBHOCTI NOCTITHHKAMH, BKIIOUARYH
AYMKY OTIKYHIB.

Kinnesi Touku ouinioBams 3a 2 zui o aan MOYATKy TEPIOAY
M ATPUMYBaIBHOI Tepanii,

17. Kpurepii ouinku Gesnekn

Hani npo noGiuni seuma (151) s6upanu, nounnaroum 3 1aTn nignucy
IH(OPMOBAHOI 3roAM 10 JATH 3AKIIOYHOrO BizuTy (19-# THXICHD).

18. CrarucTuuni Metonn

BukopucToByBanu MeToAn ONUCOBOT CTATICTHKH.

19.  Jemorpaciuni
NOCTIMKYBAHOT  MOMyasii
BIK, paca, Towmo)

MOKAZHHKHU
(cTars,

13 naunientiB (7 skimouwoi crari Ta 6 wuonoBiwOi crari) Oymm
TPONIKOBAHI  JIOCHIKYBAHMM  TiKapChKHM  3acoBoM. Cepenniit
(cTaHpapTHE BIAXH/ICHHS) BiK MauieHTiB craHoBuB 13,8 + 6,9 micsist.

20. Pesynbratu edexrusroCTI

Hepsunna kinuesa touxa: y 61,5 % (95 % nosipunit intepsan [/I1]:
31,6-86,1) mauientis pocarmyro monaiiMenme 50 % 3HIKCHHS
YaCTOTH IH(AHTHIBHHX CHa3MiB MOPIBHAHO 3 BHXiTHUM piBHEM Ha
/AaTy OLIHKH NEPBHHHOI KIHLEBOT TOUKH 100 HAMAMIB (BH3HAUYCHO SIK
2 1Ml 0 aTH TOYATKY NEPioAy MiATPUMYBATEHOT Tepamii).

V 88,9 % (95 % MOI: 51,8-99,7) nauienris JOCSITHYTO [OHANMEHIIEe
50 % 3HWXKEHHA YACTOTH IHQAHTHABHHX CHA3MIB TODIBHAHO 3
BHXIAHUM PIBHEM HA JATy OLIHKH Y MEPiOA MATPHMyBaTEHOT Tepamii
(BTOpHHHA KiHLIECBA TOYKA).

BincoTok naiieHTiB 31 3HMKHEHHAM HANAMIB HA JIaTy OUIHKH JaCTOTH
Hanaais y nepion minTpuMysansHOI Tepanii cranosus 66,7 % (95 %
Al 29.9-92.5) (sropuuna kinucsa Touxa).

Y 44,4 % nauienris, y SKUX 3HUKIM HATAOHW HA JaTy OUiHKH Y nepion
MIATPHMYBAIBHOT Tepamii i Ha clACKTpocHUehanorpami y uei nepion
HC BHABIICHO O3HAK TINCAPHTMII, 3aPCECTPOBAHO TMOBHE 3HUKHCHHS
Hananis (BTOPHHHA KIHLEBA TOYKA).

Bincorok mauienTis, y SIKHX BHSBICHO Oyab-siky 3MiHy rincapuTmii
Ha OCTAHHIN JICHb MepioAy miATpuMyBamBHOI Tepanii MOPIBHAHO 3i
CTaTycOM Tincaput™ii B mepiox ckpurinry, 6yB Takum: v 44,4 %
O3HaKW rincapuTmii 3HuKmH, v 33,3 % — noxkpamumcs. Y 222 %
NamieHTiB He Oymo 3MiH rimcapuTMii; noripuenns rincaputmii He
3apeeCTPOBAHO Y KOAHOrO NAIEATA (BTOPHHHA KIHIIEBA TOUKA).

3rilHO 3 KOMIUIGKCHOK OHIHKO0 e()eKTHBHOCT BirabaTpuny
TOJIOBHHM JOC/IAHHKOM a60 CriBAOCTIIHHKAMH, BKIIOYAIYH OYMKY
OmiKyHiB, sk «eekTHBHOTO a0 Heed)eKTHBHOrOM, npenapar
BBAXaBCA eekTuBHAM y 88,9 % manientis i neepextuBanm y 11,1 %
(BTOpHMHHA KIHLEBA TOYKA).




000080

Jlame y 1/13 (7,69 %) nauienta cnocrepiranocs cepiiosHe mobiune
ssite (TT1). um 115 6yna acrma (KCO Posnamu 3 Ooky auxameHOI
CHCTCMH, TPYAHOI KITKM T4 CEPEAOCTiHHs), 1 i BUHMKHCHHS HC
OB 33HO 3 TIKYBAHHAM A0CIIIKYBAHNAM JIKAPCHKHM 32C060M.

Ilix wac nocmimxeHHs NeTANBHEX BUMAOKIB HE 3aPEECTPOBAHO.

Y 9 nauientis cnoctepiramucs I18 3 KCO ITcuxiuri po3naau:
30ymxenns y 4/13 (30,77 %), 6esconns y 2/13 (15,38 %), 3mMina
Hactpoio y 2/13 (15,38 %), nopywenns cuy y 1/13 (7,69 %).
Conmusicts (KCO  Posmamu 3 Goky HEPBOBOI  CHCTEMH)
criocrepiranacs y 6/13 (46,15 %) nauientis. ITpuunsno-HaciKOBHMIL
ss'aisox mux I 3 gocninkysaskm JIKApCBKAM  3acoboM  He
BCTAHOBJICHO.

B oxpemix Bunazxax nosizommizocs npo taki noGiuni edextH, sk
THXOMAHKA, 3a10p, G/IF0BaHHS, SHHKCHHS ANCTHTY, HEHTPOICHIS.

lpo 3Hmkenns pisws anamimaminoTpancdepass moBizoMyIsLIOCH y
4/13 (30,77 %) nauienris.

Pesymbrat mamoro pocmimxeHms cpiguars, mwo Birabarpuu €
eEKTHBHHM Y JIikyBaHHi IHQAHTHIERNX cHasMis y miTeii BikoM 10
22. BucHOBOK (3aK/1H04CHHS) 2 pokis.

3a pesyabraramu aHanisy Gesmeku, BiraGarpun 3zaranom aobpe
TICPEHOCHTHCH HEMOBIIATAMH.

21. PesyneraTu Gesnexu
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

[2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

[3, Manufacturer

PATHEON FRANCE

4. Trials conducted:

yes C no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, new active substance

5. Full name of the Clinical Trial, clinical trial code

Open, randomized, comparative study of vigabatrin
versus hydrocortisone in infantile spasms due to tuberous
sclerosis

Protocol number: 097/W/FR/03

6. Clinical trial phase

IPhase IIT

7. Period of the clinical trial

Date of First Patient Initiation: 21.04.90
Date of Last Patient Completion: 26.10.94

8. Countries where the clinical trial was conducted

9. Number of study participants

France
Planned: 30
Actual; 23

10. Goal and secondary objectives of the clinical
trial

To compare the efficacy and safety of vigabatrin versus
hydrocortisone as first drug in infants suffering from
newly diagnosed and untreated infantile spasms due to
tuberous sclerosis.

11. Design of the clinical trial

Open, randomised, comparative, response-mediated
cross-over study over a 2 month period. Patients crossed
over to the other treatment group after one month in case
of inefficacy and/or intolerance to first treatment.

12. Main inclusion criteria

Children of either sex could be included in the study,
provided that they met the following criteria:

. infants aged from | month to 2 years

patients presenting with tuberous sclerosis
according to Gomez criteria, diagnosis was to be
confirmed by CT scan and/or MRI

. newly diagnosed as suffering from infantile
spasms (defined as the association of epileptic spasms
and diffuse or focal paroxysmal abnormalities)

. children not previously treated for IS

informed written consent obtained from the
|[parents of the child (or legal representative)
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13. The investigational medicinal product, method
of administration, strength

Vigabatrin and hydrocortisone administered as first-line
monotherapy.

Vigabatrin dosage: 150 mg/kg/d without any titration
period.

Hydrocortisone: 15 mg/kg/d without any titration period.
Patients were crossed over to the other treatment group
after one month in case of inefficacy and/or intolerance
to the randomised drug.

14. Comparator, dose, method of administration,
strength

Not applicable.

15. Concomitant therapy

During the study period no concomitant antiepileptic
medication had to be introduced.

The only concomitant medication given during the
study period was for one child (under VGB) who was
concomitantly receiving amiodarone because of cardiac
rhabdomyoma.

16. Efficacy evaluation criteria

The main efficacy criterium was the proportion of]
infants in each group with a total cessation of IS,

17. Safety evaluation criteria

Safety evaluation was based on the adverse event
report.

18. Statistical methods

Quantitative data compared, using Student’s t-test for
means, F-test for variance. Qualitative data analyzed by
the Chi-square test (with Yates’s correction for small
samples).

Statistical significance defined as p < 0.05,

19.  Demographic characteristic of

population (gender, age, race, etc.)

study

Mean age of onset of IS was 5.9 months. Mean age of]
initiation of treatment was 7.5 months.

20. Efficacy results

Complete primarily cessation of spasms in 11/11 VGB
and 4/11 HC patients (p=0.001). 7 HC patients crossed
over to the VGB group either because of intolerance (1
patient) or lack of control of IS (6 infants). All HC
patients who were crossed over to VGB were secondarily
controlled under this drug. Mean time to response of 4.0
+ 5.1 days under VGB versus 12.8 = 11.9 under HC, both
drugs being given as first line drugs (p=0.058). Taking
into account all patients who were given VGB (as first or
second line treatment), mean time to total control of IS
was 3.48 + 4.08 days under VGB and 12.8 + 11.9 days
under HC (p=0.01). EEG patterns qualitatively assessed
as improved after 8 weeks of treatment in most patients
under VGB and the 4 infants maintained under HC.

21. Safety results

5 children under VGB (3 as first drug and 2 as second
line treatment) and 9 under HC suffered from at least one

adverse event (p=0.006). Most frequent adverse reactions
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under VGB were drowsiness and hyperexcitability
disorders, whilst patients under HC mainly experienced
hyperexcitability, sleep disorders and weight gain. All
adverse events resolved in both groups.

In infants with newly diagnosed infantile spasms
associated with tuberous sclerosis, VGB should be used
as initial monotherapy treatment because of its better
efficacy versus HC, its shorter time to effect and its better
safety profile.

Post study follow up:

For patients who had been followed up for at least 2
years: 14 under VGB and 4 who had responded to HC.

Occurrence of a relapse of IS in 3/14 children under
VGB, after a mean period of control of 3.5 months.

Occurrence of partial seizures in 11/14 VGB children
(8 with VGB as first line trcatment and 3 as second line),
and 3/4 HC children.

Maintenance of monotherapy on long term in 3/14
(21%) children treated with VGB and 1/4 (25%) infants
treated with HC.

In conclusion, relapse of IS and/or occurrence of partial
seizures may require secondary concomitant anti-
cpileptic drugs in order to prevent children from
intractable epilepsy.

--'::{

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3BiT mpo kiiniyHe BHIIPOOYBaHHSH

1. Hasga nikapcekoro 3acoBy (3a HassBHOCTI -
HOMEp PEECTPALiiHOro MOCBigUeHHs)

CABPUJI®, Tabnetku, BKPHTI IJ1iBKOBOKO 060I0HKOIO,

2. BasBHuk

o 500 mr
T

L3. Bupo6uuk

|IATEOH @PAHIIIA

|IOB «CaHodi-AsenTic Ykpainay», Yxpaina

4. IlpoBeneni gocnimkenns:

—

I rax C  Hi SIKIIO Hi, 00IpyHTYBaTH

1) Tun sikapcekoro 3acofy, 3a skum NPOBOMIIACS
abo MyIaHyeThCs peecTpatiis

Jlikapcekuii 3aci6 3a mMOBHMM nOCHE (aBTOHOMHE

AOChE), IHIIMH iKapchbkuii 3aci6, HOBa Jiroya peuoBHHA

5. TloBHa HasBa KiiHiYHOrO BUIPOOYBaHHS,
KOZ0BAHHI HOMEp KIiHIYHOTO BUMPOGYBaHHs

Binkpure pamnomizoBane nopiBHsIBHE n0CHIKeHHS
Birabatpuny i riapokoprizony npu  iHGaHTUIEHUX
Cllasmax, ClipHIMHEHHUX TYOEPO3HHM CKJIEpO30M

Homep npotokosy: 097/W/FR/03

lfi@ama KJIIHIYHOTO BUNPO6YBaHHS

-

|asa 111

7. IlepioJ npoBeeHHS KIiHIYHOrO BUNpoOyBaHHA

Jara ininianisauii nepmoro nauienra: 21.04.90
Jlata 3aBepineHHs JOCIiDKEHHS OCTAHHIM NamieHToM:

26.10.94

8.  Kpaiunu,
BUMPOOYBaHHS

J€  TNpOBOAWIOCA  KIiHIYHE

@panuis

9. Kinekicts focnimkyBanux

3armanosana: 30
DdaxTryua; 23

10. Metra Ta
BUIIPOOYBaHHS:

BTOPHHHI  Lilli  KIiHiYHOro

[TopiBuATH edekTHBHICTD i 663[16[()/ Birabatpuny Ta
TiIPOKOPTH30HY B SKOCTI MEPUIOro JiKapChKOro 3ac06y
Y HEMOBJAT i3 Brepule AiarHOCTOBAHMMH i paimme

HEJIKOBAHUMH iHMAHTUIBHHUMH Cha3sMaMu BHACJIi 10K
TybeposHoro ckieposy.

11. Nuzaiin kninigHOro BUNpoOyBaHHs

Blmcpwre paHIoMi3oBaHe noplﬁmmbﬂe nepexpece
AOCHI/KEHHS, 3aCHOBaHE Ha BIANOBIAI Ha JHKYBal-I]-Iﬂ
TpuBaicTio 2 micaui. [Tauientn NePeBOMINCS B mmy
rpyny JiKyBaHHA uYepe3s OAMH Micsaup pasi
Heetl)eKTHBHOCTl Ta/ab0 HemepeHOCHMOCTi MepILoro
TiKyBaHHSI.

12. OcHoBHi KpuTepii BKIIOUEHHS

Y nocnimxeHHs Mornu 6yTH BKIIOYEHI mTH Oynp-akoi
CTaTi 3a yYMOBH, WO BOHH BiAMOBigamM HaCTyMHUAM
KPHUTEpisiM:

. HEMOBJIATA BIKOM BiZ | Micsaus 10 2 pokis

y MauieHTtiB 3 Ty6ep03HI/IM CKJIEpPO30M

BI/INOBIIHO 10 KpuTepiis [omeca jiarHo3 nmopunen OyB
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OyTd  minTBepmKEHMIT KOMIT'IOTEpPHOIO TOMorpadiero
Ta/abo MPT

. BIIEpLIE JiarHOCTOBAH] iHhaHTHIBHI criasmy (mo
BH3HAYAECTBCA AK MOEAHAHHS eMiNENTHYHMX CrasMip i
AMpY3HUX  a60  BOrHMIIEBHX NapoKCH3MaIbHUX
aHOMaUTiif)

. AiTH paHille He OTPUMYBaNH NiKyBaHHA 3
NPUBOAY iHDaHTUIBHUX crasmip (IC)
. iHdopmoBana mmcEMOBa 3roja, miamucana

OaTbkamMu AuTHHE (360 3aKOHHMIM NpEJICTABHUKOM)

3aCTOCYBaHHA, cUia Jii

13. Jlocnimxysaumii niKapcekuii 3aci6, croci6

Bira6artpun i riIPOKOPTH30H, IO NPU3HAYAIOTE B AKOCTi
MOHOTepanii nepuoi miuii,

Jlo3yBanus Birabatpuny: 150 MI/Kr/nens Ges Gynp-
SAKOTO Mepiosy THTpyBaHHs,

[inpoxoptuzon: 15 MI/Kr/neHb 6e3 6yap-skoro nepiony
TUTPYBaHHS.

Mauienty nepesoaunucs s iHIIy Ipyny MiKyBaHHs yepes
OMMH  MicAup vy pasi  HeeexTHBHOCTI Ta/abo
HEMCPEHOCUMOCTI paHI0Mi30BaHOTO npenapary.

14.  TIpenapat NOPIiBHAHHA,  J03a,
3aCTOCYBaHHA, cuna i

He sactocosyetscs.

15. CynyTHs Tepanis

IIpotsrom nepiogy AOCI/DKEHHS HEe MOMKHa Oyno
NIPH3HAYaTH CYMYTHI NPOTHENileNTHYH] npenaparu.

€IMHUM  BUNaaKOM  omHOYAcHOro 3aCTOCYBaHHSA
fpenapaty, — NpU3HAYEHOr0  MpoTArom nepiony
JOCTi/DKeHHs, 6yna OjjHa MTHHA (i3 rpynu BI'B), sika
OAHOYACHO OTpHUMYyBasa amiolapou uepes pabnomiomy
cepl.

16. Kpurepii ouinku edexrurocri

OcHoBHUM KpuTepiem edextuBHOCTI Gyna wacrka
HEMOBJIAT y KOXKHiH rpyni 3 noBaum NpUNHHEHHAM [C.

17. Kpurepii ouinku Gesnexu

Ouinka Gesnexu Oyna s3acHoBanma Ha peecTparii
HeDaxkaHuX SBMII,

—

18. CratucTuni METOIH

Kinekicui nani NOPiBHIOBAHCS 3 BUKOPHCTaHHAM t-
Kputepiro CTelogeHta s CepelHiX 3HaueHs, F-
KpUTEpiro 1uta nucnepeii. Skichi nami aHani3yBanucs 3a
AOTIOMOrOI0  KpuTepiro Xi-kBagpar (3 KOPHI'YBaHHAM
Srca nis HeBenukux BUOIpOK).

CratucTuyHa 3HaYNMICTE BU3HAYATAC Ak p < 0,05.

nonynsuii (crare, Bik, paca, To1)

19. emorpadiuni nokasuuku AOCIIiPKYBaHOT

Cepenniii Bix mouarky IC JOpIBHIOBAB 5,9 micsus.
Cepenniii  Bik NMOYaTKy JIKyBaHHS [OpiBHIOBAB e

Micsi.
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20. Pe3ynbTati epeKTHBHOCTI

[loBHe mnepBUHHE npUNUHEHHs cnasMiB y 11/11
maujeHTiB i3 rpynu Birabatpuny (BI'B) i 4/11 nauienTis
i3 rpynu rigpoxoptusony (I'K) (p=0,001). 7 nauienris i3
rpynu 'K nepefimin po rpynu BI'b abo uepes
HenepeHocuMicTh (1 mauieHt), abo yepes HEAOCTATHICTh
koHTpouo IC (6 HemoBmAT). Y BCiX MalieHTiB i3 rpynu
I'K, sixi Oynu nepesezeni no rpynu BI'B, cnoctepirascs
BTOPHMHHHUI KOHTpOJb LuM npenapatoM. Cepenniii yac
no Bianosiai 4,0 = 5,1 aus ans BI'B nporu 12,8 + 11,9
i 'K, obuapa npenapatd Npu3Hayaiucs B SIKOCTI
npenapariB nepuoi JiHil (p=0,058). bepyuu mo ysaru
BCiX mnauieHTtiB, AkuM npusHadanu BI'B (B sxocri
nikyBaHHs nepiuoi abo apyroi niHii), cepeaniii yac no
nosHoro koutpomo IC nopieniosas 3,48 + 4,08 aus mis
BI'bi 12,8 + 11,9 ausa nns 'K (p=0,01). Pe3ynsrat EET’
OynMM AKICHO OLHEeHi AK IMOKpalleHi micas 8 THXHIB
NiKyBaHHA y OinbIIOCTI MauieHTiB npu NikyBauHi BI'B i
y 4 HeMOBJIAT, SIKi MPOAOBKYBaU JikyBanHs ['K.

21. Pe3yneraT Oe3neku

V' 5 pireit npu nikyeanni BI'B (3 B sikocTi mepmioro
npenapaty i 2 B AKOCTI JiKyBaHHs Apyroi JiHii) i 9 npu
nikyBanHi 'K  cnoctepiranocs mnpuHaiiMHI ofiHe
Hebaxkane ssuue (p=0,006). Haiibinem wacTuMu
noOiuHUMK peakuisMM 1mpu JikysaHHi BI'B Oynu
COHJIMBICTE i MigBHLIEHA 30yAIMBICTB, B TOIl Yac AK y
nauienTiB  npu  JdikyBaHHi [K B ocHoBHOMY
criocTepiraiucs MifiBMLIEHa 30yMIHMBICTh, MOPYIICHHS
CHY i 30inblIeHHS Macu Tina. Yci HeGakaHi sBMILa
MHHYJIH B 060X rpymnax.

22. BUCHOBOK (3aKJIIOUEHHS)

Y  HeMOBIAT i3 BHepuie  JiarHOCTOBAHHUMH
iHQaHTUIBHUMU CrIa3MaMH, MOB'A3aHUMH 3 TYOEpO3HUM
ckiaepozoM, BI'B cnin 3acrocoByBaTd B SKOCTI
MoyaTKOBOI ~ MOHOTepamii  uyepe3  iHoro  Kpauly
edexTuBHicTh NopiBHAHO 3 'K, Ginbin KopoTkuit yac 10
pO3BUTKY edekTy i Kpamuii npodins Ge3neku.
[lojanblile COCTePEXKEeHHs MiCs A0CTiDKEHHS:

Ins mauieHTiB, AKi crocTepiraiucs IoHaiiMeHine 2
poku: 14 npu nikysansi BI'B ta 4, aki Bignosimu Ha I'K.

Bunuknenns peunmausy IC y 3/14 piteit nna BI'B,
mnic/s cepeIHbOro Nepiofy KOHTpoJIo 3,5 Micsus.

BuHukHeHHs mapuianbHuX cygaom y 11/14 piteid ans
BI'b (8 3 BI'b B skocti nepuioi niuii jikyBaHHs i 3 B

AKocTi apyroi ninii) i 3/4 pireit s I'K.
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I[TponoBskeHHs MOHOTEpATil POTArOM TPHBAJIOrO Yacy
y 3/14 (21%) pirel, Axi otpumysanu BI'B, i 1/4 (25%)
HEMOBJIAT, AKi oTpuMyBaii ['K.

