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Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant

[Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

[PATHEON FRANCE

4. Trials conducted:

-

(I

I e 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

Phase II1

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 cuffering 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 cpileptic 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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Vigabatrin and hydrocortisone administered as first-line
monotherapy.

Vigabatrin dosage: 150 mg/kg/d without any titration
13. The investigational medicinal product, method period.

of administration, strength 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,|| Not applicable.
strength

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.

15. Concomitant therapy

The main efficacy criterium was the proportion of

16. Efficacy evaluation eriteria infants in each group with a total cessation of IS.

Safety evaluation was based on the adverse event

17. Safety evaluation criteria
report.

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

Statistical significance defined as p < 0.05.

19. Demographic characteristic of study| Mean age of onset of IS was 5.9 months. Mcan age of]
population (gender, age, race, etc.) initiation of treatment was 7.5 months.

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.

5 children under VGB (3 as first drug and 2 as second
21. Safety results line treatment) and 9 under HC suffered from at least one
adversc event (p=0.006). Most frequent adverse reactions

20. Efficacy results
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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 treatment 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-
epileptic drugs in order to prevent children from

_~Afintractable epilepsy.

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3BiT Npo KJiHiYHE BUNPOOYBAHHS

H . Hassa mixapcekoro 3aco0y (3a HasBHOCTI -
HOMep peecTpalifiHoro NOCBiUEeHHs)

J CABPUJI®, rpanynu s

OpaJibHOrO PO34MHY, 10 500
MT

2. 3asBHHK

\ﬁOB «Canodi-ABenTic YKpaiHa», VYkpaina

B. BupoOHUK

[[TATEOH @PAHLILA

4, TIpoBeneHi JOCIiPKeHHS:

T rax C Hi

KO Hi, 0OIPYHTYBATH

b

1) T NiKapchKOTo 3ac00y, 3a AKUM TPOBOMIACA
260 TUIAHYETHCS PeecTpaLlis

Jlikapcpkuii 3aci6 3a TOBHMM J0CHE (aBTOHOMHE
J0cke), iHmuit TikapesKuii 3aci6, HOBa Airo4a pe4oBHHA

5 [loBHa Ha3Ba KIiHIYHOTO BHMPOOYBAHHS,
KOJIOBAHHI HOMEp KJIiHIYHOTO BUIPOOYBaHHA

Bigxpurte paHIOMi30BaHE MOPiBHANBHE JOCIi[DKSHHS
pirabarpuHy i TiAPOKOPTH30HY TIpH iHpaHTHIBHHUX
CIa3Max, CIPUYMHEHNX TyOepO3HUM CKIIEpO30M

Homep npotokoay: 097/W/FR/03

E(Dasa KJIiHIYHOTO BUNPOOYBaHHA

[@aza I1I

= |

7. Tlepion npoBeAeHHsA KIiHI4HOTO BUMPOOYBaHHA

Tlata ininianisauii nepuioro nariesTa: 21.04.90
Jlata 3aBEpIICHHA OCTIKCHHS OCTaHHIM TMAaLIEHTOM:
26.10.94

8. Kpainu, KJTiHIYHE

BUIIPOOYBaHHSA

e  TPOBOAMJIOCH

Opautlis

9. KinpKicTh JOCIIIKYBaHHX

3amuianosata: 30
daktuuHa: 23

-

10. Mera Ta
BUMPOOYBaHHA

BTOPUHHI LM  KIIHIYHOrO

TopiuaTH edexTHBHICTE 1 Oesnexy BirabaTpuHy Ta
riIpOKOPTH30HY B AKOCTI MEpLIOro nikapceKoro 3acody
y HEMOBJIAT i3 BNEpuIC AiarHOCTOBAHMMH i panime
HelqikoBaHUMH 1H(MAHTUIBHUMH Clla3MaMiu BHACITIZIOK
Ty6€pO3HOr0 CKIIEpO3Y.

11. [uzaiin KniHigHOro BUNPOOYBaHHA

Bigkpure paHIOMi3oBaHe IOPIiBHANBHE [EPEXPECHE
NOCIi/PKeHHs, 3aCHOBAHE Ha BiAMOBiAI Ha JiKyBaHH:,
TpUBACTIO 2 MicALL. TMauieHTH MEPeBOAMINCA B iHIIY
rpyny JiKyBaHHA uepe3 OJHH Micslle Yy  pasi
needpexkTuBHOCTI Ta/abo HEeMEepeHOCHMOCTI  MepLIoro
JTIKyBaHHS.

12. OcHOBHI KpHTepii BKIIOYEHHA

V pociimkeHHs Moran 0yTu BKJIFOUEHI JiTH Oyab-gKOl
cTari 3a YMOBH, IO BOHH BiAlOBiJauM HACTYMHUM
KpUTEPiiM:

. HEMOBIIATA BikoM Bia 1 micsr 1o 2 pokis

y mauieHTiB 3  TyOepo3HMM  CKIEPO3OM
pimmosiaHo 1o kputepii I'omeca fiarHO3 MOBUHEH oyB
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OyTM MiJTBEpKEHUH KOMITIOTEPHOIO Tomorpadiero
ta/abo MPT

. BrieplIIe JarHOCTOBAH] iHaHTHIBHI CriasMu (mo
BM3HAYAETHC K TIOCAHAHHS eMiNENTHYHHX CrasMiB i
qudysHux ~ ab0  BOTHHMIIEBMX — MApOKCH3MAJIBHUX

aHoMatii)

. AiTM paHille He OTPUMYBaId MiKyBaHHA 3
NpuUBOY iH(QAHTHIBHUX CrIa3MiB (IC)

. ingopMoBaHa MHCBMOBA  3rOAA, mianucaHa

GaTbKaMK JUTHHH (200 3aKOHHUM NpeaCTaBHUKOM)

BiraGaTpyH i riPOKOPTH3OH, 110 NPU3HAYAIOTH B AKOCTI
MOHOTeparii repuIol JiHil.

Ilosyanns Birabarpuny: 150 mr/kr/nenp 6e3 Oyab-
AKOTr0 Mepiofy THTPYBAHHS.

TigpokopthsoH: 15 Mr/kr/nens Ge3 Oyap-aKoro nepioay
TUTPYBaHHS.

[lawieHTH NepeBOMIHCA B {HIIY TPYITY JiKyBaHHA Yepes
omuH  Micaus |y  pasi HeedekTHBHOCTI  Ta/abo
HETepeHOCHMOCTi PaHIOMi30BaHOIO pEnapary.

13. JlocmimkyBaHuH nikapcekui 3acio, crocio
3aCTOCYBaHHs, CHIa [ii

14, Tlpenapar MOpiBHAHHA, 033, crnioci6 | He 3acTocoBy€eTBCH.
3aCTOCYBaHH!, CUJIA it

[IpoTAroM Mepiofy [OCHIDKEHHS HE MOKHa OyIo
TpU3HAYATH CYMyTHI MpOTHETJIENTHYHi NPenaparH.

COMHMM ~ BUMAJKOM  OJIHOYACHOrO  3aCTOCYBAHHA
15. CynyTHs Tepanis mperapary,  NPU3HAYEHOr0  MpOTAIOM nepiony
nochiokenHs, 6yna ofHa AuTuHA (i3 TPYNH BI'b), sxa
0JIHOYACHO OTPUMYBajia aMio/lapoH 4epes pabaomiomy
cepli.

OcHoBHMM KpuTepiem edexruBHocTi Oyna 4acTka
HEMOBJIAT Y KOXKHii rpyni 3 MOBHUM MPUIMHEHHAM 1C.

16. Kputepii ouiHK! e(eKTHBHOCTI

Ouinka Oesmexku Oyna 3acHOBaHa Ha peectpautii

17. Kpwurepii ouinku 6e3mexu
HeOaKaHUX ABHIIL.

Kinpkicui fgaHi mopiBHIOBaIMCS 3 BHUKOPHCTaHHAM t-
kpurepito CThrojieHTa VA cepeaHix 3HaueHb, F-
KpUTepito A Jucrepeir. SlkicHi nmami aHamizyBajaKcs 3a
JOTIOMOTOI0  KPUTEpit0 Xi-KBaapar (3 KOpWIyBaHHAM
SItca U1 HEBEMKHUX BUOIPOK).

CTaTUCTHUHA 3HAYUMICTh BM3HAUAacs AK p = 0,05.

18. CraTHcTUYHI METOIU

Cepenuiii Bix mouarky IC jopiBHIOBaB 5,9 Micsus.
Cepenuiii BiK MOYATKy JiKyBaHHA nopisHtoBaB 7,5
MicsLs.

19. Jlemorpadiuni MOKa3HMKH JIOCITi Ky BaHOT
nomynAuii (cTark, BiK, paca, TOIIO)
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20. PesynbTaty eheKTUBHOCTI

[loBHe mNepBUHHE MPUNHHEHHA cnasmip 'y 11/11
NalieHTiB i3 TpyMH BirabarpuHy (BI'B) i 4/11 nauienTis
i3 rpynu rifipoOKOPTH3OHY (TK) (p=0,001). 7 nanieHTis i3
rpyma 'K mepeiinn 1o Tpyru BI'G abGo uepe3
HenepeHocumicTs (1 nauienr), abo 4epes HEJIOCTATHICTE
xortpomo IC (6 HemoBIAT). Y BCiX MauieHTiB i3 rpynu
T'K, sixi Gynu nepesejieHi 10 rpyny BI'B, crnioctepirapcs
BTOPUHHHMI KOHTPOJIb UM npenapaTroMm. Cepenniit yac
no Bigmosiai 4,0 = 5,1 aua A BI'b nporu 12,8 + 11,9
ans TK, obuasa mpemapari Mpu3HAauaincs B AKOCTI
npenapari nepuiot ninil (p=0,058). bepyuu 10 yBaru
BCiX TMAIIIEHTIB, fAKHM MpPHU3HAUAIH BI'B (B sKOCTI
NiKyBaHHs mepioi abo apyroi ninii), cepe/Hiil yac 10
nogHoro koutpomo IC opiBHIOBaB 3,48 + 4,08 qusa anis
BIBi 12,8 + 11,9 must wist [K (p=0,01). PesynsTath EEl
Gynu SKICHO OL{HEHi AK rokpamiesi micis 8 THKHIB
niKyBaHHsA y GimbLIOCTI namientis npu nikysauHi BI'B i
y 4 HEMOBJIAT, AKi IPOJIOBXKYBANH nikysanus ['K.

21. PesyneraTH Oe3nexku

[ ¥V 5 piteii npu nikysaumi BI'b (3 B SIKOCTI Mepuioro
npemapary i 2 B AKOCTI JiKyBaHHs apyroi niHii) i 9 npu
nikypawni 'K~ croctepirajocs npuHaliMHi  OfiHE
neGaxane sume (p=0,006). HaiGinbm 9acTHMU
NoGIYHUMH  peaKliaMu TpH nikysauni BI'G  Oyin
COHNMBICTB i mijBHIEHa 30yAMUBICTb, B TOH 4ac K y
namienTtiB  npu  gikyanni 'K B OCHOBHOMY
criocTepiranucs IiJBHIICHA 36yAUBICTh, MOPYIICHHS
CcHy i 36iNbLIEHHA Mack Tina. Vei HeOakaHi ABHILA

MHHYJIH B 000X rpynax.

22. BucHOBOK (3aKIOUEHHS)

Y  HeMOBIAT i3  Brepuie  JiarHOCTOBAHAMHU
indaHTHIBHIMHE CTIA3MaMH, MOB'A3aHUMHU 3 TyOEPO3HHM
ckneposom, BI'B cnim 3acTocoByBaTH B AKOCTI
moyaTkoBOi  MOHOTepamii  uepes  Horo  Kpauly
edexTueHicTh MopiHsHO 3 I'K, Oinbl KOPOTKUH Yac 10
po3BUTKY eeKTy i Kparui npodine Ge3nexH.
[Tojabiue CTIOCTEPENEHHS MicIs JOCIi[OKEHHA:

Jlna nauieHTiB, AKi criocTepiranmcs [oHaiiMeHIe 2
poxu: 14 npu nikysatHi BI'b Ta 4, sixi pignosinu Ha I'K.
Bunuknenns peupausy IC y 3/14 piteit ansa BI'B,
ricJis cepeIHBOro Nepioy KOHTPOIO 3,5 micaus.