Takum uubOM crif 3a3HauuTH, MO npu peuuausi IC
Ta/ab0 BHHMKHEHHI mMapuUiaibHUX CYJOM MOXYTh
3HaJ00MTHCA BTOPUHHI CYMYTHI NPOTHEMNiIENTHYH]
npenapaTy 11 3anobiraHHs po3BUTKY y AiTei eminencii,
PE3UCTEHTHOI 110 JIiKYBaHHsI.

3asBHUK (BJIACHHK
peecTpaliifHoro
NOCBiqUEHHA)

B m———
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

@noﬁ-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

-

| PATHEON FRANCE

4. Trials conducted:

!

&

yes no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Full name of the Clinical Trial,
clinical trial code

Safety and pharmacokinetics of vigabatrin single and repeated doses
in healthy Japanese adults (protocol JGVG-CL-101).

Single dose part:

Vigabatrin dose proportionality and pharmacokinetics following
single doses of 1g, 2 g and 4 g in Japanese healthy subjects

Repeated administration part:

Vigabatrin pharmacokinetics in Japanese healthy subjects following
oral doses of 2 g once daily for five days

6. Clinical trial phase

Phase I

7. Period of the clinical trial

Single dose part:

From July 1990

To September 1990
Repeated administration part:
From October 1990

To December 1990

8. Countries where the clinical trial
was conducted

Japan

9. Number of study participants

Planned: 16 subjects (single dose part: 8 subjects; repeated
administration part: 8 subjects)
Actual: 16 subjects (single dose part: 8 subjects; repeated
administration part: 8 subjects)

10. Goal and secondary objectives of]
the clinical trial

To investigate the safety, effects on psychomotor function, and
pharmacokinetics of oral vigabatrin administration in healthy adult
males.

11. Design of the clinical trial

Single-blind, placebo-controlled, dose-escalation single
administration (single dose part), once daily for 5 days repeated
administration (repeated administration part)

12. Main inclusion criteria

Healthy male adult:
- patients age 20 to 35 years, degree of obesity -20% to + 20%
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- with no history of liver, kidney, lung, circulatory system, digestive
system, or blood disease

- who are not allergic to drugs

- who are not taking drugs

Written informed consent.

13. The investigational medicinal
product, method of administration,
strength

Vigabatrin powder (1.0 g package)

Oral administration (fasted)

Single and repeated oral administration

Dosage: single 1.0 g, 2.0 g, 4.0 g (fasting administration); repeat:
2.0 g once daily (administered after meals) for 5 days

14. Comparator, dose, method of]| Not applicable
administration, strength
|15. Concomitant therapy | Not allowed

|16. Efficacy evaluation criteria

Plasma and urinary pharmacokinetic parameters of vigabatrin

17. Safety evaluation criteria

Medical examination, subjective symptoms, physiological test,
general clinical test (hematological test, blood biochemical test, urine
test), endocrine test, platelet aggregation test, psychological work test

[18. Statistical methods

Descriptive statistics

19. Demographic characteristic of]
study population (gender, age, race,
etc.)

Single dose part: 8 male subjects; race: Japanese; age: 20-27 years
old; weight: 54.4-73.0 kg.

20. Efficacy results

Pharmacokinetic results:

Single dose part

In the study after a single oral administration, the mean Tmax of
plasma vigabatrin was about 1 hour (0.75 to 1.2 hours), and the mean
T2 was about 7 hours (5.3 to 7.6 hours) (table below). Cimax and AUC
have been shown to increase approximately in proportion to dose
(table below).

Vigabatrin pharmacokinetic parameters (single dose)

PK parameter 1 g dose 2 g dose 4 g dose
mean +CV% mean +CV% mean =CV%
Crax (pg/mL) 35.6+£27.0 66.7+21.4 147.3 £ 18.1
Tmax (hr) 0.75 £51.6 1.0+ 46.6 1.2+42.1
AUCq.int (ng/mL.hr) 150.0 + 28.6 270.2+20.9 627.3+16.1
Tz (hr) 7.6+ 68.2 7.0+194 53+12.9
Cl; (mL/hr) 3802 +33.6 3469 + 19.9 4722 + 38.3
% Urine recovery 0.55 +32.6 0.46 + 16.0 0.72 +29.9
Vab (L) 67.8+43.0 77.6 +28.2 49.5 £ 16.9

Repeated administration part

Both Cmax and AUCo.24 were almost the same at the time of the first
administration and on the 5th day of administration, and almost no
accumulation was observed (table below).
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Vigabatrin pharmacokinetic parameters (repeated dose)

PK parameter First dose (Day 1) Last dose (Day 5)
Mean CV% Mean CV%
Crnax (ng/mL) 42.6 - 12.0 42.5 18.9
Trmax (hr) 1.7 54.3 1.7 70.1
AUCp.24 255 13.8 291 16.0
(ug/mL.hr)
Tip (hr) 1.0 9.2 1.3 20.9
Cl; (mL/hr) 3668 47.9 3310 26.2
% Urine 0.44 255 0.47 234
recovery
Vab (L) 54.0 17.4
Accumulation 1.15 12.0
ratio (AUGC,)

Note: Accumulation ratio is the ratio of the area under plasma concentration-time
curve for one dose interval (AUC,) at steady state to the AUC:; for the first dose.

Dietary effects:

The pharmacokinetics on the first day upon 2 g single administration
(fasting administration) and 2 g repeated administration (postprandial
administration) were compared.

Cmax was 66.7 ug/mL and 42.6 pg/mL, respectively, for fasting and
postprandial administration, and there was a slight difference in
absorption rate (tables above). However, AUC upon fasting and
postprandial administration was 270 pg/mL.hr (AUCo.nf) and
255pg/mL.hr (AUCo.24). There was minimal difference observed in
bioavailability.

21. Safety results

There were no abnormal findings of particular concern in this study
of healthy subjects.

22. Conclusion

8 Japanese healthy adult male subjects were orally administered
single doses 1 g, 2 g, and 4 g of vigabatrin (powder), and the
pharmacokinetics of the vigabatrin was investigated. The
pharmacokinetics of vigabatrin in the steady state upon repeated oral
administration vigabatrin (powder) across 5 days once a day at a dose
of 2 g was also examined.

In a single oral administration study, the mean Tmax of plasma
vigabatrin was about 1 hour (0.75 to 1.2 hours), and the mean T, was
about 7 hours (5.3 to 7.6 hours). Cmnax and AUC have been shown to
increase approximately in proportion to dose.

During repeated oral administration, Cmax and AUCp24 were
compared on the 1st and 5th days, and almost no accumulation was
observed due to repeat administration. Renal clearance and half-life
showed similar values on days 1 and 5.

A comparison of the pharmacokinetics on the first day at a dose of 2
g single administration (fasting administration) and 2 g repeated
administration (postprandial administration) showed that although
Cmax decreased slightly after meal administration, there was almost no
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difference in AUC, so vigabatrin therefore demonstrate similar
pharmacokinetics with respect to diet.

In Japanese healthy adult male subjects, there was no issue with the
tolerability of vigabatrin at a dose of 0.5 - 4.0 g single administration,
or at 2.0 g once daily for 5 days during repeated administration.

Applicant (Marketing
Authorization Holder)

\ AEEA‘ \dliin mﬁ
: m.ll 3564854-;
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= « . ot et
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3siT npo kainiune Bunpobysanns

1. Hassa nikapcskoro 3acoby (3a
HAABHOCTI - HOMEp peecTpauiiiHoro
OCBiTMCHHS)

CABPUJI® TabieTku, BKPHTI MI1iBKOBOIO ofomonkor0, o 500 Mr

2. 3asBHHUK

TOB «Canodi-Asenric Yrpaina», Yxpaina

3. BupoGuuk

| TATEOH ®PAHIIIS

4. IlposencHi aocmimkeHHs::

! TaK O i

SKUIO H, OBIpYHTYBATH

1) Tun xikapcskoro 3acoby, 3a SKHM

Jlikapcekuit 3aci6 3a noBHEM ZOCBE (ABTOHOMHE AOCHE), iHLUMIL

nposoguiacs  abo  ruaHyeThCca| e ;
; JIKapChKUii 3a¢i0, HOBa Air0Ya pedoBHUHA
peecTparis
Besnexa ta dapmakokinernka onHOpa3oBoi Ta GaraTopasoBHX 103
BirabaTpuHy y 310pOBHX Aopocaux smonuis (mporokon JGVG-CL-
101).
5. Tloema masea  wiiniynoro| Yacruna mocmimkenns OIHOPA30BOI J03H:

BHNPOOYBAHHS, KOMOBAHHII HOMEp
KIIHIYHOTO BUMPOGYBAHHS

PapmakokiHeTHKA Ta MPONOpLiiinicTs A0 A03M BiraGaTpuay micis
oaHopaszosux 103 1 r, 2 r 1a 4 r y 330poBuX ANoHUIB

Yacruna gocrmiukeHHs Gararopasosux 103:

DapmakoxiHeTHKA BiralaTtpuHy Yy 370pOBMX SIIOHIIB
NEPOPAIbHUX 103 2 I' OMH pa3 Ha 100y NpOTATOM 11 STH AHIB

micas

6. ®aza KITIHIYHOrO BUNpoOyBaHHs

daza [

7. Tlepioa mpoBeacHHS KIIHIMHOTO
BHITPOOYBAHH

Yacruna gocaiakeHHs 0AHOPA3OBOT A03H:
3 mumaa 1990 poky

ITo Bepecens 1990 poky

Yactuna nocaimkenns GararopazoBux 103:
3 xoBTHA 1990 poky

ITo rpynens 1990 poky

8. Kpainu, 1e npoBoaunocs KiiHiuHe
BHUTIPOOYBaHHS

Snouis

9. KinpxicTs QoCniKkyBaHux

3ananosana: 16 cy0’ekTiB (YacTHHA AOCTIMKCHHS OZHOPA30BOI
noszu; 8 cy6’ekTiB; HACTHHA OCHUKEHHs 6araTopasoBux 1o3: 8
cy0’exTiB)

Daxrnana: 16 cy6’exTis (4acTiHA ZOCTIIKEHHS OJHOPA30BOI A03H:
8 cy0’exTiB; gacTHHA AOCHILKEHHES HAaraTOpa3oBux 103: 8 cy6’ ekTiB)

10.

Hocmiantn  Gesmeky, BHAMB HA HCHXOMOTOPHY G(yHKUiIO Ta

Mera Ta BTOpPHHHI wuimi : :
o (hapMaKOKiHCTHKY NeEpOPAIBHOTO 3aCTOCYBaHHs BirabaTpuuy vy
IUIIHIYHOTO BUNIPOOYBAHHS -
3/I0POBHX JOPOCIHX YOJI0BIKIB.
Ilpocre  cmime, mIaNCGO-KOHTPONBOBAHE  HOCTIIKCHHS  3i
11 Juzaitn K1HIYHOTO|[301MbLICHHAM OAHOPA30BOI 1031 (YACTHHA JOCTLTKCHHS OZHOPA30BOl
BHNPOOYBaHHS 103u), Ta 6araTopasoBHX 103 OXMH pa3 Ha 100y mporarom 5 aHIB

(vacTuHa nocmigxeHHs GaraTtopasoBux 103)

12. OcHoBHI KpuTEpii BRITIOUEHHS

3A0pOBi AOPOCI HOTOBIKH:
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- Bikom Big 20 no 35 pokis, i3 macow Tina B mMexkax 20 % Bin
iAeanbHOT MacH Tina;

- 6e3 3aXBOPIOBAHB MEYIHKM, HHPOK, JICICHB, CHCTEMHU KpoBoOOiry,
TPaBHOI CUCTEMM Ta CHCTEMHU KPOBIi B aHAMHE3I;

- 6e3 aneprii Ha npenapatu;

- SIKi HE OTPHMYIOTb NPENAPATH.

[Tinnucanns popmu indopmosanoi sroam.

13.  Jlocaimkysanmii  jnikapcekuit
3acib, cnocif 3acTocysanns, cuia aii

Birabatpus mopomok (1,0 r maker)

I[Tepopanbue 3acrocysanus

Onnopasosa Ta Garatopazosi 1o3u

Hosysauns: oauopasosi gosu 1,0 r, 2,0 r, 40 r (marme);
Garatopasosi josm: 2,0 r ogun pas ma no6y (micms npuiiomy 1Ki)
IPOTATOM 5 IHIB

14. Ilpenapatr mnopiBHsHH:, 7034,
croci 3acToCyBaHHA, CHIA Aii

He 3actocosuo

15. Cynytns Tepamis

He nosponsnace ]

16. Kputepii ouinkn edektupHOCT

DapMaKOKIHCTHYHI MapaMeTpu BiraBaTpuny y niasmi kpoei ta ceui

17. Kputepii ouitku 6e3neku

®@izuxkatbue ofcTexenns, cy6exkTBHI cuMnToMH, Qi3iosoriune
TCCTYBAHHS, 3arabHOKIIHIYHI JOCTIKEHHsS (3araipHuil  ananis
Kkposi, Oioximiumwii amamis kposi, amanis cewi), maGoparopsi
NOKa3HUKH CHIOKPHHHOI CHCTEMH, TECT arperauii TpoMOOLHTIB, TECT
NICHXOJIOri9HOT poGoTu

18. CraTucTHyHI MeTOIH

MeTtoau onmHCOBOT CTATHCTHRKH

19, emorpadiuni  noxasuukn
nocnipkysanol momynsuii  (crTars,
BiK, paca, TOwWO)

Yactuma nocmimxeHHs 0AHOPA3oBOi AO03M: 8 4ONOBIKIB, CTHIUHA
HAJIGKHICTD: Anonmi; Bik: 20-27 pokis; maca Tima: 54,4—73,0 kr.

20. PesyneTaTh edexTuBHOCTI

Dapmarorinemuqni pesyiemamu.:

HactuHa JOCTi/UKEHHS 0MHODA30BOI 103U

Y upboMy mochimkeHHi micis 3aCTOCYBAaHHS OXHOPA30BOI A03H
Birabarpuny cepenniil Tmax cTanoBuB mpubmusso 1 rox (six 0,75 a0
1,2 ron) Ta cepemniii T2 — mpubmusno 7 rox (sia 5,3 no 7,6 rox) (qus.
Tabmnuo mmwxkue). Cmocrepiranocs mpubnmsno mponopuiiiHe 103
301beHEs Cmax Ta AUC (auB. Tabanuro mmkue).

DapMakokiHETHUHI TApaMeTpH BirabaTpuny B mwIa3Mi Kposi

(onHOpazosa mo3a)
hapmakoxineTuyHMit Hosalr Hoza2r Jozadr
napamerp cepejte cepesige cepejie
SHAYCHHSA 3HAYCHHY 3HaveHHd =CV%
+CV% +=CV%
Cunax (MET/MIT) 356+£27.0 66,7+214 1473+ 18,1
Ty (Tom) 0,75 £51,6 1,0 £46.6 1,2+421
AUCqint 150,0 + 28,6 2702 + 20,9 6273+ 16,1
(MEI/MA.TOT)
Ty (rom) 7,6 =682 7.0+194 S53+129
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Cl; (mafrox) 3802 +33,6 3469+ 19,9 4722 +38.3

% BiAHOBICHH: Y 0,55+32,6 0,46 = 16,0 0,72+299

ceqj

Vab (1) 67,8 +43,0 77,6+ 282 495+169 _—|

HacTuHa AoCTiKEHHS BararopazoBux 103

3naueHnst i Cmax, 1 AUCo.24 Gyin Maiiske 0qHaKOBUMH micis nepuioi
AO3M Td HA JEHB 5 3aCTOCYBaHHA, i Malbke He cmoctepirazocs
HAKOMHYIEHHA (IHB, TabIuiIio HiKYe).

PapmakoxineTHuHi mapamerpu BiraGar uny (Gararopasosi j03u)

(Papmakokine- Tlepnra iosa (sens 1) Ocranng 103a (jiens 5)
THYHHA Cepenne CV% Cepenne CV%
HapaMerp 3HAYCHHY 3HAYEHHS

Cunax (MKT/MID) 42.6 12.0 42.5 18.9

Tuax (rog) 17 54.3 1.7 70.1
[ AUCo. 255 13.8 291 16.0

(MKT/MILTOT)

Tz (ron) 1.0 9.2 1.3 20.9

Cl; (Mn/ rox) 3668 47.9 3310 26.2

% 0.44 25.5 0.47 234

BiZHOBIACHHSA

y cewi

Vo (1) 54.0 174

Koedimienr 1.15 12.0

HAKOIHYCHHS

(AUC)H

TpmviTka: KoedrinieHT HakonuueHHs — Ue CHiBRiAHOMEHHS mIONT i KPHBOK
KOHIEHTpanif-9ac Ans intepBaty oasiei nosu (AUC,) y PIBHOBAJKHOMY CTaHi 10
AUC, 111 nepmoi no3u.

Brnumis npuiiomy ixi:

HopisuroBanucs apmakokiHeTHyHI MapaMeTpy B nepiuii AeHs npu
3aCTOCYBaHHI 0JHOPA30BOI 103K 2 r (HATIIE) TA GaraTtopasosux 1032 T
(micas npuiiomy ).

Cmax cTamoBuna 66,7 mxr/ma Ta 42,6 MKI/MJ, BiANOBiAHO, npu
3ACTOCYBAHHI HaTIE Ta MiCas mpuioMy Pxi, Takox Gyma Hesemmka
PI3HHLS Y WIBHAKOCTI BCMOKTYBAHHS (AuB. Tabmmui Brie). Ognak
AUC npu 3acTocysanHi HaTILE Ta MicTst npritoMy ki cTanosmma 270
MKE/MILTOA  (AUCoinf) i 255mrr/mmrozm (AUCo24) simmoBimmo.
Pisumms y 6ionoctynuocti 6yna MiHiMaTBHOW.

Y UbOMy IOCTiKeHHI 32 yUacTIO 3A0POBHX A0GPOBOIBLIB HE Bymo
BUSABJICHO JKOAHHMX BiAXHJICHb BiZl HOPMHU, 10 BHKJIHKAIOTH 0COBIHBE
3aHCTIOKOEHHS,

21. Pesynbratu Gesnmexu

8  310pOBHX  YONOBIKIB-SIMOHIIB  mEpPOpPanTBbHO OTPHUMYBAJIH
OZHOpa30Bi A03u Birabarpuny 1 r,2rtad r (nmopomok) Ta BUBYATACH
dapmakokiHeTHKA. BirabaTpuuy. Takox  mocaimxkysanacs
(apmakokineruka Birabatpuny y PIBHOBOXKHOMY CTalHi npH
3acTocysauHi Gararopasosux 203 2 r oauH pa3 Ha 100y (mopowoxk)
NPOTATOM 5 IHIB.

22. BUCHOBOK (3aK/II0UCHHS)
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Ilpn  nmepopansromy 33CTOCYBAHHI  OJHOPA30BOT 703M  Timax
Birabarpuny craHosus mpuGmmzho | ron (8iz 0,75 go 1,2 ron), a
cepeaniit Tix — mpubmmsuo 7 roa (six 5,3 10 7,6 ron). Cnocrepiranocs
mpHOAN3HO ponopuiiine A03i 36inbmenns Coy Ta AUC.

ITpn  mepopamsHOMy  3acrocysanmi GararopasoBux 103
nopiBuoBatues Cuax Ta AUCo.24 B acHb | Ta meHs 5 | maibxe He
CTOCTEPIrAIOCS HAKOMHYCHHS TTiC/Is 3acToCyBaHHs OaraTopaszoBux
203. Bemmuunm mupkosoro wiipency ta [CPiOay HAMiBBUBEICHHS
Oymu moaiGuumu B aeHs 1 T2 ACHSD 5.

Hopisnsauus dapmakoximeTnkn B aems 1 micas 3aCTOCYBaHHA
OZIHOPa30B01 103 2 T (HATIUE) TA 3aCTOCYBAHHS OaraTopasosux 103
2 r (micns npuifomy Tiki) NPOAEMOHCTPYBATO, MO X049a Ciyax mcmo
SHIDKYBAJIACS TCAs MpHifoMy i, Maiike He Oymo pisuuui 8 AUC,
TAKAM 4HHOM Birabatpun meMoHcTpye moniGuy tdapmakokineTuky
10710 3aCTOCYBAHHA BITHOCHO TIpHitoMy iki,

Y 300pOBHX 1OpPOCTHX ANOHLIB-YOMOBIKIB He crocTepiraaocs
HCTICPCHOCHMOCTI BiraGaTpHHy NpH 3acTocyBaHHi OZIHOPA30BHX 103
0,5-4,0 r Ta 6araropasosux 703 2,0 r oguH pas Ha 700y mpotarom 5
JIHIB.

W

FRORLEHEA30 1y 3
A0 P HARGic) 1 AH b
e

3asBuuk (Bracux
peecTpatiiHoro
MOCBITUEHH)
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Clinical Trial Report

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

SABRIL®, 500 mg, film-coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

yes C no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Full name of the Clinical Trial,
clinical trial code

A Long Term Study of M071754 - An Open-Label Study in Patients
With Infantile Spasms.
Protocol No. LTS12745.

was conducted

6. Clinical trial phase Phase III
7. Period of the clinical trial From 31 January 2013 to 30 November 2016.
8. Countrics where the clinical trial|| Japan

9. Number of study participants

Planned: 17 subjects
Actual: 17 subjects.

10. Goal and secondary objectives of]
the clinical trial

To evaluate the safety of long-term administration of vigabatrin in
subjects with infantile spasms and also to evaluate treatment efficacy.

11. Design of the clinical trial

Multicenter, open-lable, uncontrolled study.

The study consisted of 5 phases: a screening phase, a dose adjustment
phase, a maintenance administration phase, a dose tapering phase, and
a follow-up phase.

12. Main inclusion criteria

Patients diagnosed with infantile spasms.

13. The investigational medicinal
product, method of administration,
strength

Name: Vigabatrin.

Route of administration: Oral use.

Dosage regimen: Vigabatrin 50 mg/kg/day to 150 mg/kg/day up to a
maximum of 3 g/day, administered during dose adjustment phase (3
days-8 weeks), followed by maintenance administration phase. In the
event of no improvement in seizures or deterioration in seizure
symptoms despite dose of 150 mg/kg/day up to a maximum of 3 g/day,
subjects were moved to dose tapering phase (3 weeks).

14. Comparator, dose, method of]
administration, strength

Not applicable.

15. Concomitant therapy

” No data available.

16. Efficacy evaluation criteria

- Changes in frequency of spasms

- Disappearance of spasms
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- Complete disappearance of infantile spasms and hypsarrhythmia

- Brainwave findings

- Comprehensive evaluation of efficacy by the Investigators
including guardians' opinion.