BunnKHeHHs napuiansHux cygom y 11/14 miTed o
BI'B (8 3 BI'B B sikocTi mepmioi ninii nikyBaHHA 1 3 B

axocti apyrof minif) i 3/4 miteit wst ['K. |
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[IpojioBKkeHHa MOHOTEpAITil MPOTATOM TPHBAIOTO Yacy
y 3/14 (21%) niteit, siki orpumysanu BI'B, i 1/4 (25%)
HEMOBIIAT, AKi oTpumyBau ['K.

Takum 4yMHOM crif 3a3HayuTH, WO Npu peruausi IC
Ta/ab0 BUHMKHEHHI TapUialbHUX CYJOM MOXKYTh
3HaNOOUTHCS BTOPWUHHI CYMYTHI MpPOTHEMiJENTHYHI
rpenapary A1 3ano0iraHHs po3BUTKY Y AiTel emiaencii,

PE3UCTEHTHOI /10 JIiKyBaHHSI.

3asABHHK (BIaCHHK
peecTpauiiiHoro
MOCBiUEHHA)
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Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes T 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 J

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

| administration (repeated administration part)

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

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 H Not allowed

|l6. 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

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

19. Demographic characteristic of]

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
T1» was about 7 hours (5.3 to 7.6 hours) (table below). Cmax 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%
Conax (pg/mL) 35.6+27.0 66.7+21.4 147.3+18.1
Trmax (hr) 0.75 +£51.6 1.0 +46.6 1.2+42.1
AUCo.inf (ng/mL.hr) 150.0 + 28.6 270.2 £ 20.9 627.3 £ 16.1
Tyx (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
Vb (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 (pg/mL) 42.6 12.0 42.5 18.9
Tomay (hr) 1.7 54.3 i 70.1
AUCo.24 255 13.8 291 16.0
(ng/mL.hr)
Tip (hr) 1.0 9.2 1.3 20.9
Cl; (mL/hr) 3668 47.9 3310 26.2
% Urine 0.44 25.5 0.47 234
recovery
Va (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 ng/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.inf) and
255ug/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 T2 was
about 7 hours (5.3 to 7.6 hours). Cmax and AUC have been shown to
increase approximately in proportion to dose.

During repeated oral administration, Cmax and AUCo24 were
compared on the Ist 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)

e
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3BiT npo kiiHiune BHIPOOYBaHHS

1. Ha3zga nixapcekoro 3aco6y (3a
HAABHOCTI - HOMEP peecTpauiiHoro
[mOCBLIUCHHS)

CABPUJI®, rpanymu ais opansHOTo posduny, mo 500 mr

2. 3aaBHuK

TOB «Canodi-Asenric Ykpaina», Yxpaina

3. BupoOuuk

| TATEOH ®PAHIIIA

4. [IposencH1 nocaimKeHHN:

1 TaK C w SIKLIO Hi, OOTPYHTYBATH

1) tun aikapcskoro 3acoby, 3a sKuM

Jlikapcekuii 3aci6 3a moBHHM OOChE (aBTOHOMHE JOCBE), iHILMIL

BUNpOOYBaHHA, KOMOBAHMII HOMEp
KN1IHIYHOTO BHIIPOOYBAHHSI

opoBoaunaca  aGo  mmaHyersca| Sk ;
; JIKapChKUi 3aci0, HOBa AlI0Ya PCUYOBHHA
peecTparis
Besnexa Ta dapmakokiHeTHKa OZHOPa30BOI Ta 6araTopa3oBHX 103
BirabarpuHy y 340pOBMX AOpOCIMX snoHUis (mporokon JGVG-CL-
101).
5. Tloswa wHaspa  kmimiuHOTO| YacTHHA ZOCTIAEHHS OXHOPA30BOI T03M:

®apmakokiHETHKA Ta NPONOPUiiHICTs 40 103u BiradaTpuuy micis
oaHopa3oeux 103 1 r, 2 r 1a 4 r y 330pOBHX AMOHLIB

Yacruna gocaimkeHHs GararopazoBux 103:

DapmakokiHeTHka BirabaTtpuHy Yy 3J0POBHX  SITOHL{B
NEePOPAIBHUX 103 2 I' OUH pa3 Ha 100y MpOTAroM IT'SITH JHIB

icIs

6. ®asza KIHIYHOTO BUNPOOYBaHHS

daza [

7. Tlepion mpoBeaeHHs KIIHIYHOrO
BHUIPOOYBaHHS

YacTuHa JOCaIKEHHS OMHOPA30BOi A03H:
3 mumas 1990 poky

Mo Bepecens 1990 poky

Yacrura gocainkeHHs Garatopa3oBux 103:
3 sxoBtHs 1990 poky

ITo rpymens 1990 poky

8. Kpaiuu, 1e npoBoauIOCs KitiHiuHe
BUTNIPOOYBAHHS

SImonis

9. KinpkicTs BOCTIIKYBAHUX

3annanosana: 16 cy6’exTiB (wacTHHA HOCTIMKEHHS OAHOPA30BOI
nosu: 8 cy6’ekTiB; wacTMHA ROCHiKeHHs GaraTopaszosmx 103: 8
cy0’exTiB)

@axtnyna: 16 cy6’exTis (yacTHHA JOCILIKCHHS OXHOPA30BOI JO3H:
8 cy0’exTiB; yacTHHA AOCTIIKEHHS GaraTopasoBux 103: 8 cy6’ ekTiB)

10. Mera Ta BrOopHHHI wimi

KJIIHIYHOrO BUITPOOYBaHHS

Hocmiautn Gesnmeky, BOIMB HA MCHXOMOTOpHY (yYHKUIK Ta
(hapMaKOKIHETHKY NeEpPOPanbHOrO 3aCTOCYBaHHs Birabarpuy y
3JOPOBMX JOPOCIHX YOJIOBIKIB.

KIIHIYHOTO

11. Hu3aitn
BUITPOOYBAHHS

[Ipocre  caime, mnaueGoO-KOHTPONBOBAHE  MOCTIIKCHHS 31
30UIBIICHAAM 0THOPa30BOT 1O3H (YACTHHA JOCTIKEHHS OTHOPA3OBO]
no3u), Ta GararopazoBHX 103 OAMH pas Ha 400y mpoTAroM 5 aHIB
(uacTuHa nOCHiLKEeHHS GaraTopasoBux 103)

12. OcHoBHI KpUTEpiT BKIIOUCHHSA

3zopoBi gopocsi wonoBiku:
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- BikoM Bia 20 po 35 pokis, i3 Macow Tina B mexax 20 % Bin
iAeabHOI MacH Tina;

- 6¢3 3aXBOpIOBaHb NCYIHKH, HUPOK, JICTEHb, CHCTCMH KpPOBOOBIry,
TPaBHOI CHCTEMH T4 CHCTEMH KPOBI B aHAMHESI;

- 6e3 aneprii Ha npenaparty;

- SIKl HE OTPHUMYIOTh NPEIAPATH.

[Tizmucanns dopmu indopmosanoi sroau.

13, JocaimxyBaHuH  JKapChKHit
3aci0, cnocid 3acTocyBaHHsL, CHaa Ail

Birabatpus nopomok (1,0 r maker)

IlepopanbHe 3acTocyBaHHs

Opxopa3osa Ta Gararopa3oBi 103

Josysauus: oauopasosi gosu 1,.0 1, 2,0 r, 4,0 r (warme);
6arartopazosi mosu: 2,0 r ogun pas Ha noly (micas mpuiiomy Tki)
MpOTATOM 5 IHIB

14. Tlpemapat nopiBHAHHA, 71034,
cnocib 3acTocysauHs, CHIa Ail

He 3acTocosuo

15. CynyTtHs Tepamnis

|| He no3somsiiace

16. Kputepii ouinku ehexkrurHOCTI

DapmMakOKiHETHYHI TapaMeTpH BirabaTpuHy y niasmi Kposi ta ceui

17. Kpurepii ouinku 6e3nexu

PisukanbHe oOCTEKCHHA, Cy0 €KTHBHI CHMOTOMHM, (i3iosoriuse
TCCTYBAHHS, 3arajIbHOKMIHIUHI NOCHIIKCHHA (3aranpHuil aHami3
kposi, OloximiuHmii aHami3 kposi, auami3 cewui), maGopatopHi
MOKA3HUKH EHAOKPUHHOI CUCTEMMU, TECT arperauii TpoMOOUHTIB, TECT
MICHXOIOTTHHOT poGoTH

18. CratucTiuni MeTOIU

MeTroau OnHCOBOT CTATHCTHKH

19. Jemorpadiuni  nOKa3sHUKH
moCHiKYBaHOI TOMymsAlii  (¢TaTs,
BiK, paca, TOIO)

YactHHAa AOCTITKCHHA OAHOPA30BOI 103M: 8 40JOBIKIB, GTHIYHA
HAJISXKHICTE: AnoHUi; Bik: 20-27 pokis; Maca Tina: 54,4-73,0 kr.

20. Pesynerat e)eKTHBHOCTI

Dapmaroxinemudni pesyiomamu:

YacruHa JOCHIDKEHHS 0HOPA30BOT 03K

Y upOMy AOCTIIKEHHI TiCAs 3aCTOCYBAHHA OIHOPA30BOi A03M
Birabarpuny cepensiii Timax cTaHoBHB mpubmmsHo 1 roxa (sig 0,75 1o
1,2 rox) ta cepenniii T2 — mpubausuo 7 rox (Bix 5,3 no 7,6 rox) (qus.
tabmuuio Hmk4uce). Cnocrepiramocss npubam3Ho nponopuiiine 1031
30ibieHES Cmax T2 AUC (aus. Tabnuumro minkye).

dapmakokineTHuH1 MapaMeTpy BirabaTprHy B rIa3Mi Kposi
(ogrOpaszosa mo03a)

(DapMaKOKIHCTHYIHHIH Hosalr Hozal2r Hozadr

napamerp cepejiHe cepenne cepee
3HAYCHHA 3HAYEHHA siavenud =CV%

+=CV% +CV%

Crnax (MKT/MT) 35,6270 66,7+214 1473+ 18,1

T oax (TOR) 0,75 £51,6 1,0 46,6 1,2+42.1

AUCq.int 150,0 + 28,6 2702+ 209 6273+ 16,1

{MKT/MILTOJ)

Tia (rox 7,6 68,2 7,0 +194 53+£129
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Cl, (Mi/rox) 3802+ 336 3469+ 19,9 4722+383
% BIIHOBIEHHH Y 0,55+ 32.6 0,46 £ 16,0 0,72+299
cedi

[ Va (1) 67.8 +43,0 77,6 282 495+169

Yactuna nocaimkeHHs GararopaszoBux 103

3uauennst i Cmay, i AUCo-24 6y maiixe oaHakosuMy mics nepLoi
A03M TA HA JACHB 5 3aCTOCYBaHHA, i Maiike He crocTepiranocs
HAKOMHYCHHSA (IUB. TabIMLIO HIDKYE).