- Ophthalmological examination
- Vital sign

- Height/Weight

17. Safety evaluation criteria - Laboratory tests

- 12-lead ECG

- MRI

- Adverse events

Primary end points were safety evaluations: number of subjects with
abnormalities finding and number of subjects with adverse events
(AEs) and serious adverse events (SAEs).

As these endpoints are descriptive in nature, no statistical analysis is
provided.

Secondary end points include efficacy measures: percentage of]
subjects with reduction of at least 50% from baseline in frequency of]
1. Beatistical imathods spasms, percentage of sm_lbjects with dxisappearance of spasms,
percentage of subjects with complete disappearance of infantile
spasms (spasms had disappeared and brainwaves showed no signs of]
hypsarrhythmia), percentage of subjects with normal central brain
wave assessment, percentage of subjects with comprehensive
evaluation of efficacy by principal investigator or sub-investigator
including impression of guardians.

All end points were evaluated at Week 32 and Week 56 from start of]
maintenance administration phase.

19. Demographic characteristic of] The mean (standard deviation) age of enrolled patients was 31.1 +
study population (gender, age, race, | 18.4 months. There were 9 female and 8 male subjects.
etc.)

14 subjects were analyzed in efficacy analysis set.

90 % (95 % confidence interval [CI]: 55.5 to 99.7) of subjects
achieved at least 50% reduction from bascline in frequency of infantile
spasms at Week 32, and 100 (95 % CI: 63.1 to 100) at Week 56.

Percentage of subjects with disappearance of spasms on date of]
assessment of frequency of spasms was 60 % (95 % CI: 26.2 to 87.8)
20. Efficacy results at Week 32 and 37.5 % (95 % CI: 8.5 to 75.5) at Week 56.

There were 40 % of subjects whose spasms had disappeared and
whose brainwaves showed no signs of hypsarrhythmia at Week 32,
and 37.5 % at Week 56. At Week 32, 20 % of subjects had normal
central brain wave assessment.

According to comprehensive evaluation of efficacy of Vigabatrin as
“cffective or ineffective" by the Principal investigator or sub-
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investigators including the guardians’ opinion, the drug was effective
in 90 % of subjects at Week 32, and in 100 % at Week 56.

All AEs were collected from signature of the informed consent form
up to the final visit (up to 184 weeks) regardless of seriousness or
relationship to investigational product, Reported AEs are treatment-
emergent adverse events. Analysis was performed on safety analysis
set.

Serious adverse events were reported in 6/17 (35.29 %) subjects.
There were no deaths during the study. Status cpilepticus was reported
in 2/17 (11.76%), in 1 case occurrences was considered related to
treatment. Encephalopathy developed in 1/17 (5.88%) subject, which
was related to treatment. Among other SAE were pyrexia, dehydration,
bronchitis, bronchiolitis, pneumonia. All of events were not related to
treatment.

Magnetic Resonance Imaging abnormalities were revealed in 1/17
(5.88%) subject.

The results of this study indicate that Vigabatrin is generally well
22. Conclusion tolerated by infants and children.

1Syeffeetive for treatment of infantile spasms.

21, Safety results

Applicant (Marketing
Authorization Holder)
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1. Hasea mixapcskoro 3acoby (sa
HAsBHOCTI - HOMEP peecTpauiiHoro
NOCBiAuCHH:)

CABPUJI®, TabTeTKH, BKPHTI MITIBKOBOO 060mmoHK010, 0 500 Mr

2. 3asBHUK

TOB «Canogi-AsenTic Yxpaina», Vkpaina

3. BupoGuuk

ITATEOH ®PAHIIIS

4. Ilposencni mocnimkerms:

1 Tak O mi

SKINO Hi, 06rpyHTYBaTH

1) tin nikapeexoro 3aco0y, 3a akum

BUNPOOYBAHHS, KOJOBaHMIL HOMEp
JTHIYHOTO BUNIPOGYBaHHS

Jlixapcekuii 3aci6 3a moEuM nocke ABTOHOMHE [I0CB€), iHMIIMI
npoBozuMmacs  abo  mmamyerscs| T OPCBKHH 3 . i ( Aoche), imm
. JIIKAPCEKHIL 3aC10, HOBA AiH0Ya peuoBHHa.
peecTpariia
5. Ilosma wa3sBa  xaimiumoro Hosrotpusane nocmimxenns M071754 — Biakpure nocmimxenns 3a

Y4acTIO MALIEHTIB 3 iHGAHTHIEHIME CHasMamiL,

Iporokon Ne LTS12745.

6. Pasa kniHiYHOro BHIIPOGYBAHHs

Pasa 111

7. Ilepion nposencums knimiunoro
BHITPOOYBaHH:

331 ciuns 2013 p. g0 30 macronana 2016 p.

8. Kpaiuu, ne nposozumocs xiiniume
BUIIPOGYBaHHs

Hnonis (6 uewrpis)

9. Kimbkicts gocmi mxysannx

3annanosano: 17 namienris,
®akruano: 17 nanienTis.

10. Mera ta Bropummi mim

KIIHITHOrO BUNpoGyBaHHs

namieHTaM 3
eEKTHBHICTE TiKyBaHHS. .

Ouinurn Gesnexy Birabatpuxy npu AOBrOTPHBAIOMY 3aCTOCYBAHHI
IHQanTHIBHAME  ciasMamu,

4 TaKOXK OIIHHTH

L. Juszaiin KJIIHITHOTO

BUNTPOOYBAHHA

Baratonentpose rinkpure HCKOHTPONBOBAHE AOCTIKCHHS,

Hocraimxerns cxraganocs 3 5 nepioai

KOPHTYBAHHS  103H, mepion miaTpuMyBambHOL Teparnii,
SHWKCHHS IO3H Ta NEPION COCTEPEIKEHHS,

B NICPIOA CKPHHIHTY, mepion

mepion

12. OcHoBHI kpuTepii BKIIOYCHHS

IanierTy 3 giaraozom IH(QAHTHIBHUX CHA3MIB,

13.  Hocmimxysaunii TMKapChKHii
3aci6, croci6 3aCTOCYBaHHSA, Cuia i

Hazspa: sira6arpus,
MInsx BBexcHHs: [ICPOPAIBHO.
Pexcim  nosysamms:  sirabatpun

50 mr/kr/noby mo 150 MI/Kr/aoby (MakcumanbHa moza 3 r/noby)
NPOTATOM NEPIOAY KOPHIYBAHHS 103K (3 nHi-8 TIxKHIB)
TEPIOIOM MTiATPUMYBaTBHOT Tepanii. ¥ pasi BincytHocTi
Cynom abo MOripiICHHS CyaoMHuX CHMIITOMIB,

150 mr/xr/noby mo makcumanshoi

TICPCBOAMIIN A0 SHHIKCHHS 1034 (3 THXKHI).

NMPU3HAYABCH 103010  Bifg
3 HACTYITHHM
TOJTiNIIEHHS
HC3BAXKAIOYH HA 103y

Ao3d 3 r/goby, mauienTis

14. Tlpenapar TOPIBHSHHSA, 71034,
Croci0d 3acTocyBaHHs, CHTa Aii

He sactocosre

15. Cynyrus tepanis

Hani Bigcyrai

16. Kpurepii ouinku epexrusnocti

- 3MiHa yacToTH Hamazis,
- 3HUKHEHHA Hanamis,

- ITosre 3HuKkHeHHS iHpaHTHABEEX cnasumis | rincapuTMmii,

- Pesynasratn eaekTpoeHuedanorpadii.
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- KomnnexcHa ouinka edexrusnocti AOCTIAHHKAMM, BKIHOYAIOUH
AYMKY OTIKYHIB.

17. Kpurepii ouinku 6e3nexn

- Peaymbrarn odransmonoriunoro ofctekens,
- [Toka3sHUKH JKHTTEBO BAXKIHBUX byuxiii,

- 3pict/maca Tina.

- Peayneratn maGoparoprux noctimrens.

- EKT" y 12 BinBenennsx.

- Pesynsratu MPT.

- [To6iuni sipuma.

18. Craructiuni meroau

[epsuBRUME KiHIEBIME TOUKaMU Oy OMiHKH Be3meKH: KiTbKICTh
NALIEHTIB 3 BIAXHICHHAMH pe3ynbTaTtax oOCTCKEHHA Ta KUIBKICTD
NaUi€HTiB i3 moBivHIMK ABHIAMY (IAA) Ta cepitosrmmu moGiuaumu
asumamu (CIT15).

OckinbkH 1l  KIHOEBI TOYKH  MAIOTH OIHCOBHI  Xxapaktep,
CTAaTHCTUYHHIT aHAJI3 HE HAMAETHCH.

Bropunni KiHNeBI TOWKM BKIIOYAIOTE MOKA3ZHHKH €peKTHBHOCTI:
BiICOTOK NMALIEHTIB 31 3HIKCHHAM YaCTOTH HANAIiB mOHANMEHIIE Ha
50 % Bin BuxizHOro piBHA, BiZCOTOK MAUIEHTIB 31 3HUKHEHHAM
HANaIB, BIACOTOK MALIEHTIB 3 MOBHHM 3HHKHEHHSM IHhAHTHIBHMX
cnasMis (CyAOMM 3HHKIH, a Ha enekTpoeruedanorpaMi He BUSBIEHO
O3HAaK TIMCApHTMIl), BIACOTOK HauieHTIB i3 HOPMAaNBHOIO OLIHKOIO
CAEKTPOCHUE(ANOrPaMH  LIEHTPATBHOO nabopatopi€ro, BiACOTOK
NAUIEHTIB 32 KOMIUICKCHOK OUIHKOK CECKTHBHOCTI TrOJIOBHHM
AOCTIAHUKOM 260 CHiBAOCTI NHHKAMH, BKITIOYAI0YH AYMKY OIIKYHIB.

Yei kinuesi Touku ouinosany Ha 32-my Ta 56-my TH:KHI Big novyaTKy
TIEPIOAY MiATPUMYBAILHOT Teparii.

19.  Jlemorpadiuni

BiK, paca, Tomo)

NOKA3HUKH
nocnimxysanol  nomymamii  (crats,

Cepenniit (cTaHaapTHe BiAXHICHHS) Bik BKIIOTEHHX Y AOCTILIKEHHS
nauieHTiB cranosus 31,1 + 18,4 micsus. byno 3anyyeno 9 nauienris
JKIHOYOI cTaTi Ta 8 nauienTis 900BINOT cTATI,

20. Peayneratn edexTuBHOCTI

Hani 14 nauientis 6yno mpoasanizosaso Yy Xoal aHamizy
epeKTHBHOCTI.

Y 90% (95% nosipumit inTepsan [Al]: 55,5-99.7) nauientis
JOCATHYTO woHaHMeHme 50 % 3HmkeHHs uwacToTy 1HDAHTHIEHIX
CIa3MiB TIOPIBHAHO 3 BUXiJHUM piBHeM Ha 32 TIKHL 1y 100 % — Ha
56 THKHI.

BiacoTok nauieHTis 31 3HUKHEHHAM HaNANIB HA NATy OLIHKH 4aCTOTH
Hanaais cra€osus 60 % (95 % JI: 26,2-87,8) na 32 tuxni i 37,5 %
(95 % Al 8,5-75,5) ua 56 txui.

Y 40 % mauiedtiB Hanagu 3HEKIM 1 Ha eaekTpocHuedanorpami He
BISIBJICHO O3HAK rincapurmii a 32 twxni, a y 37,5 % — na 56 TrokHi,

3rifHO 2 KOMIUIEKCHOI OLIHKOM e(exTuBHOCTI Birabarpuny
FOOBHHM JOCTIAHMKOM 260 CHIBAOCTIAHMKAMH, BKIIOYAKOYH DYMKY
OmiKkyHiB, sk «edexTuBHOTO aGo HEe(DEKTHBHOTO», Tpenapar 9)%:!
ebexrusrnM y 90 % mauientis Ha 32 THokH i y 100 % nauienris va 56
THIKHI,

21. PesyneraTtu Gesneku

Yei aani mono I Gymu 3i6pani, nounsatoun 3 jatu i ATHCAHHS
(opmu indopmoBanoi 3romm A0 AaTH OCTAHHBOrO Bi3UTY (m0

184 TokniB) Hesanexmo Bin cepiosmocri IISI aGo 3B'SI3KY 3
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JHKYBAHHAM JIOCHIKYBaHHM TKAPCHKHM 3aCO6OM. 3apeecTposani
15 € no6iuaumu ABHIAMH, IO BHHUKIH niA gac mikyBaHHS. AHami3
OyB nposeacHni y Bubipui ams ananisy Geanexu.

Cepiiosni noGiuni ssmma Gynu 3apeectposani y 6/17 (35,29 %)
namientiB. Ilin uyac pocmimkeHHS eTanbHIX BUNAAKIB HE
3apeectpoBano. Eninentuunumii craryc Gys 3apeecTpoBanuit y 2/17
(11,76 %) mauientis, 8 | Bumagky #oro BMHUKHEHHS BBAKATOCH
nos’s3aHuM 3 mikyeauusim. Y 1/17 (5,88 %) mauieHTiB PO3BMHYIACH
eHuepanonaris, mo 6yno NOB'A3aHO 3 MKYBAHHAM. Cepen inmmx CITSH
Bynu TMXOMAHKA, 3HEBOAHCHHI, Oponxir, GpoHxiomiT, mHeBMOHIA. Vi
ABHINA HC OYyaH MOB'SI3aHi 3 MIKYBAHHIM.,

Binxunenns y pesymerarax MarHiTHO-PE30HAHCHOI ToMorpadii Gysnu
BusBicHi y 1/17 (5,88 %) nauienTis.

Pesyasratu namoro gocnimxenns caiggats, mo BirabaTpus 3aranom
22. BucHOBOK (3aKn0ueHHs) 100pe MePeHOCHTHCA HEMOBIIATAMH TA AITBMH.

penapar e epexrusrum y nikysanui indanTunsaux cnasmis.

3asBHEK (BIACHUK peecTpaniitHoro MOCBIAYEHHS!)
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Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

PATHEON FRANCE

3. Manufacturer

4. Trials conducted:

M

no

! yes

If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, new active substance

5. Full name of'the Clinical Trial, clinical trial code

A multicenter, retrospective, cohort, comparative
epidemiologic study of the incidence of pre-specified
abnormalities in cranial MRI in pediatric subjects with
seizure disorders.

Protocol number: OV-1019

|6. Clinical trial phase Not applicable
|7. Period of the clinical trial Not applicable
[8. Countries where the clinical trial was conducted |US, Canada
‘ ¥ Planned: at least 150 subjects
9. Number of study participants Actual: 205

10. Goal and secondary objectives of the clinical
trial

Primary objective: To compare the incidence of pre-
specified abnormalities on cranial magnetic resonance
imaging (MRI) between vigabatrin (VGB)-exposed and
VGB-naive cohorts of pediatric subjects treated for
Infantile Spasms (IS).

Secondary objectives:

* To compare the prevalence of pre-specified
abnormalities on cranial MRI between VGB-exposed and
VGB-naive cohorts of pediatric subjects treated for IS.

* To quantify transient occurrences of the pre-specified
MRI abnormalities.

* To assess risk factors for pre-specified abnormalities on
cranial MRI in VGB-exposed and VGB-naive cohorts of]
pediatric subjects treated for IS.

* To understand the time course of pre-specified MRI
signal abnormalities in pediatric subjects treated for IS.

11. Design of the clinical trial

This was a multicenter, retrospective  cohorrt,
comparative, observational study of pediatric subjects
with IS who had cranial MRIs performed. All MRIs
performed from birth through 1 year following

discontinuation of VGB were collected for VGB-exposed
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subjects. For those not exposed to VGB, all MRIs
performed from birth up to age 4 years were collected.

Subjects treated for IS who were <24 months of age at the
12. Main inclusion criteria time of diagnosis and who had cranial MRIs performed
after diagnosis of IS were to be included in the study.

In this retrospective observational study, subjects were
treated with a range of AEDs for management of their IS.
The exposure of interest was VGB (Vigabatrin).
Vigabatrin dose information was recorded by
participating sites, as available.

14. Comparator, dose, method of administration, || Not applicable.
strength

13. The investigational medicinal product, method
of administration, strength

Different medications depending on individual

15. Concomitant therapy b o

No formal efficacy assessments were planned or

16. Efficacy evaluation criteria completed.

No safety assessments were planned or completed.

Imaging Outcomes: MRIs were assessed by 2
independent, masked neuroradiologistswho conducted
the primary review. The overall assessment of
interpretable MRIs included 4 options: (1) “Within
normal limits for age,” (2) Radiographically well
characterized pathologic processes as “Tuberous
sclerosis” (TS), “Cerebral dysgenesis,” “Cavernous
angioma,” or “Other,” (3) “Indeterminate” (with or
17. Safety evaluation criteria without other lesions present on some sequences), and (4)
“Presence of signal abnormalities consistent with
uncertain pathologic process on T2, FLAIR, and/or
DWL” More than one option could be selected, with the
exception of “within normal limits for age,” which had to
be selected without any other options.

Discrepant primary reviewer assessments were
adjudicated by a third independent neuroradiologist, who
had to provide a definitive assessment that had to agree
with 1 of the 2 primary reviewers.

Descriptive statistics for the VGB-exposed and the VGB-

18. Statistical methods i .
naive groups were summarized.

The majority of all subjects were male (55.1%),
Caucasian (62.0%), and were born at term (>37 weeks:
74.1%). Similar percentages of subjects were born of]
normal and complicated pregnancies (47.8% and 46.8%,
respectively; 5.4% unknown).

19.  Demographic characteristic of study
population (gender, age, race, etc.)
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20. Efficacy results No formal efficacy assessments were planned or
lcompleted.

No safety assessments were planned or completed.

Results for Imaging Qutcomes:

VGB exposure is associated with an increase in the
occurrence of the pre-specified MRI abnormalities in
infants with IS. The prevalence in this study of pre-
specified MRI abnormalities of 21.5% (17/79, 95% CI
13.1, 32.2%) in all VGB-exposed subjects is comparable
to prior estimates of 10-20%. The incidence of pre-
specified MRI abnormalities was 36% (9/25, 95% CI
18.0, 57.5%) in all VGB-exposed subjects, compared to
5.9% (1/17, 95% CI 0.1, 28.7%) in VGB-naive subjects.
21. Safety results There was evidence to support a dose effect, in that
subjects exposed to > 125 mg/kg/day VGB had a
prevalence of 29.5% (13/44) of pre-specified MRI
abnormalities, whereas subjects exposed to <125
mg/kg/day had a prevalence of 12.5% (4/32). Similarly,
subjects exposed to > 125 mg/kg/day had an incidence of]
41.7% (5/12) of pre-specified MRI abnormalities,
whereas subjects exposed to <125 mg/kg/day had an
incidence of 33.3% (4/12). The majority of abnormalities
appear to be reversible while either on or off VGB
therapy. No clinical accompaniments or sequelae of the
imaging findings were identified in this study.

This study has added new information to the
understanding of MRI abnormalities in IS. While there is
a rate of incidence of abnormalities of 5.9% and
prevalence of 4.1% in VGB-naive subjects, exposure to
VGB is clearly associated with an increased incidence of]
MRI abnormalities. There was an incidence of pre-
specified abnormalities in 36.0% of VGB-exposed
subjects and prevalence of 21.5%. There is evidence to
support a dose relationship, with an incidence in high-
22. Conclusion dose VGB of 41.7% versus 33.3% in low-dose VGB. The
corresponding prevalence estimates were 29.5% in high-
dose VGB and 12.5% in low-dose VGB.

The prevalence rate found in this study of 21.5% is
comparable to prior estimates of 10-20%. The data of this
study support, but do not prove, a dose effect. In the
majority of cases in this study, as well as in published
reports, the MRI abnormalities associated with VGB are
reversible while on or off VGB. No long-term clinical
sequelae have been identified in published reports or in
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this study. The current data do not identify any clinical
accompaniment of the MRI abnormalities.

Applicant (Marketing
Authorization Holder)
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3sit npo kniniune Bunpodysanns

1. Ha3zsa nikapcskoro 3acofy (3a HasBHOCTI -
HOMEP PEECTPALiHHOr0 TOCBIAUEHHS)

CABPWJI®, TabneTkn, BKPUTI MUTIBKOBOK 0G0I0HKOIO,
no 500 mr

2. 3asBHHK

TOB «Canodi-Asentic Yipainay», Yrpaina

3. BupobGuuxk

[NTATEOH ®PAHI[IA

4. IlpoBeaecHi qocainxeHHs:

cC

! TaK Hi AKINO Hi, oGrpyHTYBaTH

1) Tan nikapeekoro 3acoby, 3a IKUM NPOBOANIACS
abo naHyeThCs peecTpanisn

Jlikapcekuii 3aci6 32 mOBHMM 10Cke (ABTOHOMHE
A0cke), IHIMI Nikapchkuii 3aci6, HOBa Ai0ua peuoBHHA

5. Tloena wHassa kiiHiuHOrOo BHNpPOGyBaHHS,
KOJOBAaHHH HOMEP KJIIHIYHOro BUNPOOyBaHHs

bararomenTpose PETPOCHEKTHBHE KOTOPTHC
NOPIBHANBHE CMIAEMIONOTIYHE JOCTIMKEHHS YACTOTH
BHHHKHCHHS 3a3]7€TiAb BH3HAYCHMX AHOMAIIM npu
MPT ucpena y miTeii i3 CyAOMHUMH PO3IaaaMH.

Homep mporoxony: OV-1019

6. Daza KIHIYHOrO BUNPOOYBaHHs

He 3acrocoByernest

[7. [lepion npoBeseHHs KIIHIYHOTO BUNPOGYBAHHST

He 3acTocosyernes

8. Kpaiau, ne KIIiHIYHE

BUNpoOyBaHHA

TIPOBOMIOCH

CHIA, Kanana

9. Kinekicts nocnimxyBanux

3ammanosaHa: woHaiiMenme 150 yyacHuKiB
@axtuuna: 205

10. Mera Ta KJIIHIYHOrO

BHNPOOYBaHHS

BTOPHHHI  mimi

IlepeuHAa 1iTh: NOPIBHATH HACTOTY BHHHKHEHHS
3a3janeriik BU3HAYCHHX AHOMATiii mnpum  MareiTHO-
pesonancHiii Tomorpadii sepena (MPT) mix rpymamm
AiTeH, AKI OTPUMYBAIM JIKYBaHHA BiA iH(AHTHIBHHX
cnasmis (IC) i3 3acTocyBannam siraGatpuny (BI'B) Ta
6e3 zacrocyeanus BI'B.