DapMmakoKiHETHIHI napaMeTpH BirabaTpuny (baraTopasosi go3u)

Papmarokine- Tlepma jo3a (mens 1) Octanng y103a (JieHs 5)
THIHHIH Cepenne CV% Cepeane CV%
[apaMerp 3HAYCHHA 3HAYCHHA

Cuax (MET/ M) 42.6 12.0 425 18.9

Toux (rom 1.7 54.3 i %) 70.1

AUCo.24 255 13.8 291 16.0

(MKr/MI1.TOT)

T (roy) 1.0 9.2 1.3 20.9

Cl (M ro) 3668 479 3310 26.2

% 0.44 255 0.47 234

BIAHOBICHIS

y ceui

Vb (1) 54.0 17.4

Koedimienr 115 12.0
‘iicmmqemm

(AUC)

TIpnmiTka: KoedinieHT Hakomm4enHs — Ilie CHiBBIHOMECHNS TIOM i KPHBOKY
KOHICHTPaNiA-4ac JUIsl iHTepBany ojuiei gosn (AUC)) y PIBHOBAKHOMY CTaHi 70
AUC; i nepmoi 103u.

Brnane npuiiomy ixi:

IHopisniosanucs papmakokineTnuni mapamerpu B nepiuii AeHs npu
3aCTOCYBaHHI OAHOPA30BO1 1034 2 T (HaTIIE) Ta GaraTopazosux 103 2 1
(micss mpuitoMy i),

Cmax cTamoBuna 66,7 mxr/ma ta 42,6 Mkr/mi, BIAMOBIAHO, TIpH
3aCTOCYBAHHI HaTIE Ta micas mpuifomy bii, Takox Gyna Heeauka
PI3HHUS Y MIBHIKOCTI BCMOKTYBaHHs (auB. TaGmumi suie). Oanax
AUC npn 3acrocysanni HaTIIE Ta THC/Is npuioMy ki cranosmma 270
MKE/MILTOA (AUCo-nt) 1 255mr/mmrox (AUCo24) simmoBinso.
Pizumms y 6iomoctynaocTi 6yia MiHiManbsHOIO.

21. Pesynpratn Gesnexn

Y 1UBOMY IOCTIZKEHHI 32 yuacTio 340POBHX A0GPOBOIBLIB HE Oyno
BHUABJICHO JKOHHX BIAXHJICHD BiJ HOPMH, O BHKIHKAIOTH OCOBIHBE
3aHCTIOKOEHHS.

22. BHCHOBOK (3aK/IH0OUCHHS)

8  3HOpPOBHX  HOJOBIKIB-ANOHLIB  NEPOPATBHO OTPHMYBAJIH
OAHOpa30Bi a03u BiraGatpuny 1 r,2rtadr (nopomwox) Ta BEBUATACH
(bapmakokineTnka. Birabarpusny. Takosx AOCAiKyBaIACH
(papmaxoxineruka Birabarpuny vy PIBHOBAXHOMY CTaHi Tipw
3aCTOCYBaHHI 6araTopasoBux 103 2 T ONMH pa3 Ha 100y (mopoinok)

IPOTATOM 5 IHIB.




000091

[Ipy mepopameHOMY 3aCTOCYBaHHI  OAHOPa30BOI A03M  Thmax
siraGarpuny cranosus npudmmsuo 1 roa (Bix 0,75 no 1,2 rox), a
cepeaniit T2 — npubnnsto 7 roa (8ix 5,3 a0 7,6 roxn). Cnoctepiranocs
npulan3HO nmponopuiitHe 7031 36inpmerHs Crnax Ta AUC.

[lpuy  mepopansHOMY  3acTOCyBaHHI  OararopasoBHx 103
nopiBHIOBATHCSH Cmax T2 AUCo.24 B aenp | Ta menp 5 1 maibke ne
CTIOCTEPIraiocs HAKOMMYCHHS MICIHs 3acToCyBaHHS OaraTtopasoBux
n03. BenuuwHi HHPKOBOTO KIIPEHCY Ta MEpiofy HAMiBBMBCACHHS
Oynu monibHuUME B IeHb | Ta aeHs 5.

[MopiBusHHA ¢dapMakoKiHETHKH B A€Hb | micas 3acTOCYBaHHA
0aHOpa30B0i 034 2 r (HATLIC) TA 3aCTOCYBAHHS 0araTopas’oBHX 103
2 r (umicns npuitomMy DKi) NpoaeMOHCTPYBano, MmO X04a Cmax AcmIo
3HIDKYBaJIacs Ticss mpuifomy ki, mMaibke He Oyno pisaum B AUC,
TAKAM YHHOM BiraGaTtpuH AeMOHCTPYE moaibHy GapMakoKiHETHKY
OO0 3aCTOCYBAHHA BIHOCHO NMPHifoMy TiKi.

Y 3poposux JOPOCITHX AMOHIIB-YOJIOBIKIB HE CIOCTEpIranocs
Hencpcﬂocumocn a1ra6arpnuy [P 3aCTOCYBAHHI OZHOPA30BHX 103
0,5-4.0 r pa”Garazop gsaaux 103 2,0 r oguH pa3 Ha 700y TIPOTATOM 5

THIB. Vw—“\ )\

5 ‘CAP{O{;{_ %&'

3assuuk (Bracuk ] \ gy _au._ kit 4 © /
peecTpariitnoro Ras™N .

‘ U 7
TOCBIXYEHH) N LB




000092

Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

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.

6. Clinical trial phase

|| Phase I1I

7. Period of the clinical trial

From 31 January 2013 to 30 November 2016.

8. Countries where the clinical trial
was conducted

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, 500 mg, granules for oral solution in sachets.

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.
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- Changes in frequency of spasms

- Disappearance of spasms

- Complete disappearance of infantile spasms and hypsarrhythmia

- Brainwave findings

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

16. Efficacy evaluation criteria

Number of subjects with abnormalities in laboratory tests,
ophthalmologic examinations, vital signs, 12-lead ECG and magnetic
resonance imaging (MRI) examinations, and number of subjects with
adverse events (AEs) and serious adverse events (SAEs).

17. Safety evaluation criteria

Descriptive statistics were used.

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).

Secondary end points include efficacy measures: percentage of
subjects with reduction of at least 50% from baseline in frequency of
spasms, percentage of subjects with disappearance of spasms,
18. Statistical methods 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.
efc.)

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 baseline 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)
at Week 32 and 37.5 % (95 % CI: 8.5 to 75.5) at Week 56.
20. Efficacy results 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 comprchensive evaluation of efficacy of vigabatrin as
"effective or ineffective" by the Principal investigator or sub-
investigators including the guardians’ opinion, the drug was effective
in 90 % of subjects at Week 32, and in 100 % at Week 56.
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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. 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 epilepticus was reported
in 2/17 (11.76%), in 1 case occurrences was considered related to
21. Safety results 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. Abnormal laboratory tests were reported in 2/17
(11.76%) subjects. Retinogram abnormal were reported in 2/17
(11.76%) subjects.

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

The diug, ive for treatment of infantile spasms.

Applicant (Marketing
Authorization Holder)
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3BiT Npo KainiyHe BUNPOOyBaAHHSA

1. Hassa nikapeskoro 3acoby (3a
HABHOCTI - HOMEP peecTpaliifHoro
TTOCBIAMEHHS)

CABPWJI®, rpanymu ana opansHOro posunny no 500 mr

2. 3asBHHK

TOB «Canogi-Asentic Ykpaina», Ykpaina

3. BupoOuuxk

ITATEOH ®PAHIITA

4. Tlposeneni 10OCHIKEHHS

1 TaK C ni SKINO Hi, 0OrpyHTYBaTH

1) Tun mikapcekoro 3aco0y, 3a AKUM

Jlikapcskuii 3aci6 3a MOBHMM 1M0ChE (ABTOHOMHE JOCHE), IHIIMH

Bunpo0yBaHHI, KOAOBAaHHH HOMEpP
KTIHIYHOTO BHIPOOYBaHHA

npoBoamnacst  aGo  maamyerbes| . s e -
. miKapceKuii 3aci0, HOBA IiX0Ya PEYOBUHA.
peecTpanis
5. Iloewa wazea  xminiunoro| Josrorpuane mocmimxenns M071754 — Bigkpute Z0CILIKCHHS 32

YYACTIO TMAIIEHTIB 3 IHQAHTHABHAMY CIIa3MaMiL.
[poroxon Ne LTS12745.

6. daza kniHiYHOrO BUNPOOYBaHHA

daza 111

7. Ilepiox mpoBCACHHS KIIHIYHOIO
BUNPOOYBAHHSI

331 ciuns 2013 p. no 30 nucronana 2016 p.

8. Kpaiuu, e mpoBoauaocs KiiHIYHE
BUITPOOYBaHHS

HAnonis (6 ueHTpin)

9. KinpkicTs nocaipKyBaHHK

3annanoBano: 17 mauwieHTiB,
daxruuno: 17 mamieHTIB.

10. Mera Ta BTOpHHHI UM

KJTIHIYHOrO BUIPOOYBAHHSA

Ouninnte Gesnexy BirabaTpuHy NpH AOBrOTPUBAIOMY 3aCTOCYBAHHI
namieHTaM 3 IHQAHTHWIBHAMH CTa3MaMH, a TaKOK OLIHHTH
e(peKTHBHICTB JIIKYBAHHS.

1L, Hu3saitn KJIHIYHOTO

BHITPOOYBAHHS

BaraToLeHTpOBE BIAKPHTE HEKOHTPOIBOBAHC JTOCIILKCHHI.

JocaiukeHns cxiajanocs 3 5 mepiofis: Nepiof CKPHHIHTY, Tepiox
KOPUTYBAaHHA JO03H, Tepiog MiATpUMYBATBHOI Tepamii, mepion
3HIDKCHHS JO3H Ta NEPiOJ CIIOCTCPEIKCHHSL.

12. OcHOBHI KpHTEpil BKIIOMCHHSA

TlamienT 3 glarHO30M IH(QAHTHIBHHEX CIA3MIB.

13.  [JocnmimxysaHuii  JKapchKHi
3aci, crocib 3acTocyBaHHA, CHIA Jii

Hassa: BirabaTpuH, rpaHyIn s OpaasHOro posunHy no 500 mr.

llnsx BBeACHHS: MEPOPATBLHO.

Pexxum  no3yBaHHA:  BirabaTpmH  OpH3HAYaBCs  JO30K0  BIF
50 mr/xr/noGy mo 150 mr/kr/moby (makcumansHa noza 3 r/aoby)
NPOTATOM NEPIOAY KOPHryBaHH A03H (3 nHI-8 THKHIB) 3 HACTYNHHM
NCPiOAOM MiATpHMYBATBbHOI Tepanii. Y pasi BIACYTHOCTI MONIMIIEHHS
cyaom a0o MOTIpIICHHS CYJOMHHX CHMIITOMIB, HC3BAKAOUH HA 103y
150 mr/kr/noby a0 MakcuManbHOL 103u 3 r/xo0y, mHaui€eHTIB
MEPEBOAILTH 40 3HIKEHHA T03H (3 THXHI).

14. Tlpemapar nopiBHSAHHSA, 034,
crnioci6 3acTocyBaHHs, cHIa il

He sacrocosHe

15. CynyrHs Tepanis

JaHi BiacyTHI

16. Kpurepii ouinky e)eKTHBHOCTI

- 3MiHa YacTOTH HamaiB,

- JHUKHCHHA HAMAIB.

- IToBHe 3HMKHCHHS IHQAHTHIBHUX CHA3MiB 1 rincapuTMii.
- Pesyneratu enextpoenuedanorpadii.
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- KommiexcHa ouinka e(eKTHBHOCTI JAOCTITHHKAMH, BKITIOYAI0YH
OYMKY OTIKYHIB.

17. Kputepii ouinku de3nexu

KinbkicTe nauienTis 13 BIIXHICHHAMY B PE3yIbTaTax JabopaTopHUX
nocaukers, ofransmonorianux gocmimkens, EKD y 12 BiaseacHHsx
Ta MarHiTHo-pesomancHoi Tomorpadii (MPT), simxunemHaMH
NOKA3HHKIB KHTTEBO BAKIMBHUX (PYHKUIH, a TaKOXK KUIBKICTB
nauieHTiB 13 mobiunumu ssumamu (I151) Ta cepitosanME moOIMHEMH
ssrmamu (CIT).