BropunHni wii;

* IlopiBHATH NOMMPEHICTE 3a37aNCrib BH3HAYCHUX
anoMamiii Ha MPT uepena mix rpymamu girteii, ski
orpuMysau mkysanns Big [C i3 sacrocysannam BI'B ta
6e3 3acrocysanns BI'B.

* KinbkicHO OLIHHTH TPaH3WUTOPHI MPOABH 3a37aNErifb
BH3HAYeHHX aHoMmanii MPT,

* OuinnTh GakTOPH PUSHKY 4751 3a31a0CTiAb BU3HAYCHNX
aHomanii Ha MPT wepema mix rpymamm giteii, ski
orpuMyBanm mikysanss Big IC i3 3acrocysanusm BI'B ta
6e3 3acrocyeanns BI'B.

* Orpumarn iadopmauiro mpo wacosi mnapamerpu
3a37a7€Tiab BU3HAYCHMX aHOMawiii curnany MPT vy
niTeit, axi orpumyBamu mikyBanns sig IC.
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11. luzaiin kniniuHOro BUNpoOyBaHHs

Ile Gyno GaraToueHTPOBE PETPOCTICKTHBHE KOTOPTHE

nopiBHsUTbHE ofcepBauiiiie nocmimkenHs y giteil 3 IC,
AxuM BukoHyBanmu MPT wepena. 36upanu indopmaniro
npo pesyiabtatH BCiX MPT, BukoHanmx mitaM 3
HapouKEHHS 10 1 poky, sxi 10 Toro orpumysatu BIB.
HAnst tux piveit, sxi He orpumysamu BI'B, 36upanu
indopmauio npo pesyiasratn Beix MPT, BukoHAHHX 3
HAPO/KCHHS 10 4 poKiB.

12. OcroBHi kpuTepii BKIIOUCHHA

Y  JOCHIKCHHA BKIHOYAAM THX TALNEHTIB, sKi
orpuMyBamu nikyBawus Bix IC, sxuM Ha MOMeHT
NOCTAHOBKH JIarHo3y Oyio MeHme 24 MicsuiB i sxum
HIC/IA MOCTaHOBKH AiarHosy IC Oyna nposeaena MPT
ueperna.

13. Hocnimxysanmii jikapcexuii 3acif, cnoci6
3aCTOCYBaHHA, CHia Ail

Y  upOoMy  peTpOCHEKTHBHOMY obcepBaniiiHOMy
JOCIHIUKCHHI —MALIEHTH  OTPUMYyBATHM  Uimmil  psig
nporueninentuaanx npemaparis (ITETI) ana nikysarns
IC. OuinroBanum npenaparom 6ys sirabarpus. I{entpu
MPOBECHHI JOCHITAKEHHS. peecTpyBanu iH(OPMALIO
Npo n03ysanHi BiraGarpuny (3a HasBHOCTI).

14, Ilpemapar nopiBHsHHS, crnocib

3aCTOCYBAHHS, CHaa il

no3a,

He 3actocoByerses.

15. Cynytna Tepanis

Pizni npenaparu Bij

TIOKA3aHb.

3A71EKHO IHIMBIAYANBHHX

16. Kputepii ouinku edextasrocTi

Koanux ouinox e(heKTMBHOCTI He NMIAHYBATOCS i HE
TTPOBOINIIOCH.

17. Kputepii ouinkn 6eanexu

Kopnux ouiHOK Oe3MeKH HE NIAHYBATOCA 1 HE
IPOBOIHIIOCH.

Pesynpratn Bisyanizanii: nepsunna ouinka MPT Gyna
nposeaeHa 2 HC3AICIKHHMH  HCiipopamionoramu
3aMaCKOBAHHM YHHOM. 3aransHa OLIHKA
IHTCPIPETOBaHUX pesynsratis MPT  Brmouana 4
Bapianth: (1) «B Mexax HOpMM ana  Biky», (2)
PCHTICHOIOTIYHO BU3HAYCHI MATOJIONYHI OpOIecH, TaKi
Sk «ryOeposmmit cknepos (TC)», «uepebpansauii
JUCreHe3», «KABEPHO3HA aHTioMa» abo «imme», (3)
«HCBH3HAYCHHIDY BapianT (3 IHIIAMH YPAKCHHAMH,
NPUCYTHIME Ha JCAKHX TOCHIZOBHOCTAX, a60 Ge3 Hux) 1
(4) «umasBHicTE aHOManiH curHanmy, BigmOBiAHWX
HCBU3HAYCHOMY IATONOTIYHOMY npouecy Ha T2, FLAIR
Ta/abo DWI». Moxna Gyno eubparu Ginbme omsoro
BAPIAHTY, 38 BUHATKOM «B MC/KAX HOPMH JUIST BIKY», SKHil
noBuHeH Oys Oyru oOpanuit Ge3 Oyap-skuMX iHIIHX
BapiaHTIB.
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CynepeunuBi OLIHKHM NEPBHHHHX PELICH3CHTIB Oy
POSTISIHYTI TPETIM HE3aICKHIM HelpOpamionorom, skuii
NOBHHCH OYB HAZATH OCTATOYHY OLHKY, IO MAa Oyt
y3rojukena 3 1 13 2 NepBHHHUX PELIEH3EHTIB.

Bynn y3arajibHeHl OMHCOBI CTATHCTHYHI JaHi amst rpy,
ki orpumyBasm BIB, i rpym, sxi He orpumysam BI'B.

Binbmiicts naumientis 6ynm womosiuoi crari (55,1%),
esponcoinamu (62,0%) i mapomumucs B crpok (>37
TwkHiB;  74,1%). Opmakosuit  BimcoTok  miTeii
HAPOIMITUCS BiJ HOPMAJIBHOI 1 YCKTAaZHEHO! BAariTHOCTI
(47,8% i 46,8% sinmoeinuo; 5,4% HeBinomo).

18. CratucTuyni Meromu

19. Jlemorpadiuni noxasmmku mocmimkysanoi
nonynsuii (craTk, Bik, paca, Tomo)

Koaunx oninok chexrusHOCTI He IUIaHYBanocs 1 He

20. Pesynbratu edextusHOCTI
TPOBOIHIIOCH.

JKomuux omiHOk Oesneku He muAHYBaNTOCK 1 He
NPOBOAMIOCH.

Pesynbratu Bizyanizauii:

3acrocysanns BI'B nos'ssane 3i 36inpensaM qactoru
BUHMKHEHHS 3a31a7€Tiab BU3HAYCHUX aHOMamiit MPT y
uemopaar 3 IC. ¥V upomy nocmimkenni nommpenicts
3a3nas1erinp BU3HAYeHHX aHomamiit MPT 21,5% (17/79,
95% JI 13,1, 32,2%) y Beix mauienTis, saxi orpumyBau
BI'b, Gyna nopisnsiHHA 3 momepeaHIMM OLIHKAMH HA
piBui  10-20%. Yactora BHHHKHEHHS 3a3;aNerigb
BU3HAYCHUX aHOManiii MPT nopisrroBama 36% (9/25,

95% JII 18,0, 57,5%) y Beix manienris, sxi orpuMysamn
BI'B, mopisrsmo 3 5,9% (1/17, 95% JL 0,1, 28,7%) y
TaLieHTIB, AKi He OTpUMYBATH BI'B. byna IIl.ElTBCpE}I{GHZI
21. Pesyneratn Gesnexu 3anexHicTe  epeKTy BiX J03M: Y mauieHTIB, SKi
otpumysanu BI'B y 1031 > 125 mr/kr/nens, nommpenicrs
3a3jaieriay BU3HAUYCHMX aHomanii MPT 6yma 29,5%
(13/44), Toxi ax y maniewtis, sixi oTpumysamn npemnapar
y 2031 < 125 Mr/kr/nenb, nowmpericts cranosuna 12,5%
(4/32). Amnanoriynum uMHOM, y nauiewtis, ki
OTPHMYBAITH MPENapar y 1031 = 125 mr/kr/nens, sacrora
BUHHMKHCHHS 3a3Jajeriib BH3HAYEHHX aHoManmiii MPT
Oyna 41,7% (5/12), Toai sk y nanienTis, sixi oTpuMysamm
npenapar y 1031 < 125 Mr/kr/aens, 4actoTa BAHHKHEHHS
craHosuna 33,3% (4/12). Binbwicts asomaniii Gymm
oBopoTHHMH mpH JiKyBaHHL Ta Ge3 gikyeanns BIB. Y
UBOMY IOCTIDKEHHI He Oya0 BHABICHO KOJHMX
KNiHI9HHX  mposBiB a0  Hacniakis  pesynbratis
BI3yamizauii.

e nocmimxenns mogano wHosy imdopmauiro g0
22. BHCHOBOK (3aK/II049EHHS) posyminns anomaniii MPT npn IC. Hessakaroun Ha Te,
UI0 YaCTOTA BHHUKHCHHS aHOMAMiH ctanosuts 5,9%, a
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NOWHPEHiCTs - 4,1% y nanientis, saxi He oTpHMyBaH
BI'B, nixysauus BI'B saBHO mos'szame 31 36imbimeHHEsM
1aCTOTH BUHHKHCHHS anomaniit MPT. V manientis, sixi
orpuMyBanu BI'B, wacrora sunukHeHHS 3aszamerias
BU3HAYCHUX aHomanii Gyma 36,0%, a mommpenicts
nopismioBana 21,5%. € gami, mo HiATBEPKYIOTh
3QUICKHICTD BIJI TO3H: 9ACTOTA BHHHKHEHHS IIPH BUCOKHX
nosax BI'B cranosute 41,7% nopismsno 3 33,3% npu
Hu3pkux  posax  BI'B.  Bigmopizmi  noxaszamku
TONUIPEHOCTI A0piBHIOBAIH 29,5% Npu BHCOKHX A03ax
BI'b 1 12,5% npu au3pknx nozax BI'B.

Iokasnukyu mommpeHocTi, WO crmocTepiranucs B
HBOMY JOCTIKeHH] Ha PiBHi 21,5%, Gyau nopisrguHi 3
nonepeiHiMu  nokasHukamu  10-20%. Jami  umsoro
JAOCTIKEHHA MATBEPKYIOTB, ane HE AOBOIATH
3aNEKHICTE eexty Bin x03u. Y Gimbwocti Brmaakis y
LBOMY JOCTIKEHHI, @ TAKOXK B OMyOTiKOBaHMX 3BiTAx,
amomami MPT, nos'ssami i3 sactocysammsm BIB, €
oboporhumu mia uac aGo micas sactocysanns BIB. B
OmyOTiKOBAHHX 3BITAX Ta B ILOMY JOCIIIKEHHI HE 6ymno
BHABJICHO  JKOJAHHX  JOBFOCTPOKOBHX  KITIHIYHHX
Hacniakis. [lotouni gami He cBiguare npo Gyaw-ski

KJIiHIYHI posiBu avomaniii MPT.

3asiBHuK (BIaCHHK
peecTpaniiinoro
[TOCBIAYCHHS)

{niny 3
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0 7‘0
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

'3. Manufacturer

PATHEON FRANCE

o

4, Trials conducted:

M
| -

1 yes no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Full name of the Clinical Trial,
clinical trial code

A double-blind, double-dummy, randomized, comparative, positive
and placebo controlled, crossover design trial to assess the effects of]
vigabatrin on cardiac repolarization following a therapeutic and
supratherapeutic dose in healthy volunteers (protocol OV-1033).

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

From 09 April 2008 (enrollment of first subject)
To 01 May 2008 (last subject visit)

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 60 subjects

Actual: 58 subjects

The 2 subjects who discontinued prematurely from the study
completed Periods 1 through 3 but did not complete Period 4.

10. Goal and secondary objectives of]
the clinical trial

The primary objective:

* To evaluate the effect of vigabatrin on the QT interval corrected
using Fridericia’s formula (QTcF) following single oral doses in
healthy adult subjects.

The secondary objectives:

* To evaluate the effect of vigabatrin on the QT interval corrected
using Bazett’s formula (QTcB) and the QT interval corrected using an
individual formula (QTcI) in healthy adult subjects.

* To evaluate vigabatrin dose and plasma exposure on the cardiac
repolarization (QTinterval).

* To characterize the pharmacokinetic profile and safety of vigabatrin
in healthy adult subjects.

11. Design of the clinical trial

Double-blind, double-dummy, randomized, positive- and placebo-
controlled, crossover study
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Subjects received single doses of therapeutic and supratherapeutic
doses of vigabatrin (3.0 g and 6.0 g, respectively), moxifloxacin 400
mg (positive control), and placebo on Days 1, 4, 7, and 10 in one of 4
freatment sequences.

Treatment A: 3.0 g vigabatrin solution + 1 moxifloxacin placebo tablet
Treatment B: 6.0 g vigabatrin solution + 1 moxifloxacin placebo tablet
Treatment C: 400 mg moxifloxacin tablet (overencapsulated) +
vigabatrin placebo solution

Treatment D: Moxifloxacin placebo tablet + vigabatrin placebo
solution

12. Main inclusion criteria

1. Age 18-45 years; male and female healthy subjects.

2. Persons weighing 50 kg or more and having a BMI of 18 to
30 kg/m?.

3. Persons who are judged to be in good health by medical history,
medical examination, vital signs and clinical examination.

4. Those who have normal 12- lead ECG and meet the following
criteria:

- Normal sinus rhythm

- No clinically meaningful transmission impairment

- PR interval: 120 - 230 ms

- Heart rate: 50 - 100 bpm

- QRS interval: 110 ms or less

- QTc : male - less than 450 ms, female - less than 470 ms.

13. The investigational medicinal
product, method of administration,
strength

Vigabatrin: 3.0 g (6 x 500 mg packets) or 6.0 g (12 x 500 mg packets)
of powder

Oral administration

Vigabatrin powder was dissolved in 250 mL aqueous solution

14. Comparator, dose, method of]
administration, strength

1) Moxifloxacin: 400 mg overencapsulated tablet; oral
administration.

2) Placebo for vigabatrin: 250 mL solution; oral administration.

3) Placebo for moxifloxacin: overencapsulated tablet; oral
administration.

15. Concomitant therapy

The regular use of any prescribed drugs (including oral
contraceptives for females of childbearing potential) or over-the-
counter drugs (including vitamins and alternative or complementary
medicines/therapies) were not permitted from 14 days (28 days for
herbal supplements) or 5 half-lives, whichever was longer, before
Check-in (Day -2) and throughout the duration of the study.
Enrollment of a subject who had taken any medications, vitamins,
and/or herbal supplements within the 14-day period before Day -2 was
at the discretion of the Investigator with the consultation of the
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Sponsor. All previous medications within 28 days before Check-in and
all concomitant medications were recorded in the eCRF.

Acetaminophen (paracetamol) was permitted if deemed necessary by
the Investigator with the approval of the Sponsor.

16. Efficacy evaluation criteria

Pharmacokinetics:

The following plasma pharmacokinetic parameters were to be
calculated from the plasma concentration data using
noncompartmental methods: area under the concentration-time curve
(AUC) from time 0 to the time of last quantifiable concentration (Igc)
(AUCO-1qc); AUC from time 0 extrapolated to infinity (AUCO-inf);
AUC from time 0 to 24 hours after dosing (AUC0-24); observed
maximum plasma concentration (Cmax); observed time to reach Cmax
(Tmax); lag time of absorption (tlag); terminal-phase elimination rate
constant (whenever possible) (Az); terminal elimination half-life
(t1/2); apparent total body clearance (CL/F); apparent volume of]
distribution (Vd/F); and mean residence time (MRT).

Pharmacodynamics (Digital ECGs):

The RR, QRS, PR, and QT intervals, heart rate, and the presence of]
U waves were determined from the digital Holter monitoring data.
Also derived were corrected QT intervals using the following
formulae: QTcF (QT/[RR]0.333); QTcB (QT/[RR]0.5); and QTecl
(QT/RRP), where b; was the subject specific correction exponent
derived by regression of the log QT versus log RR (units of seconds)
within each subject while not exposed to active drug (i.e., QT baseline
day).

17. Safety evaluation criteria

Safety assessments included adverse events (AEs), clinical laboratory
test results (hematology, serum chemistry, and urinalyses), vital sign
measurements, physical examination findings, and standard 12-lead
ECG results.

18. Statistical methods

Pharmacokinetics:

Summary statistics were generated for vigabatrin and moxifloxacin
plasma concentrations and pharmacokinetic parameters.

Electrocardiograms:

The primary endpoint was the largest time-matched difference in
QTcF between active treatment and placebo (baseline-adjusted) during
the treatment period. Secondary analyses included time-matched mean
differences in QTcB and QTecl between active treatment and placebo
(baseline-adjusted), outlier analyses in QTcF, QTcB, and QTcl
intervals, PR interval, QRS duration, and heart rate, the presence of]
abnormal T-U wave complex, and assay sensitivity.

The primary hypothesis was: Ho: AA_QTcF>10 milliseconds versus
Ha: All AA_QTcF<10 milliseconds. A repeated measures mixed
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effects linear model was used to test the primary hypothesis. The
primary endpoint was analyzed by a standard analysis of variance for
a crossover design that included the effects of treatment sequence,
study drug, study period, time, and time by treatment interaction as
fixed effects and subjects within treatment sequence as random effect.
A compound symmetry covariance structure was assumed for the
repeated measures. In addition, a mixed model was used to analyze the
primary endpoint for each individual time point. For each time point,
the mean corrected difference before dosing between each vigabatrin
dose and placebo, estimated from the AA_QTc-adjusted model, was
presented along with a 2-sided 90% confidence interval (CI) for the
difference (the upper bound of this interval was the 1-sided upper 95%
CI). The null hypothesis was rejected if all 1-sided upper 95% Cls for
each vigabatrin dose were less than 10 milliseconds. The unadjusted
differences in baseline-subtracted means between each vigabatrin dose
and placebo were also calculated, along with their 1-sided 95% ClIs.

The secondary endpoints were analyzed using the same statistical
analysis methods as described for the primary endpoint. To detect
assay sensitivity, 1-sided lower 95% CIs on the difference between
moxifloxacin and placebo were calculated at all ECG time points
between 1 and 4 hours after dosing. To explore plasma concentrations
versus QT (QTec) interval, a linear mixed effects model was employed
with the time-matched placebo-subtracted differences in baseline-
subtracted QTc intervals as the independent variable and the
corresponding vigabatrin concentration as the dependent variable.
Mean and 1-sided upper 95% ClIs on the differences from placebo were
estimated at relevant concentrations.

19. Demographic characteristic of]

study population (gender, age, race,
etc.)

Safety population (N = 60):

Gender, n (%): male 30 (50), female 30 (50)

Mean age (yaears): 33.79 (range: 19.9-45.9)

Race, n (%): white 48 (80.0), black or african american 12 (20.0)
Mean body mass index (kg/m?): 25.47 (range: 19.7-30.0)

20. Efficacy results

Electrocardiograms:
Results of the primary endpoint analyses showed that all 1-sided

upper 95% Cls for the differences in QTcF between each vigabatrin
dose and placebo were less than 10 milliseconds for all time points.
Therefore, the primary endpoint was characterized as a “negative”
study as set forth in the FDA Guidance for Industry E-14 Clinical
Evaluation of QT/QTec Interval Prolongation, October 2005.

Results of the secondary endpoint analyses showed that all 1-sided
upper 95% Cls were less than 10 milliseconds for both QTcB and
QTcl. One subject was observed to have a QTcl measurement greater
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than 480 milliseconds (493 milliseconds) at 8 hours after dosing with
3.0 g vigabatrin; however, this outlier was determined to represent a
QT interval prolongation secondary to an extrinsic cause that resulted
in a sudden increase in heart rate and was not secondary to vigabatrin.
No other subjects were observed to have QTcF or QTcB measurements
greater than 480 milliseconds and no subjects had QTc increases from
Baseline greater than 60 milliseconds.

Vigabatrin plasma concentration and corrected QT interval results
demonstrated no relationship between the plasma drug concentration
and a corresponding effect on ventricular repolarization. The
concentration versus QTc results demonstrated a very slight decrease
in QTcF (less than 2 milliseconds) at the 6.0 g vigabatrin dose
compared with the 3.0 g vigabatrin dose, and the change in QTcF for
both doses nearly matched the QT intervals in the placebo group.

Assay sensitivity was confirmed by the 1-sided lower 95% CI of the
baseline-adjusted placebo-subtracted QTc intervals that were greater
than 5 milliseconds at 2 and 3 hours after dosing with moxifloxacin
400 mg. These findings were also confirmed for both the QTcB and
QTecl corrections. No treatment- or dose-related trends were observed
in the gender interaction results or the morphological analyses.

Pharmacokinetics:

After a single oral 3.0 g or 6.0 g dose of vigabatrin, mean total and
peak exposures (assessed by AUCs and Cmax, respectively) were
observed to increase approximately in proportion with increasing dose
level. Median Tmax occurred at approximately 1 hour after dosing for
both dose levels, and mean t1/2 values were similar for both dose
levels at approximately 7 hours.

Arithmetic Mean (%CV) of Plasma Pharmacokinetic Parameters of

Vigabatrin
Pharmacokinetic Parameter Treatment
(unit) 3.0 g Vigabatrin | 6.0 g Vigabatrin

N =157 N=157
AUCO-Igc (ugeh/mL) 419 (15) 854 (16)
AUCO-inf (ugeh/mL) 423 (15) 860 (16)
Cmax (ug/mL) 107 (19) 196 (22)
Tmax (h)? 0.85 (0.6-2.1) 1.10 (0.6-2.1)

%CV = percent coefficient of variation

Note: Pharmacokinetic parameters were calculated from actual sampling times.

# Median (Range)

After a single oral 400 mg dose of moxifloxacin, the mean AUC and
Cmax reported were similar to that reported in the literature.
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Arithmetic Mean (%CV) of Plasma Pharmacokinetic Parameters of

Moxifloxacin
Pharmacokinetic Parameter Treatment <I
(unit) 6.0 g Vigabatrin
N =57
AUCO0-Igc (ugeh/mL) 30.4 (20)
AUCO-inf (ugeh/mL) 32.4 (20)
Cmax (nug/mL) 2.29 (26)
Tmax (h)? 2.10 (0.6-4.1) AE

%CV = percent coefficient of variation
Note: Pharmacokinetic parameters were calculated from actual sampling times.
# Median (Range)

21. Safety results

Overall, 44 subjects (73.3%) reported a total of 85 AFEs. The
incidence of AEs was greatest after administration of moxifloxacin
(32%), followed by 6.0 g vigabatrin (28%), placebo (25%), and 3.0 g
vigabatrin (20%).