18. CratucTruni Meroam

BukopucToBYBaNack ONMCOBA CTATHCTHKA.

[MepBHHANME KIHLIEBUMH TOYKaMH Oy OLIHKH 0e3MeKn: KUIbKICTD
NALIEHTIB 3 BIAXMICHHAMM Y PE3y/IbTaTax OOCTEKCHHS Ta KUIBKICTH
nauiedTiB i3 moGiunmmu seumwamu (T15) Ta cepitosaumu mOOIYHEMH
ssuimamu (CIT5).

BropuHHI KIHICBI TOYKH BKIIOYAIOTh MOKA3HUKM CCKTHUBHOCTI:
BIJICOTOK MAaui€HTIB 31 3HIDKEHHAM YaCTOTH HANaAlB MOHAMMEHIIE HA
50 % Big BHXiZHOTO pIBHA, BIACOTOK TAIIEHTIB 31 3HWKHEHHAM
HAnajiB, BIACOTOK MAILIEHTIB 3 MOBHUM 3HUKHCHHSM IH()AHTHIBHHX
crasMiB (CYIOMH 3HHKIH, 4 HA elekTpoeHucdarorpamMi He BHABICHO
O3HAK TINCAPUTMIT), BIJACOTOK MALIEHTIB i3 HOPMAJBHOK OLIHKOIO
cliekTpocHUedaTorpaMs  LEHTPAILHOK 1a00paTopieio, BIICOTOK
NAmIEHTIB 33 KOMIUICKCHOIO OLIHKOI e(EKTHBHOCTI TOJOBHHM
IOCTIXHAKOM 200 CHiBAOCHIAHUKAME, BKIFOUAXOYH AYMKY OIIKYHIB.

¥Yci KiHIEBl TOYKH OUIHIOBATH Ha 32-My Ta 56-MY THXKHI BIJ TOYATKY
TEPIOAY MATPUMYBAIBHOT TEparii.

19.  Hemorpadiuni  MOKA3HUKH
nocmimxyBanoi  momyssiii  (CTaTs,
BIK, paca, TOILO)

Cepeaniii (CTaHAAPTHE BIOXMICHHS) BIK BKIHOYEHUX Y JOCTLIKEHHS
nauienTis cranosus 31,1 + 18,4 micaus. Byno samyueno 9 nauientis
*IHOUOI cTaTi Ta 8 MawieHTIB 90I0BIUOT CTaTI.

20. Pesynpratn edexrusnocti

Hani 14 mnaoienrtis Oyno mnpoaHanizoBaHO Yy  Xoml
e(heKTHBHOCTI.

Y 90% (95% poeipunit imrepsan [AI]: 55,5-99,7) nauienTtis
JocarHyto moHaiiMeHme 50 % 3HHXKEHHS 4YacTOTH 1H(AHTHILHHX
Cra3MiB MOPIBHAHO 3 BHXIZHHM piBHeM Ha 32 TmkHi, 1 y 100 % — Ha
56 TwKHI.

BiacoTok nauieHTiB 31 3HUKHCHHAM HANAAIB HA JATY OLIHKH YaCTOTH
Hananis cranosus 60 % (95 % Al 26,2-87,8) na 32 tuxsi 1 37,5 %
(95 % OI: 8,5-75,5) Ha 56 TuxHi.

VY 40 % nauienTiB HamagH 3HUKIM 1 Ha eackrpocHuedaorpami He
BUSABJICHO O3HAK TimcapuT™ii Ha 32 TiokHi, a2y 37,5 % — na 56 TiokHi.

3rifHO 3 KOMIUICKCHOK) OLIHKOK C()CKTHBHOCTI BirabaTpHHy
TOJIOBHUM JOCTIAHUKOM a00 CHIBAOCTITHHKAMH, BKIIOYAIOUH TYMKY
omikyHiB, K «edexTHBHOTO a60 HeedexTHBHOro», mperapar Oys
epexTuBauM y 90 % mawientis Ha 32 Tokni 1 y 100 % nauwienris Ha 56
THIKHI.

aHam3zy

21, Pesynbrati Oesnexu

VYei pani mono 1A Gynu 316paHi, MOYMHAIOYH 3 JATH TiAMHCAHHS
topmu iHdbOpMOBaHOI 3rogM OO AaTH OCTAHHBOrO BI3UTY (IO
184 TusxnHiB) HesamexHo B cepiosnocti IS abGo 38'a3ky 3
JIKYBAHHAM JOCIHLDKYBAHHM JIIKAPCBKHM 3acoboM. Axamis Oys

npoBeieHuUit y Bubipmi as anamizy 6esnexn.
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Cepitosni moGiuni sBuma Oynu 3apeectpoBasi y 6/17 (35,29 %)
naoienTiB, [lix wac JOCHiMKEHHSA JIETATBHUX BHOAAKIB He
japeectpopano. Eninentuunuii cratyc 0yB 3apeectpoBanuii y 2/17
(11,76 %) mauientis, 8 1 BUmagky HOTO BMHHKHEHHS BBa’KaIOCH
noB'si3aHuM 3 mikyBanHaM. Y 1/17 (5,88 %) nauienTis po3BuHYnach
eHuedanomarist, mo Oyao nos'a3axo 3 mikysanssM. Cepen inmux CILA
6ynu nuxomaHKa, 3HEBOAHEHH#A, OpoHXiT, GpoHXionit, nHeBMOHIA. Y i
sBUILA He OynaH MOB'A3aHI 3 IIKYBAaHHAM.

BinxnieHHs v pe3yabTaTax MarHiTHO-PE30HAHCHOI ToMorpadii Oy
ussneniy 1/17 (5,88 %) nauienris. ¥ 2/17 (11,76 %) nauienTis 6y
3apeEcTPOBaH] BIAXHICHHS BIJ HOPMH y pe3ynsTarax nadopaTopHHX
JOCHiKeHb. BIAXWIEHHS Bl HOPDMH Y PE3yABTATAX PETHHOTPAMH
Oynu 3apeectposani y 2/17 (11,76 %) nauieHTis.