The AE with the highest incidence in all 4 treatment groups was
contact dermatitis, attributed to the placement of the ECG electrodes.
Other AEs reported by more than 1 subject included dizziness, nausea,
and vomiting with the 6.0 g dose of vigabatrin, dizziness, constipation,
and headache with moxifloxacin administration, and constipation,
nausea, and headache with placebo administration.

The majority of AEs reported were considered mild in intensity and
not related to the study drug. No deaths or SAEs were reported. Two
subjects discontinued from the study because of AEs; 1 subject
experienced hypersensitivity (event diagnosis: allergic reaction) after
receiving 400 mg moxifloxacin that was considered probably related
to the study drug, and 1 subject experienced costochondritis after
receiving placebo that was considered possibly related to the study
drug.

Overall, no treatment- or dose-related trends were observed in the AE
findings, clinical laboratory results, vital sign measurements, standard
12-lead ECG results, or physical examination findings. A fter receiving
6.0 g vigabatrin, 1 subject experienced increased blood pressure
considered probably related to the study drug, and 1 subject
experienced tachycardia considered possibly related to the study drug.

22. Conclusion

* Vigabatrin, administered orally in doses of 3.0 g and 6.0 g, did not
increase the QT/QTc intervals. The I-sided upper 95% Cls for the
baseline-adjusted placebo-subtracted (double delta) QTc intervals
(QTcF, QTcB, and QTcl) were less than 10 milliseconds at all time
points from the onset of dosing to 22 hours after dosing.
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* Vigabatrin plasma concentration and corrected QT interval results
demonstrated no relationship between the plasma drug concentrations
and a corresponding effect on ventricular repolarization. The
concentration versus QTc results demonstrated a very slight decrease
in QTcF (less than 2 milliseconds) at the 6.0 g vigabatrin dose
compared with the 3.0 g vigabatrin dose, and the change in QTcF for
both doses nearly matched the QT intervals in the placebo group.

* Assay sensitivity was confirmed by the 1-sided lower 95% CI of the
baseline-adjusted placebo-subtracted QTc intervals that were greater
than 5 milliseconds at 2 and 3 hours after dosing with moxifloxacin
400 mg.

* After a single oral 3.0 g or 6.0 g dose of vigabatrin, the mean AUC
and Cmax values were dose proportional.

* Administration of vigabatrin at 2 times the proposed therapeutic
dose was generally well tolerated among healthy adult subjects.

Applicant (Marketing
Authorization Holder)
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3siT npo kminiune BuNpoGyBanns

1. Haspa nikapcbkoro 3acody (3a
HAABHOCTI - HOMEp peecTpauiiiHoro
MTOCBIAUCHHS)

CABPUJI® TabieTkn, BKPHTI ITIBKOBOK 0GOIOHKO, 110 500 Mr

|2. 3aasuuK

TOB «Canogi-Asenric Yrpaina», Yxpaina

E. Bupo6uux

| TATEOH ®PAHILIIS

4. IIposencHi JOCITITKCHHS:

i TaK O wi SKOIO Hi, 0BTpyHTYBaTH

1) tun nikapcekoro 3acofy, 3a skum

Jlikaperxuif 3aci6 3a moBHHM J0ChE (AaBTOHOMHE IOChE), IHmMI

BUNPOOYBAHHSA, KONOBAHMII HOMeEp
KINHIYHOrO BUIPOOYBaHHS

nposoaunmacs  abo  ruraHyerbes| L "
: JIKAPCHKHUiA 3aC10, HOBA AlK0Ya PEUOBHHA
peecTpais
Hozasilino-cmine, 3 mnoasiiiHOO  imiTamiero, PaHZOMI30BAHE,
5. [Tlosra Hasea  KIIHIYHOTO|MOpiBHANBHE, 3 MIAUE6O- TA MOSHTHBHIM KOHTPOIEM, MEPEXPECHE

JOCII/UKCHHS 3 MCTOK OLIHKHM BIIMBY Birabarpuny Ha cepuesy
PETIONAPH3ALIIO MIC/IA TEPANCBTHYHHX T CYTPATePaneBTHIHNX 103 ¥
340poBUX A00poBobLIB (poTokoa OV-1033).

6. Dasa kniHIYHOTO BHNpOOyBaHHS

dazal

7. Tlepioan npoBeAeHHS KIIHIYHOTO
BHNPOOYBaHHS

3 09 xsitna 2008 poxy (BriIIO9eHHS NIEPIIOTo cy6’ exTa)
IIo 01 tpasns 2008 poky (ocTanHiit BisuT naiiesTa)

8. Kpainn, e nposoaniocs KiiHiuge
BHITPOOYBAHHSA

CIIA

9. KinpkicTs HOCTIIKYBAHUX

3amnanosana: 60 cy6’exTie

DaxtuyHa: 58 cy6’ exTin

2 cy6’exrn nepenvacHo BubyiM 3 JOCTIIKEHHS MIC/s 3aBEPIICHHS
nepioaiB 1-3 nocaimskeH s, ane He 3aBepUIMIN Mepion 4 10CaiAKeH s,

10, Mera ta wropumni Imimi

KITIHITHOTO BUNIPOOYyBaHHA

ITepBuHHA HidE;

* Ouinutu BrumB BiraGarpuny Ha imtepsan QT, xopurosanwmii 3a
thopmynoto ®pinepika (QTcF) micas oaropasoBux nepopanbHuX 403
¥ 3A0POBHX JOPOCIHX CY0’ €KTIB.

BropunHni uini:

* Ouinntn srumBs siraGatpuny Ha intepsan QT, xopuroeauuit 3a
opmynoro Baserra (QTcB) ta imtepsan QT, kopuroBammii 3a
iHmBiAyansHO10 dopmynor (QTcl) y 3noposux mopocinx cy6’ exTis.

* Ouinutu BUAMB J03u BiraGaTpuHy Ta excroswuii siraGaTpuny B
TIa3Mi KpoBi Ha cepueBy penonspusauiro (intepsax QT).

* Oxapaktepmsysatu ¢apmaxokiHeTHunmii mpodine Ta Gesmeky
BirabaTpHHy y 3I0POBHX I0POCIHX CY6 EKTIB.

11. Huzaiin KIIHIYHOTO

BHITPOOYBAHHA

Hoagiiino-cnine, 3 noAsiiiHOW0 iMiTamiero, panAOMi30BaHe, 3 naaucho-
Td MO3UTUBHUM KOHTPOIEM, ICPCXPCCHE IOCTIIKCHHS

Cy6’extn OTPHMYBAIN OZHOpa30Bi TEpaneBTHYHI Ta
cynmpatepaneBTiiHi 103u BiraGarpuny (3,0 r ta 6,0 r BianosigHo),
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Mokcuduokcauun 400 Mr (nO3uTHBHMH KOHTPOIB) T2 naauebo B axi
1, 4,7 ra 10 B oamiit 3 4 mocainosroCTEH TiKYBaHHA.

Jlixysauus A: posums pirabarpumy 3,0 r + 1 Tafretka miauc6o
MOKCH(IOKCATHHY

Jlixysarus B: posunn siraGatpumy 6,0 r + | Tabnerxa miameGo
MOKCH(DIOKCAUMHY

Jlixysauns C: Tabaerxa mokcuduokcarmmy 400 Mr  (momimena y
Kancyay) + po3uus mraueGo sirabatpuny

Jlikysauns D: Tabnerka mnnaue6o MokcubIokcaunHy + posuuH
niane6o BirabaTpuny

1. Bik 18-45 poxis; 310posi cy6’exTH 201081407 Ta *KiHOUOT CTATI.

2. 3 macoro Tina 50 kr abo Ginsure Ta 3 IMT Bix 18 10 30 kr/M>.

3. Ocobu, y sKMX CTaH 370POB’Sl BH3HAUCHMIl SIK XOpOLIHH 3a
pe3ylbTaTaMH JAHUX 3 MeAMuHOT KapTkH, (i3MKaIBHOTO OrIALY,
OCHOBHUMH  MOKa3HHKAMH O KUTTEQISVIBHOCTL Ta  KIIHISHOTO
00CTEIKCHHSL,

4. Hassna EKI' y 12 sigsegenHsx, mwo sigmosizae HACTYTIHHM
12. OcHoBHi kputepii BkmroueHHs  ||\kpuTepism:

- Hopmansuuii cunycosuii putm.

- Bes kmiHiTHO 3HAYYIMX MOPYLIEHb MPOBiIHOCTI.

- Iarepsan PR: 120-230 mc.

- Hacrora cepuesoro putmy: 50-100 yu/xs.

- InTeperan QRS: 110 mc abo meHme.

- QTec : yonopiku — menuwe 450 mc, ik — meruie 470 Mc.

BiraGarpun: nopomox 3,0 r (6 nmakeris mo 500 mr) a6o 6,0 T (12
13, [Mocnimxysanuit mikapeskuiifmakeris mo 500 mr).

3acif, croci6 3acTocysanns, cuia aii|| [Tepoparshe 3acTocyBaHHs.

ITopomok BiraGarpuny posunnsses y 250 M1 BOAHOTO po3unHy.

1) Mokcudnoxcaunn: nomimeni y xancyny tabnerkn mo 400 mr;
NEPOPAIbHE 3aCTOCYBAHHA.
14. Tlpemapar nopiBusHEs, g03a,| 2) ITnaneGo ana Birabatpuny: 250 M posumHYy, nepopanbHE
crocid 3acToCyBaHHS, CHIa Tl 3aCTOCYBAHHSL.

3) Inane6o ans MmokcudIokcaluHy: IOMiLIEHA Y Kancyny TabieTka;
NEPOPANBHE 3aCTOCYBAHHS,

[Tepopanbre 3acTocyBamms Gynb-AKMX DELENTYPHHX Npenaparis
(BRITIOUAIOYH OPANbHI KOHTPANEHTHBH UL JKIHOK penpoAyKTHBHOTO
BiKy) abo Oe3peuenTypHHX npenmapaTiB (BKIIOYAKOYH BITAMIHH Ta
Xapyosl  mobaBku/NpenapaTst  HETPAIMIIAHOI  MeIMUMHH) He
Ao3somsimuck 32 14 auis (28 nmiB amst pocannuHux mpenaparis) aGo 5
NCpioniB HAMIBBHBENCHHS, 3aICKHO Bif TOro, wmo IOBILIE, 10
BRIIFOYCHHS [0 AOCTIIKCHHA (AeHb -2) Ta WX 9ac AOCITIIKEHHS.
BrmoucHus cy6’exris, siki npuiivanu siki-meGyns npenapari,
BiTamian Ta/abo xapuoBi moGasku B 14-meHHmit mepioa nepex
BKJIIOYCHHAM 0 DOCTIKEHHA, Oy/I0 3a PIICHHAM TOCITIAHNKA Mic/s

15. CynyTtHs Tepanis
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KOHCyzbTauili 31 cmoncopoM. Yci  momepenHso 3aCTOCOBYBaHI
npenapari ynpoaosk 28 ZHIB Mepe BRIFOUSHHAM 10 AOCTIKCHHS Ta
BCi cymyTHI npenaparu QikcyBanucs B CICKTPOHHLIT 1HAWBITyaIbHIiH
peecTpaniituiii kKapTui.

Aueraminoden (mapaueTamon) K03BOMSBCA, SKIUIO HE BBAKAIOCH 3a
HCOOXIIHE 32 PILCHHIM OC/TIIHHKA MiC/Is CXBATCHHS CIIOHCOPOM.

DapMakoKiHETHKA:

Hacrynhi (apmaxoxinernuni napamerpu mmasmu KpoBi moBHHHI
Gynu 6yTi po3paxoBaHi Ha OCHOBI JAHHX PO KOHUCHTPALIIO B IL1a3Mi
KPOBI 32 JONOMOrOX0 HEKOMIAPTMEHTHHMX MCTONIB: NIOWA i
KpuBoro koHuUeHTpauis-1ac (AUC) sig uwacy 0 mo wacy ocranzbOi
BUMiproBaHol KonueHTpauii (lqc) (AUCouqe); AUC Bix wacy 0,
ckcTpanospoBana Ha HeckinueHRiCTs (AUCo.nf); AUC Bix wacy 0 go
24 ropun micas gozysanHs (AUCo.24); CIOCTEPEKYBAHA MAKCHMATBHA
KOHUEHTpamis y miasmi kpoBi (Cmax); cHocTepexyBaHuii uac
AocAarHEHHS Cmax  (Tmax); uac sarpumkm Bemoxtysamms  (tlag);
KOHCTaHTAa INBHAKOCTI BMBEAGHHA Y TepMiHAIbHIH (asi (ae Gymo
MOX/MBHEM) (A2); nepion HAMIBBHBEASHHA Y TEPMiHAIBHIIN dasi (ti);
Buaumuii saransamit kaipenc (CL/F); sumumuii 06’em posnoaity
(VA/F); Ta cepenmniii wac yrpumanns npemapary (MRT).

®apmakoannamika (wudposa EKD):

Intepsaan RR, QRS, PR ta QT; wactora cepuesoro puT™My Ta
HasBHICTE 3y6uis U Bu3HAYammes 33 JammMM  mEpPOBOTO
XO/ITEPIBCHLKOro MOHiTOpyBanus. Takoxk Oymu oTpumani inTepsanu
QT, xopurosani 3a nactynuumu popmynamu: QTcF (QT/[RR]0,333);
QTeB (QT/[RR]0.5); ta QTel (QT/RR™), ne bi 6yB mokasumxom
cnenudiaaoi Ans cy6’exTa KOpEKIIii, OTPHMAHHM IUTIXOM perpecii log
QT nporu log RR (ommenmi — cexynam) y koxknoro cyb’exra mo
excnosnuii focaimkysanuM mpenaparom (To6ro, inTepsany QT Ha
TIOUATKOBOMY PiBHi).

16. Kpurepii ouinku edekruBHocTi

OuintoBanns Ge3nekn BKMOYAIO MOGIYHI ABMINA, pe3yabTATH
IIHIYHMX  1abopaTopuux  TecTiB  (3arambHuii  amanis  Kposi,
17. Kpurepii ouinku 6e3nexu OloxiMiyHMil aHAmi3 KPOBI Ta aHami3 ceui), OCHOBHI NOKA3HHKH
KHTTEAIANBHOCTI, pesynbratd  (isMKaTBHOrO OGCTCKCHHSA Ta
pesyaptati ctanaaptoi EKT y 12 sinsenennsax.

DapMaKOKIHETHKA:

3Beneni cratucTHYHI gaHi 6yJ0 3rCHEPOBAHO IS MAHMX npo
KOHLUCHTPALIIIO B IUIA3Mi KPOBI Ta (apMAKOKIHCTHIHHX NOKA3HHKIB
BIrabaTpuHy Ta MOKCHGNIOKCAUUHY.

Hani EKT;

[lepeunnow kinuesor Toukow 6yna HaiGinema ysromkeHa 3a
9aCcOM BIAMIHHICTS Y inTepBanax QTcF Mixk akTuBHEM mikyBaHHAM Ta
nanedo (3 KOPUryBaHHIM 3a MOYATKOBHM PiBHEM) Mix Hwac mepiomy
nikysauHs. Bropunni ananisn BKmouanu y3romkeni 3a uacom cepeani
BiaminHOCTI B inTepBanax QTcB ta QTel Mix akTusEEM JIKYBAHHAM

18. CratucTuuni MeTonu
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Ta naauedo (3 KOPHTYBAHHAM 32 [OYaTKOBHM plBHCM) aHATI3H
Biaxunens B inTepsanax QTcF, QTcB ta QTcl, B inTepsani PR, y
Tpnnaﬂocn IHTEpBaATY QRS T 4acTOTH CEPUEBOTO PHTMY, HasIBHOCTI
NaTonorivHuX KoMrutekcis 3y6uis T-U Ta ananis 49YTJIMBOCTI.
Ilepsunnoro rimoresoro Gyaa: Ho: AA QTcF > 10 mc npotH Ha: Bci
AA QTeF <10 wmc. Jlng mepesipkd  nepBHHHOI  rimoTesu
BUKODHCTOBYBAIACA JiHIHHA MOAEN® 3MilaHHX e(exTiB NOBTOPHUX
BUMIPIOBaHb. [IepBHHHY KiHLCBY TOYKY aHANI3yBaId 32 JOMNOMOrOK
CTaHAAPTHOTO JMCHCPCIHHOTO aHAMI3y UM MEPEXPECHOTO AM3aiiHy,
IO BKJIKOYAB €PEKTH MOCHINOBHOCTI TKyBaHHS, HOCTIKYBAHOrO
npenapary, nepiogy AOCHUDKCHHS, 4acy Ta 49acy 3a B3aeMOIIE0
mikyBaHHA AK ikcobani ehexTu Ta Cy6 €KTIB y paMKax MOCTiTOBHOCT
MIKYBaHHA AK BHIAAKOBHI edext. g noBTopHHX BHMIPIOBaHb GyiI0
NPUHHATO KOBapiauiiiHy CTPYKTYpy 3i ckiaaHow cumerpiero. Kpim
TOTO, /ISl AHANI3Y NEPBHHHOI KIHIEBOI TOYKH ATA KOXKHOI OKpeMOi
4acoBoi Touku Oyia BHKOpPHCTAaHA 3MimaHa Moaenb. JUId KOKHOI
4acoBOl TOuKM Oyna NMPCACTABNEHA CEPCAHS KOPHTOBAHA PI3HHLL
nepel A03YBAHHAM MK KOWKHOKI 10300 BiraGatpumy Ta muauebo,
omiHeHa 3a MojemO 3 kopurysamHsM AA QTc, pazom i3
mBocroponriM 90 % mosipumM imrtepsanom (AI) aas  pismmu
(BEPXHBOID MEKEI IBOTO iHTepBaﬂy Oys oaHOCTOpPOHHIN BepxHiit
95 % I{I) Hyneosa rinotesa Biaxuasimace, sKio sei OIHOCTOPOHHI
Bepxui 95 %Il ama koxHOl ao3u Birabarpuny Gymm menme 10 mc.
bynn Takox pospaxosami Hekopurosami BiaMiHHOCTI B cepeaHix
3HAYCHHAX 13 BUPAXYBAHMMHM BHXIZHHMH BCIMUMHAMHE, MK KOKHOK
703010 BirabarpuHy Ta miane6o, a Takox ix onHoctopouHi 95% JI.
AHA1i3 BTOPHHHHX KiHIICBHX TOMOK NPOBOAMBCS 3 BUKOPHUCTAHHSM
THX CAMHX METOZIB CTATHCTHYHOTO AHATI3Y, OMHMCAHUX TS NCPBHHHOI
KiHUeBOI ToukH. 14 BU3HAYEHHA GYTIMBOCTI awWamizy Gymo
PO3paXOBAHO OJHOCTOPOHHIM mwkumit 95 % I pisEumi ik
MokcudokcaEoM i naueBo B yeix uacosux Toukax EKT mix 1 Ta
4 roauHamu michs BBeZeHHs A03M. [l BHBYEHHS HASBHOCTI 3B’ A3KY
MDK KOHUCHTpanisMu y miaami kposi ta intepsarom QT (QTc) 6yaa
BHKOPHCTAHA JiHIHHA Momens 3mimanux edekri, Y uiii momeni
HE3ANIEXKHOI0 3MIHHOK OymH BiANOBIAHI 3a wacoM, 3 BUPAXyBAHHM
niauebo eiaminHOCTI B iHTepBanax QTc 3 BHpaxyBaHMM BHXIiIHHM
3HAYCHHAM Ta 3QJICKHOK 3MIHHOK — BIiANMOBIAHA KOHICHTPALIL
sirabatpuny. Cepene 3HAYCHHS Ta OAHOCTOPOHHIIT BepxHiil 95 % I
AU BIOIMIHHOCTI Bin mmauefo ouiHoBaTH npu  BIANOBIZHMX
KOHIIEHTPAIifX.

IMonymsanis Gesnexku (N = 60):

Crarp, n (%): wonosixu 30 (50), sxiuxu 30 (50).

Cepeaniii Bik (pokis): 33,79 (nianazon: 19,9-45,9).

Paca, n (%): espomeoinma - 48 (80,0), Herpoimaa  abo
adpoamepukanui — 12 (20,0).

Cepenniii ingexc macu rima (kr/m”): 25,47 (miamazon: 19,7-30,0)

19.  Jdemorpadiubi  nokasHHKH
nocmimkyBaHol momymsmii  (crars,
BIK, paca, Tomo)
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EKT":

Pesynbratn amanilzy mepBHHHOI KiHIEBOI TOYKH MOKA3aiu, MO BCi
omHocroporHi Bepxui 95 % I mas simmianocteit y QTcF mix
KOMHOIO 1103010 BirabarpuHy Ta miauebo cranosmm merme 10 Mc ais
yeixX 4acoBHX TOUOK. TakuM YHHOM, NEPBHHHA KiHUEBA TOUKA Oyma
OXapaKkTCPH30BAHA 5K «HCTATUBHE» IJOCIIIKEHHS, 4K 3a3HAYCHO B
ranysesomy kepiBauuTBi FDA m1a ominkm nomoxeHHs iHTepBanyY
QT/QTc (:xosTens 2005 poky).

Pesynprati anamisy BTOPHHHOI KiHIEBOT TOUKM MOKA3aIM, MO Bei
OHOCTOPOHHI BepxHi 95 % I 6ynu menme 10 mc ax zms QTeB, Tak
i gt QTel. V ozmoro cy6’ekra 6ys susnauchmit intepsan QTcl
Oinbme 480 mc (493 mc) wepes 8 roamn micas npuitomy gosu 3,0 r
BirafaTpuny; oaHak Oys0 BH3HAYEHO, WO UE CYTTEBE BiAXHICHHS
npeacrasiase noaoskeHHs iHtepsany QT BHacmizok 30BHIMIHBOT
TPHYHHHE, IO NPU3BEIO0 A0 PANITOBOrO 301TBIICHHS Y4CTOTH CEPLIEBHX
CKOPOYEHB | He 6y/10 BTOPHHHEM 110 BiJHOWEHH!O 10 Birabarpuny. ¥
KOAHOro inmoro cyG'exkta He cmocrepirazocs, mo6 BU3HAYEH]
inrepamn QTcF abo QTcB nepesumysamm 480 mc, i y jkoaHOrO
cyb'exta He croctepiranocs 36inemenns QTc Bix Buximsoro piBHs
Olibine Hix Ha 60 Mc.

Konuenrpanis BiraGarpusy B mmasmi kposi Ta pesyabpTaTi
kopuroBaHoro intepsary QT me nponemoHcTpyBanm HasBHOCTI
3B’3Ky MDK KOHLEHTpAUi€l0 mpemapaTy B mniasMi kpoBi Ta
BIAMOBIHAM BIUTHBOM HA PEHOIAPH3AUil0 uuTyHOHKIB. [lopiBHsHHS
Aavnx konuentpauii 3 QTc nposemoHcTpyBazo Ayke He3HAUHE
smenmieHds QTcF (memme 2 mc) npu mosi 6,0 r siraGarpuny
HOpIBHAHO 3 703010 3,0 r Birabatpuny, a smina QTcF nas o6ox no3
Maiike Bianosigana intepsanam QT y rpyni mnaue6o.

YyrmusicTs amamizy Gyna miaTepmkeHa OJHOCTOPOHHIM HUMKHIM
95 % [l xopurosanux 3a BUXiZHUM PiBHEM, i3 BUPAXyBAHHM IL1a11e60
intepsanis QTc, siki nepesuinysamu 5 mc yepes 2 Ta 3 roAHEN mics
npuiioMy mokcuduokcanuny 400 mr. Lli pesynsratu Takox Gymu
minTeepmkendi aus kopurosanux QTcB ta QTel. V pe3yasTaTax
reHjIepHoi B3aemonii a6o Mophooriunmx aHanizax He crocTepiratocs
JKOJHUX TEHACHIIH, OB 13aHKX 3 AiKyBaHHAM a60 103010.

DapMmakokineTHRA:

[icns oanopasosoi nepopansroi nosu siraGarpuny 3,0 T abo 6,0 r
CepCAHI  3araibHi  Ta MAKCHMAIbHI  MOKA3HHKH  CKCHO3MIL
(ouinrosamncs 3a AUC Ta Cmax Binmosizno) 3poctams npubamsmo
nponopuilino 10 30ineuwenns pisHa 1o3n. Meaiana Tmex CTAHOBMIIA
npubnnsao | ronuny ams 060X piBHIB 103, a cepenHi 3HAUCHHS ti2
Oymu nonibuumm st 060X piBHIB 703 i craHOBWAM TPHGIHIHO T
FOIHH.

20. Pesyastat edexTuBHOCTI

Cepenni apudmernuni snasenns (%CV) dapmakokineTnanmx
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DapMaKkOKIHETHIHHIH Birabatpun, 3 r | Bira6arpun, 6 r
TIOKa3HUK (OQuHuI)
N =57 N =57
AUCo.1qc (MKT*ron/mia) 419 (15) 854 (16)
AUCq.int (MKr*rOa/Mmn) 423 (15) 860 (16)
Cinax (MKr/Mi1) 107 (19) 196 (22)
| Tmax (rog)® 0,85 (0,6-2,1) 1,10 (0,6-2,1)

%CV = BincoTkoBHil KoedilieHT Bapiarii

TIpmviTka: DapMakokiHeTHIHI MOKAa3HMKM GyTM po3paxosaHi 3a (aKTHUHMMA
4aCOBHMH TOYKaMU 3aG0pY 3pa3Kis.

* Meaiana (11iana3omn)

[Micnst oanopasosoi mepopaneroi 1031 Mokcudrokcauuny 400 Mr
cepenti 3HaucHust AUC 1 Ciax 6yi1u noaiGHIMHU 10 MOBiZOMITCHNX Y
JiTepatypi.

Cepenni apudmeriuni snauenns (%CV) dapmakokineTiaamnx
NOKA3HUKIB MOKCH(VIOKCALHHY B NJ1a3Mi KPOBi

DapMaKOKIHETHYHMIT JlikyBauHs
NOKA3HKUK (OxMHHIII) Moxcudnokcauns 400 mr
N =57
AUCo.qc (MET*TOR/MIT) 30,4 (20)
AUCo-ins (MKrsroa/mn) 32,4 (20)
Crnax (MKr/mi) 2,29 (26)
Tmax (rog)* 2,10 (0,6-4,1)

%CV = BizcorkoBsuii Koediricnt Bapiauii

pumiTka: DapMakokiHeTHWHI MOKa3HuKH Gy1M pospaxoBadi 3a (aKTHIHEMH
TACOBHMH TOUKAMH 3a60py 3paskis.

¢ Memiada (niamason)

21. Peaynbratu Gesnexu

Yuinomy 44 cy6’extu (73,3 %) moBigomisiu saramom mpo 85
nobiaanx spmm. Yacrora nobiunux sBum Gyna BHIOK micms
3acrocysanHa Mokcuaokcaunny (32%), norim sirabarpuHy B 1031
6,0 r (28 %), nnaue6o (25 %) ta sirabarpuny B 103i 3,0 r (20 %).
Ho6iuanM sBHIEM 3 HAWBHINOI YACTOTOK B ycix 4 rpymax
niKyBarHs OyB KOHTAKTHHMIT JCPMATHT, OB’ I3aHMI i3 pO3MINTyBAHIMIT
enckrponamu anst EKT. Thiui noGiusi siBuia, npo sxi noinoMmsuIocs
y Oimbmie mix | cy6’exra, BKIIOYAIM 3aNaAMOPOYEHHS, HYAOTY Ta
OmoBaHHs mpH  3acTocyBaHHi BiraGatpumy B go3i 6,0 T,
3amaMOpOYEHHs, 3anop Ta ronoBHMIl Olme npu  3acrocyeaHui
MOKCH(IOKCAUMHY Ta 3amop, HymOTy H TroioBHME Gine npu
3aCTOCYBaHHI TUIanebo.

Binsumricts nosigommacHux NOGIYHUX —SBHIL Oyn1u posuiHeH] sK
JIETKOrO CTYNEHA TMKKOCTI Ta HE MOB'S3aHi i3 3aCTOCYBaHHAM
AOCIIUKYBAaHOTO TIpenmapary. Bumankis cmepri abo cepitosmnx
nobiunux seum #e Oymo. JIBa cy6’ekTM NpUNMHMIM y4acTe Y
AocmimKeHi uepes nobiuni sBuma. Y ofHOro cy6’ekTa pO3BHHYIACH
TINEPYYTAUBICTh (IiarHO3 BHIAAKY: al€priyda peaxmis) rmicms
npuiiomy 400 Mr mokcu(rokcauuy, o Gy1a posuinena sk fiMoBipHO
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MOB’A33HA 3 AOCTIIKYBaHMM mpenapatoM. Y {HWOro cy6’ekTa
PO3BHHYBCA KOCTOXOHAPHT Micias mpuiiomy miauefo, mo Gy
PO3LIHCHNUIT SIK IIMOBIPHO NMOB’sI3aHHiA i3 TOCTIMKYBAHHM NPEenapaToM.
3aratoM HE CrocTepirazocs KOXHMX TEHIEHI(IH, MOB A3aHUX 3
MKyBaHHAM a0 103010, y JAaHHX TPO MOGiuHi ABMINA, KTIHIMHHX
nabOpATOPHMX — PE3YIbTATAX, MNOKA3HHKAX JKUTTEBO BAKIMBHX
ynkuiit, crammapraux pesymbratax EKI' y 12 sizsenemmsx a6o
pesynbrarax ¢isukaneHoro obcrexenns. Ilicns mpuiiomy 6,0 r
Birabatpuny B 1 cyG’exTa BMHMKIO MiZBHINGHHN APTCPIATBHOTO
THCKY, IO PO3UIHEHE AK HMOBIPHO MOB’A3aHE 3 MOCHITKYBAHHM
npenaparom, Ta B 1 cy6’exrta crocrepiranace Taxikapais, po3miHeHa
AK Taka, WO MOIIa OyTH TI0B’ A3aHa 3 HOC/IAKyBaHUM TTPENAPATOM.

* Hepopanbhe 3acTocysanns sirabatpuny B no3ax 3,0 r, Ta 6,0 r. He
CHpUYHHATO nonosxeHHs IHTepBadis QT/QTe. l-croponni Bepxmi
95% JI nns KOpHTOBAHMX 32 BHXIJHEM DiBHEM, 3 BHDAXYBAHHM
naaue6o (nozasiiina nensra) inrepsanis QTc (QTcF, QTeB i QTel)
cranosumu MeHme 10 Mc y BCIX YAaCOBHMX TOYKAX Big MOMEHTY
AO03YBAHHA 00 22 rOAMH MICISA T03YBAHHA.

* Jlani konucHTpauii BiraGarpuxy B miazMi KpoRi T4 KOPHUrOBAHOTO
inTepsany QT He HPOAEMOHCTPYBANH HASBHOCTI B3a€MO3B AZKY MIK
KOHLCHTPALISIMH NPENApaTy y M1a3Mi KPosi Ta BiAMOBIAHUM BIIMBOM
Ha peno/sipu3amito muaynoukis. ITopiBHsHHS mauux koHueHTpauii 3
pesyasTatamu QTc MpoaeMOHCTPYBANO AyKe HE3HAYHE 3MEHLICHHS
22. BucHOBOK (3aKIH049EHHS) QTcF (menme nix Ha 2 Mc) ast Birabatpusy B 103i 6,0 r. MOpiBHAHO
3 Birabarpusom y mo3i 3,0, npu usomy smina 8 QTcF mus 06ox 103
Maibke Bianosinana inrepsanam QT y rpymi nnaue6o.

* Yyrnusicts anamisy yna niaTBepmKeHa OAHOCTOPOHHIM HUIKHIM
95 % /11 xopurosannx 3a BHXIZHNM piBHEM, i3 BHPaXyBAHHM [1aLEed0
intepsanis QTc, sxi nepesumysamu 5 Mc uepes 2 Ta 3 rogUHH TS
npuiiomy Mokcupaokcaunny 400 mr,

» ITica onHopaszosux mepopanbHux 103 Birabatpuny 3,0 r a6o 6,0 T,
cepeani sHaeHHS AUC Ta Cmax 6yi1u nponopuifiHuMu 1031,

* 3acrocysanns Birabarpuny B 403i, mo y 2 pazu MEPEBHILYE
PCKOMEHIOBAHY TCPANEBTHYHY 103y, 3arajoM Ao0pe mepeHocHIocH

3assHuk (Bracuk
peecTpaniifHoro
TIOCBIAYEHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

EApplicant

Sanofi-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

PATHEON FRANCE

4. Trials conducted;

! yes Z no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, new active substance

5. Full name of'the Clinical Trial, clinical trial code

The Steady-State Pharmacokinetic Interaction Between
Vigabatrin and Phenytoin in Healthy Male Subjects
Protocol number: VGPR0260

|6. Clinical trial phase

||Phase I |

7. Period of the clinical trial

The first set of 5 subjects enrolled in the trial on 7 Aug
96 and completed the trial on 14 Oct 96. The remaining
10 subjects enrolled in the trial on 30 Nov 96 and
completed the trial on 16 Jan 97.

8. Countries where the clinical trial was conducted

USA

9. Number of study participants

Planned: 15 subjects
Actual: 15 subjects

10. Goal and secondary objectives of the clinical
trial

Primary objectives

To characterize the pharmacokinetics of phenytoin
following three weeks of coadministration of phenytoin
and vigabatrin.

To monitor the trough plasma concentrations of]
vigabatrin during coadministration of phenytoin and
vigabatrin.

Secondary objective

To investigate the time dependence of the interaction by
comparing data after 3 weeks of phenytoin/vigabatrin
coadministration with data after 6 weeks of]
coadministration using a subset of the total data.

11. Design of the clinical trial

The trial was conducted as a single-center, open-label,
single treatment design comparing phenytoin
pharmacokinetics prior to and after coadministration with
vigabatrin.
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[12. Main inclusion criteria

Healthy male subjects

13. The investigational medicinal product, method

Vigabatrin

15. Concomitant therapy

of administration, strength 500 mg film-coated tablet
14. Comparator, dose, method of administration, || Not applicable.
strength

Phenytoin

50 mg chewable tablet, Dilantin®

16. Efficacy evaluation criteria

Plasma concentrations of phenytoin, the SpHPPH
metabolite of phenytoin, and free phenytoin were
measured serially for 12 hours after the morning dose on
days 12, 44, and 65 (subjects 0001-0005 only) and trough
concentrations were measured approximately weekly.
Vigabatrin plasma trough concentrations were measured
on days 21-23, 42-44, and 63-65. Concentrations of]
phenytoin, total SpHPPH, and unconjugated 5pHPPH
were measured in urine over the 12 hour dosing interval
on days 12, 44 and 65.

17. Safety evaluation criteria

Adverse  events, electrocardiograms, clinical
laboratories and physical examinations were monitored
for safety evaluations.

18. Statistical methods

Comparisons between earlier and later day plasma and
urine parameters were evaluated with an analysis of the
natural log transformed data. An analysis of variance,
with terms for subject and day, was done for each
parameter from which 90% confidence intervals for the
ratio of days were obtained.

Trough concentrations were evaluated with an analysis of]
the natural log transformed data. An analysis of variance,
with terms for subject and day, was done within each
week from which 90% confidence intervals for the ratio
of days were obtained.

19. Demographic characteristic of

population (gender, age, race, etc.)

study

Healthy male subjects

20. Efficacy results

Mean phenytoin pharmacokinetic parameters were not

statistically significantly altered by coadministration of]
phenytoin and vigabatrin. There was a mean trend toward
decrease in total phenytoin plasma area under the curve,
maximum concentration, and trough concentration of]
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approximately 17-23%, decrease in free phenytoin
parameters of approximately 11-12%, and decrease in the
5pHPPH metabolite plasma parameters of approximately
20-25%. Urinary excretion showed trends toward an
average decrease in urinary excretion of total phenytoin
with renal clearance decreasing by 13%. The amount
excreted in urine for total, conjugated or unconjugated
5pHPPH was unchanged on average, however, the renal
clearance of total SpHPPH was increased. There was no
significant difference in phenytoin pharmacokinetics
after 3 weeks as compared to 6 weeks of phenytoin and
vigabatrin coadministration.

Individual changes in phenytoin pharmacokinetics
demonstrated varying results that were not always
reflected by the mean. Although the majority of subjects
showed a decrease in total phenytoin maximum
concentrations (5 subjects > 30%) during vigabatrin
coadministration, two subjects had a percent increase in
maximum concentration from baseline of 16 and 97%.

Plasma vigabatrin trough concentrations were not
significantly affected by coadministration with
phenytoin.

21. Safety results

Phenytoin and vigabatrin were well tolerated in this
trial. Minor but expected increase in the hepatic enzyme
GGT and decrease in the hepatic enzyme ALT were
detected.

22. Conclusion

Mean phenytoin pharmacokinetic parameters were not
significantly altered by coadministration of phenytoin
and vigabatrin. There was no significant difference in
phenytoin pharmacokinetics after 3 weeks as compared

to 6 weeks of phenytoin and vigabatrin coadministration.

Individual changes in phenytoin pharmacokinetics
demonstrated varying results that were not always
reflected in the mean response. Consequently, plasma
phenytoin concentrations of patients on phenytoin
therapy should be monitored for approximately 3 weeks
after adding vigabatrin to the patient's therapeutic
regimen. Phenytoin dose adjustment should be
considered in those cases in which plasma levels of]
phenytoin are no longer in the therapeutic range and/or
clinical ~effects of concentration changes are
demonstrated.
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Plasma vigabatrin trough concentrations were not
significantly affected by coadministration with
phenytoin.

Phenytoin and vigabatrin were well tolerated when
taken in combination. Changes in clinical laboratories are
similar to that previously reported when either phenytoin
or vigabatrin are taken alone.

Applicant (Marketing
Authorization Holder)
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iune Bunpodysanns

1. Hazea mikapcbkoro 3acofy (3a HasBHOCTI -
HOMED PEECTPALiHHOTO NOCBIAYEHHS)

CABPWJI®), TabeTky, BKPUTI ITIBKOBOK 0GOIOHKOLO,
o 500 mr

2. 3assunk

"TOB «Canodi-Asentic Vipaina», Vkpaina

3. Bupobuux

ITATEOH ®PAHLIIS

4. ITpoBeneHi XOCTIAKECHHS:

TaK C Hi SIKIO Hi, 00rpyHTYBaTH

1) Tan nikapebkoro 3acoby, 3a IKUM MPOBOANIACH
ab0 niaHyeTLCA peecTparis

Jlikapchiuii 3aci6 32 noBHMM 10Cke (ABTOHOMHE
A0ChE), IHLMI Nikapchkuii 3aci0, HOBa All0Ya PCIOBHHA

5. Tosna Ha3Ba KiiHIYHOTO BUMPOOYBAHHS,
KOZOBAHMH HOMEP KJIIHIYHOrO BUnpoOyBaHHs

PiBHOBaxHa  QapMakokiHeTHMUHA  B3aEMOMIN  Mik
BirabatpuHOM i ()EHITOTHOM y 370pOBHX HOIOBIKIB-
10OpOBOJIBIIB

Homep npotokony: VGPR0260

|6. Dasa kniHIYHOrO BHOPOOYBAHHS

dasza

7. Hepiox mpoBeneHHs KAIHIYHOrO BUNPoGyBaHHs

[lepma rpyma 3 5 #06poBomBLIB: BKIIOYCHHS B

Aocnimkenns 7 cepmHs 1996 poky, 3aBepimeHHs
aocnimmenns 14 xoBths 1996 poky. Pemra 10
T0OpPOBOIBILIB: BKIIFOUEHHS B jJociijkenHs 30

muctonana 1996 poky, 3asepmenns nocaimkeHus 16
ciunst 1997 poky.

8. Kpaiuu,
BUITPOOYBAHEHSI

AC  TPOBOAWIOCH  KIIHIYHE

CHIA

9. KinexicTs nocnizkyBanux

3annanoBana: 15 106poBoIBLiB
PaxtHuna: 15 g06posonsnis

10. Mera Ta
BUNPOOYBAHHSI

BTOPHHHI Uil  KIIHIYHOTO

[epBunni wimi

Oxapakrepusysat (apmakokineruky denitoiny micas
TPBOX THXKHIB OAHOYACHOIO 3aCTOCYBAHHA (PeHITOIHY Ta
Birabarpuny.

IlposecTi  MOHITOpHHr MIHIMATBPHHX KOHLCHTPALii
BirabaTtpuHy B IUIA3Mi KPOBI NpM  OAHOYACHOMY
3acTocyBanHi (eniToiny Ta Birabatpuny.

BropunHa wine;

JocmiauTH 4acoBy 3aEKHICTH B3AEMOIIT LIIAXOM
NOPIBHAHHA [AaHUX MiCAM 3 THXKHIB OJHOYACHOrO
3aCTOCYBaHHA (heHiTOIHY Ta BiraGaTpury 3 JAHMMH Mic/Is
6 THIKHIB OJIHOYACHOTO 3ACTOCYBAHHSA 3 BUKOPHCTAHHIM
NiArPYNH 3araibHUX JAHHX.

11. Tuzaite knigivHOrO BUnpobysanHs

Y  pocmipxkeHHl
OAHOTHUIIHUM

3 OOHOLCHTPOBHM  BIAKPHTHM

AH3aHHOM NOPIBHIOBAJIACS
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(papMakokineTHKa (CHITOIHY 10 1 MICAA OZHOYACHOrO
3aCTOCYBAHHA 3 BiraGaTpHHOM.

12. OcHoBHI KpuTepii BKIHOYCHHS

310poBi Z0GPOBOIBLI H0MOBIUO]T CTaT

13. JocnimkyBanuii nikapeekmii 3acib, cnocif
3aCTOCYBAHHS, CUIa i

Biradarpuun
TabneTku, BkpuTi MIiBKOBOK 06010HKO00, 10 500 Mr

14.  Tlpenmapar nopiBHsHHS, croci6

3aCTOCYBaHH, CHIa ail

Aosa,

He 3acrocosyetncs.

15. Cynyras Tepanis

@eHitoiH
Tabnerku sxysansHi, no 50 mr, Junasrua®

16. Kpurepii oninku epekTusHOCTI

KonuenTpauii denitoiny B mrasmi xposi, merabomity
¢eniroimy SpHPPH i BimsHoro deniroiny sumipronamm
NOCIA0BHO mpOTAroM 12 roauH mic/ist paHKOBOT Z03H B
nui 12, 441 65 (tigexn aas no6posonsuis 0001-0005), a
MIHIMaTBHI KOHUCHTpaLii BUMIPIOBATHCA TPHGINIHO
wotkkHs. MiHiManesi koHUeHTpauii BiraGatpuny B
nyiasMi KpoBi BEMipoBaau B ami 21-23, 42-44 i 63-65.
Konuenrpauii  demitoiny, 3aramenoro SpHPPH i
Hekon'torosanoro  SpHPPH  sumipioBanu B ceui
npoTAroM 12-roaunHOro iHTepBaNy A03yBaHHA B aui 12,
441 65.

17. Kpurepii ouinkn Gesnexn

Hns  ouinku Gesmexkn 3IiCHIOBABCA MOHITOPHHIT
HebamaHnX sABUIN, eaeKkTpokapmiorpadii, kmimiTHMX
1a00pPaTOPHUX MOKA3ZHUKIB Ta PI3UKATLHHUX Or/Isais.

18. CtatucTHdaH] MeTOaH

[MopisusnHa MK TONEPEAHIMH  Ta  M3HIAME
napameTpaMs  IIasMd  Ta ceui Oymm  omiHeHi 3a
JAONOMOrOK)  aHalily  JaHMX, TIEPETBOPEHHMX 3
BUKODHCTAHHSIM  HaTypampHOro  jorapupmy. [as

KOKHOrO mnapamerpa Oys mpoBeacHHi aucnepciiiamii
aHayi3 3 BH3HAYEHHAM 100pOBOMBIIR TAa JHIB Ta
orpuManHaM  90%  poBipunx  iHTcpBamis st
CTIBB1IHOIICHHS AHIB.

MinimManbHi KoHIeHTpawii Gyiiu ouiHeHi 32 JOMOMOro
aHamisy [aHMX, IEPETBOPCHHX 3 BHKOPHCTAHHSM
HaTypasibHOTO jJorapugmy. [Iporsrom koxmoro THXKHS
OyB nNpoBeACHHH AUCHEPCIHHMI aHATI3 3 BH3HAYCHHSIM
100pOBOMIbLIB Ta AHIB Ta OTpuMaHHAM 90% nomipunx
IHTEPBATIB UIs CIiBBiAHOWEHHS JIHIB.

19. Memorpadiuni nokasHUKH JOCTiAKYBAHOL
nonyasuii (cTats, Bik, paca, Tomo)

3n0posi nobposoabLi 90n0Bi4OI cTATI

20. Pesynbratn edexrusaoCTi

[lpu ommowacHomy 3acrocyBamui (ewitoiny Ta
Birabatpuny cepenmi QapmakokiHeTHUHI napameTpH
eniToiny cTaTHCTHYHO 3Hauywie He 3MiHIOBAIHCH. VY

CEPEAHBOMY CHOCTEpIrazacs TCHIACHLIA A0 3MEHIICHHS
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IWIOM  Mix KPUBOX MNIA3MATHYHA  KOHLICHTPALs
saranpHOrO  (enitoiny -  wac, MakCHMATBHOI
KOHLICHTPALIT Ta MiHIMANBHOI KOHUEHTpALI] NpHOIN3HO
Ha 17-23%, suuwxenns mapamerpis BiTbHOTO (eniToiny
npubmizio wa 11-12% Ta 3HmKkeHHs napameTpis
meraboairy SpHPPH y nnmasmi npubmmsno va 20-25%.
Exckpenis i3 ce4ero y cepeqHbOMY Mana TEHICHIIO 10
3HIJKCHHS CKCKpELi 13 ceucko 3araapHoro Gpenitoiny npu
SHHJKCHHI HHPKOBOro kiipeHcy Ha 13%. Kinbkicts
BHBEIICHOTO 13 CEUEH0 3arajibHOTO, KOH'IOroBaHOro aGo
HekoH'rorosadoro SpHPPH B cepenubomy He 3MiHMIac,
NpoTe€ HHPKOBWI KhipeHc saramproro SpHPPH 6ys
3oiLtbienmit. He Gyno  cyrresoi  pismmmi  y
hapmaroxineTuui denitoiny uepes 3 THkHI MOPIBHSHO 3
6 TIDKHAMM OJHOYACHOrO 3aCTOCYBaHH:A (eHiTOIHY Ta
Birabarpugy.

lnmusinyansni 3miEm  papmakokineruku (eniroiny
JACMOHCTPYBaJIH PIi3HI pE3ymbTaTH, dKI He 3aBKIH
BiAOHMBanMCH cepenHiM 3HaucHHAM. Xoua y Gimburocti
100pOBOIBLIB CIOCTEPIraNocs 3HHKEHHS 3aralibHOI
MaKCHManbHOI ~ KOHUEHTpamii  (enitoiny (y 5
no6posonsuie > 30%) mia  wac  OXHOYACHOro
3aCTOCYBaHHA BirabaTpmHy, y IBOX A0OpOBOJNBIIB
CIOCTEPITATOCH NPOLEHTHE 30UIBIICHHS MAKCHMATbHOL
KOHLCHTpamii MOPIBHAHO 3 BHXIZHUM piBHeM Ha 16 i
97%.

Onnouacne 3actocyBanHsi 3 (CHITOTHOM HEe YHHHIIO
ICTOTHOrO ~ BIIMBY Ha MiHiManbHi  KOHUEHTpawii
BirabaTpuHy B M1a3Mi KpOBI.

Denitoin 1 BirabaTpux 100pe MEPEHOCHIHC B LBOMY
AocmimienHi. Byno BHABICHO HE3HauNe, ane OWiKyBaHE
NIABUICHHS piBHA neuinkoBoro ¢epmenry ITT i
SHIDKEHHA PiBHA nediHkoBoro gepmenty AJIT.

21. Peaynprata Gesnexu

Ilpu oamnowacnomy 3acrocysanni deniroiny Ta
BiraGaTpuny cepemni QapmaxokineTHuni napameTpu
hbeniToiny 3nauyme He 3mintosanucs. He Gymo cyrresoi
pisauui y Qapmakoxineruui ¢enitoiny uepes 3 Tukni
NOPIBHAHO 3 6 TIXKHSMH OZHOYACHOIO 3aCTOCYBAHHSA
tbeniToiHy Ta Birabatpuny.

Iupusizyaneui 3minum  dapmakokinetuku deniroiny
JCMOHCTPYBATH Pi3HI PE3yIbTaTH, fAKI HE 3aB¥KIN
BIAOMBAIHCA CCPCAHIM 3HAYCHHSM. TaKHM YHHOM,
KOHIEHTPawito (PeHITOIHY B mIa3Mi KPOBi MAIIEHTIB, AKi
OTPHMYIOTh TEpamiro (PeHITOTHOM, CIil KOHTPOTHOBATH
NpoTsAroM mnpuOaM3HO 3 THKHIB mMicas JomaBaHHs

22. BICHOBOK (3aK/IH04EHHS)
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BIraGaTpuHy 10 TCPANEBTHYHOTO DEKHUMY MALIEHTA.
Kopekuito gosu denitoiny cmig posrmsmytn B THX
BUNAIKAX, KOJM PiBHi (eHiToOiHY B mnasmi kposi Gimbiue
HE 3HAXOAATBCA B TEPANCBTHYHOMY Jiamasoni Tta/abo
CIOCTEPIratoThCA KITIHIHI POABH 3MiHH KOHIEHTPALLT,

Oanouache 3actocyBanHS 3 (EHITOIHOM HE YHHMIO
ICTOTHOrO  BIVIMBY Ha MiHIMATBHI KOHIEHTpauii
BirabaTpuHy B miasMi Kposi.

®eniToin i Birabatpuu n00pe nepeHocHNCs OpH
3aCTOCYBaHHI B  KoMmOlHAwii. 3MiHM  KIIHIYHHX
n1abopaToOpHUX MOKA3HUKIB OymM aHATOTiuHi THM, npo
AKI  moBiomyATOCK padime, komm  (emiroin  abo
BirabaTpuH npuiimManmcs okpemo.

3asBHUK (BIACHHK
peecTpaniiHoro
TIOCBIAYEHHS)

Y

— — -
23 » WII/ b.)
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Clinical Trial Report

1. Name of the medicinal product
(number of registration certificate, if

available)

SABRIL®, 500 mg film coated tablets

2. Applicant

II

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes O no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or

planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance

5. Full name of the Clinical Trial,
clinical trial code

A bioequivalence study comparing the rate and extend of release of]
vigabatrin from Sabril Tablets 500 mg and Sabril sachets 1 g (protocol
VIG/AUS/91/1).

6. Clinical trial phase

|

Phase I

7. Period of the clinical trial

From October 1991 to November 1991,

8. Countries where the clinical trial
'was conducted

Australia

9. Number of study participants

Planned: 16 participants.

Actual: 15 participants. One subject failed to attend the clinical unit
for dosing on the first leg and was consequently excluded from the
study.

10. Goal and secondary objectives of]
the clinical trial

The objective of this study is to compare to bioavailability of]
vigabatrin from similar doses of Sabril tablets and sachets.

11. Design of the clinical trial

The study was a randomized, single dose, cross-over design with a one
wash out period between doses.

The treatment groups were crossed over after a one week washout
period.

12. Main inclusion criteria

Male between the ages of 18-55 years.

No history of concurrent disease, or concurrent chronic medication.

All subjects will be within 10% of their ideal body weight.

The subjects will give written, informed consent to participate in the
study.

13. The investigational medicinal
product, method of administration,
strength

Vigabatrin powder, presented as 1 g sachet (Sabril sachets 1 g)
Powder from one 1 g sachet dissolved in 200 mL of water
Oral administration

14. Comparator, dose, method of]
administration, strength

Vigabatrin tablets 500 mg (Sabril tablets 500 mg)
Two 500 mg Sabril tablets as a single dose
Oral administration
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All non study medication was excluded for a period of 14 days prior

15. Concomitant therapy to dosing and during the conduct of the study.

Ratio of pharmacokinetic parameters of formulations and 90%

16. Efficacy evaluation criteria ; o
Y confidence intervals for their differences

|17. Safety evaluation criteria Not applicable. |

The data for the AUC0-24 hours), Cimax and Tmax were log-transformed.
The analysis was be analysis of variance, taking account of subject,
period and formulation. The variation due to subjects was partitioned
to examine sequence effect.

18. Statistical methods Main differences between sachet and tablet were estimated on the
log-scale, together with 90% confidence intervals for the differences.
The mean differences and the limits of confidence intervals were back-
transformed to give estimates of the rations for AUC: sachet vs. tablet.

19. Demographic characteristic of| 15 healthy male volunteers
study population (gender, age, race,| A mean age of 27.7 years (range 20 to 42 years).
etc.)

The estimate of AUC ratio for sachet vs. tablet was 1.07. The 90%
confidence interval is entirely within the range 0.8 to 1.2 (actual 0.97
- 1.17). Individual ratios were within the range 0.72 to 1.35 for all
except for subject 8, where the ratio was 1.62.

There was a statistically significant difference between the two
formulations for Cmax ratio sachet vs. tablet of 1.15. The 90%
confidence interval is outside the range 0.8 to 1.2 (actual 1.04 - 1.26).
The mean difference between formulations was 8.6 pg/mL.

There was also a statistically significant difference between the two
formulations for Twux ratio sachet vs. tablet of 0.72. The 90%
confidence interval is outside the range 0.8 to 1.2 (actual 0.56 - 0.92).
The mean difference between formulations was 12 minutes

20. Efficacy results

21. Safety results Not applicable.

The results from this study demonstrate that the powder is equivalent
to the tablet in extent of bioavailability. The is a slight inequivalence
in respect of rate as demonstrated be a statistically significant
difference_in. Cinax and Tumax between the powder and tablet forms.
Howgy&r this difference in Coax of 15% and Taax of 0.2 hours is of no
i gniﬁca?lné:saa_‘

\%

\%

22. Conclusion

Applicant (Marketing .. A {signatule)
Authorization Holder) 12,
Sl ame)
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3BiT npo kaiHiuHe BUNPOGYBaHHS

1. Haspa nikapcbkoro 3aco0y (3a
HasgBHOCTi - HOMEp peecTpalifiHoro
IOCBiTYeHHS )

CABPUJI® Tabnerku, BKpHUTI MIiBKOBOIO 060I0HKOI0, 110 500 Mr

2. 3aABHUK

TOB «Canodi-Asenric Vkpaina», Ykpaiua

3. Bupobuuk

I[TATEOH ®PAHIIISA

4. ITpoBeneHi mocnimKeHHs:

! TaK 0 Hi SKINO Hi, OOIPYHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a AKUM

Jlikapcekuii 3aci6 3a MOBHHM J0Che (ABTOHOMHE [OCHE), iHIIMIA

BUNPOOYBaHHSA, KOJOBAHWI HOMeEp
KJIIHIYHOrO BUNPOOYBaHHs

nposoaunacs  abo  mIaHyeThes|| | i = ;
; niKapceKuMii 3aci6, HOBa Jil0ua peyoBUHA
peecTpatis
e Hocnipkenns 6ioeKBiBaIeHTHOCTI 3 METOIO MOPIBHAHHS LIBHAKOCTI
5. TloBHa Has3Ba  KIiHiYHOrO

Ta CryneHs OiojocTynHocTi BiraGaTpuHy 3 Jnikapchkux (opm
tabnerkn 500 Mr Tta came lr npemapary Cabpun (IPOTOKON
VIG/AUS/91/1).

6. ®asa K1iHIYHOro BUNPOOYBaHH:A

®aza I

7. Ilepion mpoBeaeHHs KIIHIYHOIO
BUMpPOOYyBaHHA

3 xoBTHA 1991 poky mo mucronan 1991 poky.

8. Kpainu, ne npoBoaunocs KiiHiube
BUNPOOYyBaHHA

ABcrtpannis

9. KinpkicTh gociimKkyBanux

3annaHoBaHa: 16 yuacHHKIB.

®akTtuyHa: 15 yyacuukis. OquH cy6’eKT He 3’ IBHBCS HA BI3UT nepen
AO3YBaHHAM MEPLIOro €Tamy Ta y Nnojaasimomy OyB BHKIHOUEHHMIA i3
JOCIIIKEHHS,

10. Mera Ta BTOpWHHI wuidi

KJIiHIYHOTO BUNPOOYBaHHs

Metoro  UBOrO JOCHIIKEHHA € TOPIBHAHHA 6i0JOCTYMHOCTI
BirabarpuHy micis moAiGHUX 103 fikapchkux hopM TaGieTky Ta caie
npenapaty Cabpu.

i1 Iuzaiin KJTiHIYHOTO

BUNPOOYBaHHA

Lle nocuimKkenHs 6yno paHIOMi30BaHUM, OJTHOLO30BHM, [IEpEXPECHUM
3 OJHOTUXKHERHMM [€pioJOM BUMHMBAHHA MiK J03aMH.

12. OcHOBHI KpuTepii BKIIOYEHHs

Yonosiku BikoM 18-55 pokiB.

bes cymytHix 3axBopiopaHb Ta (€3 TPMBAIOr0 CYMyTHBOTO
MEJMKaMEHTO3HOIO JIIKyBaHHs B aHaAMHE3i.

Maca Tina B mexax 10 % Bix izeansHoi Macu Tina.

ITignucanus dpopmu indopmopanoi 3rou.

13.  JocnijkyBaHuii  JiKapchKuit
3acib, croci6 3acTocyBanHs, cuna fii

Birabatpun nopomox, npeacrasnenuii y came no 1 r (Cabpun came
1r)

[Mopowox 3 ogHoro caine 1 r po3uunsBes y 200 M1 Bou.

Ilepopanshe 3acrocyBaHHsl.
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14. Tlpenapar mnopiBHsAHHS, 103a,
croci0 3acTocyBanHs, cuna Jii

BiraGatpun Tabnerku no 500 mr (Ca6pun Tabnetku o 500 MT)
ABi Tabnetku npenapary Cabpun no 500 Mr sk oHOpa30Ba 103a.
[lepopaneHe 3acTocyBaHHs.

15. CynyTHs Tepanis

Yci HepocnimkyBaHi npenapaTd BUKIOYamHCA 3a 14 gHIB 10
J03yBaHHA Ta I1i/] 4ac MPOBEAEHHS LEOT0 OCIiKEHHS.

16. Kpurepii oninku edpeKTUBHOCTI

CriBBigHoweH s  YapMaKOKIHETHYHMX —MOKA3HMKIB JiKAPCHKHX
dopm Ta 90 % aoBipui inTepranu [ iX BiaMiHHOCTEA.

|17. Kpurepii ouinku 6e3nekn

He 3actocosHo.

18. CtaTuCTHUHI MeTOaH

Hani s AUC0-24 ron)y Cmax Ta Tmax OynH Jior-TpaHcgopMoBaHi.
IIpoBoauBes nucnepciiinuii ananis i3 ypaxyBanuam cy6’exra, nepioay
Ta jikapcekoi opmu. Bapiauii, 3ymoBneni cy6’ektamu, Oynu
po3JineHi 1)1 BUBYEHHS e(eKTy MOCiZOBHOCTI.

OcHoBHi BigMiHHOCTI MiX came Ta TaGaeTKaMH OLIHIOBAIMCA 3a
morapuMivHOIO wWKanok pasom i3 90 % aoBipurmu iHTepBamamMu s
uux BiaMminHocteit. Cepenni BimmindocTi Ta  Mexi JOBIpUHX
inTepsanis  Oymu nepetBopeHi Hasaj, MmO6 OTPUMATH OL{HHKH
crniBBigHoens 118 AUC: caiie Ta Ta6lIeTKH.

19.  emorpadiuni  mokasHUKU
JOCHiDKYBAHOT NOMyJsuii  (cTaTs,
BiK, paca, TOI10)

15 300pOBUX 4OJIOBIKiB-100POBOIBLIB
Cepenuiii Bik cranosuB 27,7 poky (aianason: 20—42 poky).

20. Pe3ynpratu edeKTHBHOCTI

Ouinka cniesigHomenns AUC mnsg came Ta TaGleToK CTAHOBMIA|!
1,07. 90 % noBipuuii inTepBa MOBHICTIO 3HAXOAUTHCA B Aiana3oHi Bix
0,8 no 1,2 (daxrmunmit 0,97-1,17). IuauBigyanbHi 3HaveHHs
criBBigHOWEHHs Oynm B Mmexax Bin 0,72 mo 1,35 mis Beix, 3a
BUHATKOM cy0’ekTa 8, y IKOro Iie CriBBiAHOWEHH S cTaHOBMIIO 1,62,

Criocrepiranacs CTaTMCTMYHO 3HAYylla BiAMIHHICTH MK NaHHMM
JBOMA JIIKapCbKUMH (hOpMaMK 3a CIiBBiTHOUIEHHAM BeMMUYMH Crax
AJiAl cale Ta Tab/eToK, 1o cTaHoBuIIo 1,15. 90 % noBipuwnii iHTepBan
3HaX0JMBCs 3a Mexamu Jianasony Bix 0,8 mo 1,2 (baktuunmii 1,04—
1,26). Cepennst pisHuIA y Crmax MK TiKapchkuMu GOpMaMu CTaHOBHIIA
8,6 Mxr/mn.

Takox cnocrepiranacs cTaTHCTHYHO 3HAYYIIA BiAMIHHICTE MidK
AaHUMH BOMa JIIKapchbKUMK (OpPMaMH 3a CIiBBiIHOLIEHHAM BEJIHUMH
Tmax AnA came Ta TabneToOK, WO CTAHOBHJIO 0,72. 90% noBipumii
iHTepBaJl 3HAaXOJMBCA 3a Mexamu ndiamasony Bixm 0,8 g0 1,2
(paxruunmii 0,56-0,92). Cepens pisHMUA Y Tmax MiK JaHUMH
JiKapchbKMMHU (popMamu cTaHOBMIA |2 XBHITHH.

21. Pesynbratu 6e3nexu

He 3actocoBHo.
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22. BUCHOBOK (3aKJIIOUEHHS)

Pesynbratu uporo mocmimkeHHs AeMOHCTpYIOTH, w0 MOPOLIOK 3a
CTyneHeM O6i0f0CTYNHOCTI eKBiBaleHTHHiI TabieTkam. Mae wmicue
HEBE/IMKA HEEeKBIBAJICHTHICTh MIO/I0 IBUAKOCTI Gi0A0CTYMHOCTI, npo
O CBIAYMTH CTATHCTHYHO 3HAYyIIA plammﬂ B Cmax Ta Tmax Mix
MopoInKoM Ta TabneTkamu. OnHak s PisHAUA B Cmax (15 %) T2 Timax

(0,2 romum) He Ma€ KTiHIYHOro 3HAYEHHS.

3asBHuK (Bnacuk
peecTpaLiifHoro
MOCBiTUEHHA)

@)P()fiﬂ!ﬂv 3
HIXS 'THTAR D
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Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

|§. Manufacturer

PATHEON FRANCE |

4. Trials conducted:

I e C no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, new active substance

5. Full name of the Clinical Trial, clinical trial code

A Multicentre, Double-Blind, Placebo Controlled,
Parallel Group Study to Evaluate the Safety and Efficacy
of Vigabatrin Versus Placebo as First Line Therapy in the
Treatment of Newly Diagnosed Infantile Spasms
Protocol number: 71754/3/W/019

6. Clinical trial phase

Phase III

7. Period of the clinical trial

Date of First Patient Initiation: 19th April 1994
Date of Last Patient Completion: 4th January 1996

8. Countries where the clinical trial was conducted

UK o

9. Number of study participants

Planned: up to 50 subjects: either 40 “protocol correct”
subjects or when 50 subjects have been entered
Actual: 40 subjects

10. Goal and secondary objectives of the clinical
trial

To determine the safety and efficacy of vigabatrin, under
placebo control, as initial monotherapy in children with
newly diagnosed and previously untreated infantile
spasms.

To provide information on the duration of response to
treatment by assessing both relapse rate and time to
rclapse.

11. Design of the clinical trial

This was a randomised, double-blind, placebo-
controlled, parallel group study, with-an open follow-up
period. This study consisted of a baseline period of 2-3
days, then a five day double-blind treatment phase during
which patients were treated with vigabatrin or placebo
according to a predetermined randomisation code.
Patients were then followed for a period of six months
during which all patients continuing in the study were
treated openly with vigabatrin.

12. Main inclusion criteria

Aged between one and 18 months.
Either sex.

L]
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. Infants with newly diagnosed and previously
untreated infantile spasms. (Spasms could be associated
with partial seizures).

. Infants whose parents (or guardian) were able to
provide written informed consent to participate in the
study.

. Infants whose parents (or guardian) were
considered by the investigator to be capable of accurately
completing a seizure diary.

. Infants whose parents (or guardian) were
considered by the investigator to be able to attend the
clinic at the required intervals.

The study drug was administered double-blind and
divided into twice-daily doses. The initial starting dose
was 50 mg/kg/day study medication. This dose could be
raised to 100 mg/kg/day or further increased to a
maximum of 150 mg/kg/day if it was deemed necessary.

13. The investigational medicinal product, method
of administration, strength

14, Comparator, dose, method of administration, || Not applicable.
strength

The following concomitant medications were not
permitted during the double-blind phase of the study: any
drug having anti-seizure action, e.g., carbamazepine,
15. Concomitant therapy cthosuximide, lamotrigine, acetazolamide, phenytoin,
progabide, clonazepam, clobazam, nitrazepam,
lorazepam, hydrocortisone, corticosteroids, ACTH,
phenobarbitone.

Efficacy was assessed by the frequency of spasms: per
day during the double-blind phase, per week during the
open phase. The primary efficacy variable was the
average percent change in frequency of spasms as
assessed in a two-hour sampling window each day to the
final two days of the double-blind period. Secondary
efficacy variables in the double-blind phase included: the
average percent change in frequency of spasms as
assessed over the whole 24-hour period each day to the
final two days of the double-blind period, and the average
percent change in frequency of spasms as assessed in a
two-hour sampling window and over the whole 24-hour
period each day to the final day of the double-blind
period; the number of patients achieving cessation of]
spasms; the frequency and duration of clusters; the
proportion of patients showing disappearance of]
hypsarthythmia; and the Investigator's Global
Assessment of efficacy. In the open phase the number of

16. Efficacy evaluation criteria
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responders, therapeutic successes, time to response and
number of patients relapsing were investigated.

Safety variables were: type and frequency of adverse
events; laboratory screen assessment neurological
examination (including developmental status), physical
examination and vital signs.

17. Safety evaluation criteria

The data for the primary efficacy variable were
summarised by frequency of categories of percentage
improvement from bascline. A log analysis was also
performed and least square means and 95% confidence
intervals calculated as estimates of the percentage of]
baseline spasms still present after treatment. The log
analysis compared the treatment groups. These data were
18. Statistical methods also analysed by the Wilcoxon Rank Sum and Mantel-
Haenszel tests. Other efficacy data were analysed by
Wilcoxon Rank Sum test alone. The open phase efficacy
data were listed and summarised as appropriate.

All safety data were listed and summarised as appropriate
and in addition, the number of patients experiencing at
least one adverse event were compared between
treatment groups by Fisher's Exact Test.

The ITT sample of 40 patients comprised 19 males
(48%) and 21 females (53%) and were predominantly
Caucasian (n=35, 88%). The median age was 8 months
(range 4-20 months), the median weight was 8kg (range
4-13kg) and the median height was 69 cm (range 56-
91cm). The median age at onset of infantile spasms was
six months (range 0-17 months). There were no notable
differences in the demographics of the two treatment
groups.

Efficacy - Double-blind phase
Efficacy parameter 1reatment P value
Vigabatrin  [Placebo
% of reduction in spasms 54.4% 41.5% 0562

19. Demographic  characteristic of study
population (gender, age, race, etc.)

from baseline to final two

days (2-hour window)
20. Efficacy results % of reduction in spasms 68.9% 17 0% 0.030

from baseline to final two
days (24-hour window)
Patients achieving complete |45-0% 150%  [0.036

cessation of spasms on final

day (0 or 1 spasms)
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Patients achieving complete 33.0% 10.0%
cessation of spasms on final

day (0 spasms)

Patients achieving 20,0% 3.0%
disappearance of

hypsarrhythmia on final day

Investigator's Overall <0.0001
assessment

- marked or moderate 80.0% 15.0%
improvement

- minimal improvement or [20.0% 65.0%
unchanged

- minimally or much worse 0.0% 20.0%

Efficacy - Open Phase

Number of patients

Completed study 28
Completed study on vigabatrin monotherapy 13
Responder (4 week spasm free and only 15 (42%)
receiving vigabalrin)

Therapeutic success (spasm free for final 12 11 31%)

weeks and only receiving vigabatrin)
Total number of patients 36

During the double-blind phase 12 vigabatrin patients
(60%) and six placebo patients (30%) reported at least
one adverse event. In the vigabatrin group, the most
common adverse event was drowsiness, which was
reported by eight patients. During the open phase 67% of]
patients (n=24) reported adverse events. Overall the most
common adverse events were: bronchitis (eight reports),
drowsiness and rhinitis (seven reports each), fever (five
reports); throat irritation and otitis media (four reports
cach); constipation, diarrhoca, gingivitis, ecar disorder,
agitation, anaemia, pneumonia and rash were all reported
twice each All other adverse events were reported once
cach only. Serious adverse events were reported only in
the open phase: four patients reported serious adverse
events, including one death which occurred just after the
patient completed the study.

No other issues relating to safety were identified from
any other safety variables.

This study, the first double-blind, placebo controlled
22. Conclusion study of an anti-epilepsy medication as monotherapy,
confirms the efficacy of vigabatrin in patients with newly

21. Safety results
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diagnosed and previously untreated infantile spasms.
Vigabatrin is very well tolerated by infants over a period
of up to 24 weeks. The present study also confirms the
findings of a larger retrospective study that vigabatrin can
be considered as the first choice medication in this
syndrome on the grounds that a response is often
established within a matter of weeks after initiating
treatment, thus avoiding lengthy patient exposure.

Applicant (Marketing
Authorization Holder)
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3BiT mpo KJiHiYHe BHNpoOyBaHH

1. Hasga nikapcbKoro 3aco0y (3a HassBHOCTI -
HOMEp peecTpaliifHOro MOCBiqueHHs)

CABPUJI®, TabneTku, BKPHTI M1iBKOBOIO 000JI0HKOFO,
mo 500 Mr

|2. 3assBHHK

__|[TOB «Canodi-Asenric Vxpainar, Vpaina |

[3. BupoGHuk

ILTATEOH ®PAHLIIS |

4. TIpoBeaeHi DOCTiKEHHS:

I max C wHi AKILO Hi, 00IpYHTYBaTH

1) Tun nikapcekoro 3acofy, 3a IKMM NPOBOAUIACS
abo miaHyeThbCs peecTpallis

Jlikapcokuii 3aci6 3a NOBHMM J0ChE (aBTOHOMHE
I0ChE), iHIIHH JTiKapchbKuid 3aci6, HOBa Jiroua pe4YoBHHA

5. IloBHa Ha3Ba KIiHIYHOrO BHMNPOGYBaHHS,
KOJIOBaHHH HOMEP KJIiHIYHOTO BUIIPOOYBaHHSA

baratouenTpoBe rnoasiiine ciine mianebo-
KOHTPO/IBOBaHe JOCHIKEHHA B MapaieibHUX Ipymnax
AnA OWiHKKM Oe3nekd Ta edekTHBHOCTI BiraGaTpuuy
MOPiBHAHO 3 Male6o B AKOCTI Teparnii nepioi miuii npu

MIKyBaHHi Brepile JialHOCTOBAHWX iHMDAHTHIBHMX
crasMmiB
Howmep npotokouny: 71754/3/W/019

6. ®a3a KJIiHIYHOTO BUNIPOOYBaHHA ®a3a 111

7. Ilepioa npoBeeHHs KIiHIYHOrO BUIPOOYBaHHS

Hara ininjanizauii nepmoro nauienra: 19 xeitas 1994
POKY

Jlata 3aBepLIeHHs TOCIiDKEHHS OCTaHHIM malieHToM: 4
ciyns 1996 poky

8.  Kpaiumu, KJIiHiuyHe

BUNPOOYBaHHA

e IMMPpOBOAHJIOCH

Benuka Bpuranis

9. KinekicTs JocimimKkyBaHux

3arnanosana: 1o 50 nauientis: a6o 40 nmauieHtis, sKi
BiJMOBIZAIOTE POTOKOMY, a60 3a1y4eHHs 50 malieHTin
Daktuyna: 40 narieHTis

10. Mera Ta
BUNPOOYBaHHA

BTOPMHHI LiJi  KJIiHiYHOrO

Busnauntu Gesneky i edekruBHicTh BiraGaTpuny 3
MIaLeb0-KOHTPOJIEM B SKOCTi TOYATKOBOI MOHOTEpartii y
AITeH i3 Briepile AiarHOCTOBAHUMM iH(AHTHIBLHUMH
criasmMamu, sIKi paHillle He OTPUMYBAJIH JTiKyBaHHS.
Otpumatu iHdopMauilo npo TpuBamicTs BiAMOBimi Ha
JIIKYBaHHS IIIAXOM OLiHKH SIK YaCTOTH PELM/MBIB, TaK i
4acy JI0 peliInBYy.

11. Jluzaiin kiiHiyHOrO BUNpoGyBaHH:

Lle Gyno panmomizoBaHe mnojgiitHe crime miaueGo-
KOHTPOJIBOBaHE JOCTIIKEHHs B Mapajie/ibHuX Ipyrnax 3
BIIKDMTMM TEPioJ oM MOJAJBIIONO crocTepeskeHHs. Lle
JOCITI/DKEHH  CKNajanocsi 3 BHXiAHOTO mepiogy
TpuBaldicTio 2-3 OHI, NOTIM WATHAEHHOT hazu
MOJBIHHOrO  CHIMOro  JiKYBaHHS, MPOTATOM  SKOi
MalieHTd OTPHUMYBAJIU Birabatpun ab6o maue6o
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BIAMOBIIHO O 3a34aieriip  BH3HAYEHOTO KOy
pangomisauii. IToriM 3a mauientamu croctepiranu Ha
TNPOTS3i WECTH MiCALIB, NPOTATOM AKUX BCIiX MALLiEHTIB,
AKI TNPONOBXKYBaNM OpaTd yuyacTh y JOCIIIKeHH,
BiJIKDMTO JIIKyBaJIu BiraGaTpyHOM.

12. OcHOBHI KpuTepii BKIIOUEHHS

. Bik Bijg ogHoro 1o 18 micsuis.
. Bynp-sika crarts.
. Hemopnata i3 Bmepme  pgiarHocToBaHMMH

iHQaHTHIBHUMH CTIa3MaMy, sIKi paHillle He OTPUMYBaIH
nikyBauusa. (Crnasmm  mMornum  Gyri  mnos's3ami 3
napiiaJIbHUMH CyJ0MaMu).

. HemoBsta, uni 6aTeku (aGo omikyHH) 3MOTIIH
HaJlaTH MHCEMOBY iHQOpMOBaHYy 3rogy Ha y4acTh y
JOCITi IXKEeHHI.

. Hemogusita, uni 6ateku (aGo onikyHu), Ha TyMKy
nociigHuKa, OynM 31aTHi NPaBMIIBHO 3aMOBHIOBATH
LOJCHHHK CYIOM.

. Titn, uui Gateku (abo omikynu), Ha OYMKY
AOC/Ii/IHMKA, MOTJIH BiJIBiLyBaTH KIiHIKY 3 HEOOXiZHOW
NepioNYHICTIO.

13. JlocnmimkyBanuit nikapcekuii 3aci6, crocio

3aCTOCYBaHHsA, cUa Jii

Hocnikysanuii mpenapar 3acTOCOBYBaNH IMOABIHHUM
CIiMMM METOJOM i AiMMIM 103y HAa IBAa BBEJEHHS Ha
neHb.  IlouatkoBa fmo3a  cramoBuna S50 Mr/kr
AOCTiKYBAHOrO Mpernapary Ha AeHb. Lli go3a morna
OyTu 36inbmena 10 100 mr/kr/aeHs a6o me 10JaTKOBO
30inbmena 1o makcumymy 150 Mr/Kr/meHs, SKIIO Lie
BBaXXAJIOCH HEOOXiTHHM.

14. Ilpemapar mnopiBHAHHA, [03a,
3aCTOCYBaHHA, CHJIA Jii

crocio

He 3acTocoByerncs.

15. Cynytnsa Tepanis

Ilix 4ac nozsiiiHoi cninoi dasum nocnmimkeHHs He

NO03BOJIATIOCA  OJHOYACHO 3aCTOCOBYBATH  HACTYIIHI
npenapat: OyAb-SKi NpemapaTd 3 MPOTHUCYIOMHOK
Ai€lo,  HaTMpMKJIAL,  kapGamaseriH, €TOCYKCHMIf,
NAaMOTPW/DKMH, —auerasonamiz, denitoin, nporabin,
KIOHasenaM, KimobOasam, HiTpasenam, Jjopasenam,
TiIpOKOPTH30H, KOPTHKOCTEpOian, AKTT,
(deHobapbiTa.

16. Kpurepii ouinku edekTuBHOCTI

EdekruBHicTs ouintoBanacs 3a yacToTow crnasmis: B
NI€Hb ITi/J] Yac moABiiHOT ciinoi dhazu, B THKIEHB I1i yac
BigkpuToi ¢asu. IlepBuHHOW0 3MiHHOIO ederTHBHOCT
Oyna cepemHs NpPOUEHTHA 3MiHA YacTOTH crasMiB,
OLIHIOBAHA  MPOTATOM  JBOTOJMHHOTO  iHTEpBaiy
OUiHIOBaHHS IIO/HA 0 OCTAHHIX JBOX JHIB 1M0BI{HOr0O
ciinoro nepiogy. Bropunni 3minHi epexTuBHOCTI Ha
eTani  MoJBIHOrO CIIMOro  JIOCHiMKCHHA:  CepeiHs
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NPOLCHTHA 3MiHA YacTOTH ChasMiB, OL{iHIOBaHA
MPOTArOM BCHOro 24-rOAMHHOTO MEPiOAy IIOAHA [0
OCTaHHIX [BOX [HIB MojBiiiHOro cmimoro mepioxy, i
cepe/iHs MPOLEHTHA 3MiHa YaCTOTH CIa3MiB, OLIiHIOBaHA
MPOTArOM JBOFOJUHHOTO iHTEpBajy OIiHIOBAHHA i
MPOTATOM BCHOr0 24-roAMHHOTO MepioAy INOAHA 10
OCTaHHBOI'O HA MOJBIMHOIO Chinoro mepiomy; 4MciIo
MaLi€HTIB, Y SAKUX CHa3MHM NPUIIMHUIMCS, YacToTa i
TPUBAICTh KIACTEpiB; YACTKA MALIEHTIB, Y SKUX 3HUKIA
rincaput™mis;  rinobambHa  OuiHKa  e(EeKTHBHOCTI
JOCHiAHUKOM. Y BIJKpMTIii (a3i OuiHIOBaNM KiJdbKiCTh
NauieHTiB 3 BiANOBIN/I0, TepaneBTHYHY e(eKTHBHICTH,
yac JI0 BiNOBi/i i KiNbKiCTh MALi€HTIB 3 PELUAUBOM.

17. Kpurepii ouinku 6e3nexu

3minHuMH Oesneku Oynu: THI i yacTora HeGakaHMX
ABULL;  jabopaTopHi  mapameTpH,  HEBPOJIOTiuHE
00CTemEeHHS (BKTHOYAOYH piBeHB PO3BHUTKY),
GizukanbHe OOCTE)XKeHHA 1 OCHOBHI MOKA3HHUKH
KUTTETIATBHOCTI.

18. CraticTUyHi METOIH

Jaui mono mepBMHHOT 3MiHHOI edekTHBHOCTI Oyiu
y3arajbHeHi 3a 4YacTOTOI KaTeropiii MNpOLIEHTHOTo
TIOKPALUEHHs MOPIBHAHO 3 BUXiAHUM piBHeM. Takox Gys
npoBefeHUH orapudmiyHui aHaniz i pospaxoBasi
3BaXKeHi cepe/iHi 3HaueHHA i 95% nosipui inTepsanu s
OL[HIOBaHHS  BiJICOTKA BHMXiJHMX chasmiB, sKi
3anMiuandes micna  JikyeaHHa. [pymu  slikyBaHHs
MOpPiBHIOBANMCA 32  JONOMOrOl  JorapudMivHOro
ananisy. Lli mani Takox Oynu mnpoananizoBaHi 3a
JOMOMOTOK KpUTepiiB paHroBoi cymMH Binkokcona i
Manrens-Xensens. [nmi nani mwono edexrusuocti 6yau
MpoaHaNi3oBaHi TibKM 3a JONOMOTOK KPHUTEPiKo
panroeoi cymu Binkokcona. Jlani mono edexruHocTi
MpoTAroM BiakpuToi a3y Oynu rnepepaxosaHi i
y3araJibHeHi BiAMOBIJHAM YHHOM.

Yci pani 3 Oesneku Oynu nepepaxoBsaHi Ta y3aranbHeHi
BiJMOBIIHUM YHHOM, i, KpiM TOr0, KiNbKiCTb NAL{i€HTIB, y
AKX CrocTepiragocs mnpHHaliMHI ojaHe HeOakaHe
ABMILE, MOPIBHIOBANAcs MiX rpynamu JiKyBaHHA 3a
JOTIOMOT0K TOYHOro KpuTepito Diwepa.

19. JlemorpadiyHi NOKAa3HUKK AOCIIHKYBAHOT
nonyJauii (crare, Bik, paca, TOIIO0)

Bubipka ITT (40 nauienris) cknananacs 3 19 nauieHTis
yonoBiuoi crari (48%) i 21 maumieHra *xiHo4oi craTi
(53%), mauienTn 6yna nepeBaxkHo eBponeoigamu (n=35,
88%). Meniana Biky craHoBuIa 8 micauis (gianasoH 4-
20 wmicauiB), MeaiaHa Macu Tina cTaHOBMJA 8 Kr
(miarmason 4-13 kr), a MeZiaHa 3pocTy cTaHoBMIA 69 cM
(miamason 56-91 cm). MegiaHa Biky Ha MOMEHT MOYaTKY
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iHQAaHTUIBHUX CNa3MiB  CTAHOBMIA INICTH MiCALIB
(mianazon 0-17  wmicauiB).
BiIMIHHOCTe# y AemorpadiuHux napameTpax aBox rpymn

NIKyBaHHsI.

He

bymno

MOMITHHUX

20. PesynbraTu eeKTUBHOCTI

EdextuHicTs - noagiiina ciina daza

IMapamerp edexTuBHOCTI

JlikyBanHs

Birabarpun

IMTnane6o

P-
3HA4YCHHA

% 3MEHILEHHS Ca3MiB Bif
BUXiTHOTO piBHS 10
OCTaHHIX JBOX JHIB ( 2-

FOJMHHUIA iHTEpBanN)

54,4%

41,5%

0,562

% 3MeHIIEeHHd CrasMiB Bif
BHUXiIHOTO piBHA 10
OCTaHHIX JBOX AHIB (24-

TOZIMHHUI iHTEpBa)

68,9%

17,0%

0,030

IMauienTty 3 noBHUM
NPUIMHHEHHAM CMa3MiB B
ocTanHiif nens (0 abo 1

criasm)

45,0%

15,0%

0,036

IMauieHTH 3 MOBHUM
NIPHITHHEHHAM CIa3MiB B

ocranHiii neus (0 cniazmis)

35,0%

10,0%

0,063

ITauienTy 3i SHHKHEHHAM
rincapHTMii B ocTaHHiH

ACHBb

20,0%

5,0%

0,342

3araneHa owiHka
OOCIIAHUKOM

- MomiTHe abo rnomipue
MOKPALIEHHS

- MiHiManbpHe
noKpaieHHs abo 6e3 3MiH
- MiHiMalbHe ab0 3HaYHO

ripue

80,0%

20,0%

0,0%

15,0%

65,0%

20,0%

<0,0001
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EdexrusHicts - Bigkpura Paza

Kinekicte nauieHtie

3aBepIIuIM H0CTiHKeHH:A 28
3asepLumny T0C/iIKeHHS Ha MOHOTEpanil 15
BirabatpuHom

ManienTu 3 Bignosinmo (4 TvxkHi Ges 15 (42%)

CrasMiB i OTPUMYBAIH TiNBKK BiraGaTpuH)

. . . 0,
Tepanestiuna edexrusnicTs (BigcyTHiCTS 11 (31%)
CMa3MiB NPOTATOM OCTaHHIX 12 THKHIB i

OTPHMYBAIIH TiNbKH BiraGaTpuH)
3araibHa KinbKiCTE NALIEHTIB 36

21. Pe3yneTati Oe3nexu

ITix yac noagikHoi cninoi dasu y 12 nauientis rpymu
Birabarpuny (60%) i wectn nauieHTiB rpynu niane6o
(30%), cmoctepiranocs npuHaliMHI omHe HebakaHe
ABumie. Y rpymi BirabarpuHy Hai6inem uacTum
HeOaxaHuM  sBUIIeM  Oyra  COHNMBICTB,  sKa
criocTepiraiacs y BockMu nauientis. [Tix yac Bigxpuroi
(asu y 67% nauientis (n=24) cnoctepiranucs HeGaxaui
ABHILA. 3arajoM HaWOiIbIl YacTHMH HeGaKaHUMU
ABUIlaMK  Oyau:  OpoHXiT (BiciM  moBimomieHs),
COHJIMBICTE i PHMHIT (MO CiM MOBIZOMJIEHH KOXKHOTO),
JIUXOMaHKa (I'ATh MOBiJOMIIEHB); MOAPAa3HEHHs ropia i
CepelHiii OTUT (MO YOTHPH MOBIJOMIIEHHS KOXKHOTO);
3a10p, Aiapes, TiHriBiT, HOPYIEHHS CIyXy, 30YDKEHHS,
aHeMisi, MHEBMOHIs i BUCHII - Bci BOHM GyJ11 MOBiJOMIIeH]
JBivi, Bci iHII HeGaXkaHi ABHMIIA MOBiIOMIAIKCS TiTBKH
no oxaHomy pasy. IIpo cepiiosni ueGaxkani sBuina
TOBIJOMIIAIOCA TiNBKM y BiAKpHTIH (asi: y 4oTHpBOX
NAali€eHTIB  MOBiIOMISAIOCA Tpo cepiio3Hi HeGaxkaHi
ABMIIA, BKJIIOYAOYH OJMH JIETabHUM BUMAJOK Bifpasy
Mic/Is 3aBEePIICHHS NALI€HTOM I0CITiIKEHHS.

Kopuux iHmMMX npoGieM, MOB'A3aHUX 3 be3nekoro,
TPYHTYIOYMCE Ha iHIIUX 3MiHHHMX OE€3MEeKH, BUABICHO HE
Oyno.

22. BUCHOBOK (3aK/IHOUEHHS)

Lle nocnimxenns, nepwe mnoagiiiHe ciine mnane6o-
KOHTPOJIbOBAHE  JOCIHI/KEHHS MPOTHENiNIENTUYHOTO
npenapaty B AKOCTI MOHOTepamii, NiATBEPIKYE
eeKTUBHICTE BirabaTpuHy y mNauUieHTiB i3 Bhepime
MiarHOCTOBAHMMH  {HQAHTWIBHUMH — CcriasMaMmu,  sKi
paHilue He OTpUMyBanmu niKyBaHHs. BiraGatpun ayxe
A00pe NepeHOCHBCA HEMOBIIITAMHE POTATOM NeEPiofy 10
24 maxumis. Ile JocmimkeHHs Takok miATBEpIKYE
pe3ynbTaTd Oulbll MacIITabHOro PeTPOCHeKTHBHOIO
JIOCITiJUKEHHSI CTOCOBHO TOrO, IO BirabaTpuH Mo;KHA
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PO3INIANATH K Mpenapar nepmoro BUGOpPY MpH LBOMY
CHHIpOMi Ha TiH migctasi, mo BigmoBigE uacto
CIIOCTEPIraeTbCs IMPOTATOM JEKibKOX THXKHIB micis
NOYaTKy JIKyBaHHs, IO J03BOJISIE YHUKHYTH TPHUBANOT
€KCITO3HIIiT MallicHTa.

3adaBHUK (BIaCHUK
peecTpariiitnoro
MOCBi TYEHHS)