PesyapraTi JaHOrO JOCTIKCHHS CBIAYATh, IO BirabaTpHH 3araaoM
22. BUCHOBOK (3aKII09cHHS) n00pe NepeHOCUTHCS HEMOBJIITAMH Ta AITBMH.
[penapar € e(l)cKI‘P[BHHM.,J&':Hﬂ%?’S‘Qt iHaHTHIBHHUX CTIa3MIB.

- 7g .

N .
~* N /7

3anBHUK (BIACHHK PEECTPALIITHOTO HOCBIAYCHHSL)
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Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

I ves 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 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 |N'ot 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 cohort,
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.

12. Main inclusion criteria

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

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

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 .

18, Consmbtsot ey : D';ffclrent medications depending on individual
indications.

16. Efficacy evaluation criteria

No formal efficacy assessments were planned or
completed.

17. Safety evaluation criteria

No safety assessments were planned or completed.

Imaging OQutcomes: 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
without other lesions present on some sequences), and (4)
“Presence of signal abnormalities consistent with
uncertain pathologic process on T2, FLAIR, and/or
DWI.” Morc 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 asscssment that had to agree

with 1 of the 2 primary reviewers.

18. Statistical methods

Descriptive statistics for the VGB-exposed and the VGB-
naive groups were summarized.

19. Demographic characteristic of

population (gender, age, race, etc.)

study

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).
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No formal efficacy asscssments were planned or

20. Efficacy results completed.

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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3BiT npo kainiune BUNpodyBannsa

1. Ha3sea mixapceskoro 3aco0y (3a HasisHOCTI -
HOMEDP PEECTPALIHHOTO MOCBI IIEHHT)

CABPUJI®, rpanyaun 11s 0paasHOro posduny, no 500
Mr

2. 3asABHUK

TOB «Canodi-Asentic Ykpaina», Ykpaina

|3. Bupobruk

ITATEOH ®PAHLIA

4. TIpoBeneH1 AOCTIIKCHHSL:

i TaK C wmi SIKINO Hi, OOIPYHTYBATH

1) Tun nikapepkoro 3aco0y, 3a SIKUM MPOBOAMIACS
a00 n1aHyeTHCs peecTpanis

Jlikapcpkuiit 3aci0 33 MOBHUM [0CKE (ABTOHOMHE
10¢he), IHIUH NiKapchKHii 3aci0, HOBA A0YA PEYOBUHA

5. IloBHa Ha3Ba KIIHIYHOTO BHUNPOOYBAHHS,
KOJOBaHUIT HOMEP KTIHIYHOrO BHNIIPOOYBaHHSI

bararouesTpose PCTPOCTICKTHBHE KOTOPTHE
NOPIBHANBHE EMiAEMIONIOTIHE MOCHIIKEHHS YACTOTH
BUHMKHEHHS 3a3[a7€rifb BH3HAYCHHX AHOMAIH mpH
MPT uepena y aiteil i3 cyZOMHUME PO3IaJaMH.

Howmep nporoxomy: OV-1019

6. Daza KNIHIYHOrO BUIIPOOYBAHHS

He zacrocoryerbes

|7. IMepioa mpoBeAcHHS KIIHIYHOTO BUNPOGyBaHHSL

JHc 3aCTOCOBYETHCS

8. Kpaisu, e KalHIuHE

BUNPOOYBAHHS

NpOBOAHIIOCA

CHIA, Kanana

9. KiapkicTh DOCTIKYBAHUX

3annanoBana: moHaiiMerme 150 yuacHukis
DaxTuuna: 205

10. Mera Ta
BUNPOOYBAHHS

BTOPHHHI LTI KJIIHIYHOrO

[lepsuHHEA Wink: TNOPIBHATH YACTOTY BHHHKHEHHS
3a30Q7€TiABR BW3HAYCHHX AHOMAIH TNpH MAarHiTHO-
pesoHaHcHil Tomorpadii uepena (MPT) mix rpynamu
AITeH, fKI OTPHMYBANH JIKYBAHHA Bif iH(aHTHIBHHX
cnasmis (IC) 13 3actocysaunsm Birabarpuny (BI'B) ta
6e3 zacrocysanns BI'B.

BropusHi mimi;

*» IlopiBusTH nOMWMpPEHICTE 3a34ANEriab BHU3HAYCHHX
agoManiit na MPT wuepenma mixk rpymamu mitei, sxi
orpumysann mikysauss Bifg IC i3 sacrocysannam BI'b ta
Ge3 3acrocysanns BI'B.

* KinbKICHO OUIHHTH TPAH3WUTOPHI MPOABH 3a3JaJETiAbL
BH3HAUeHUX aHomauniid MPT.

*» OuiHuTi HaKTOPH PH3HKY IS 3a3AAICTIAb BU3HAYCHUX
anomaniit Ha MPT dgepema misx rpymamu giteit, sxi
orpumysanu gikysanus Bix IC 13 3actocysaunsm BI'B ta
0e3 3acrocysanns BI'B.

* Orpumatn indopmauind npo uacosi mnapameTpu
3a3naierilh BM3HAYCHMX aHoManiii curhany MPT vy

nitci, AKi orpumysanu aikysanss sig IC.
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Lic Gymo GaraTtouCHTPOBE PCTPOCHECKTHBHE KOrOPTHE
nopisHsuibHe oOcepBauiiine gocnimkenns y aireii 3 IC,
AxHM BUKOHYBaIH MPT uepena. 36mpanu indopmaunino
npo pesynbrati Bcix MPT, BHUKOHAaHHX JiTaM 3
HapouKkeHHa 10 | poky, Akl 1o toro orpumysanu BI'B.
s tux mitelt, swi He orpumyBarm BI'B, 36Gupanu
indopmaitiro npo pesynsrati Beix MPT, BukoHaHHX 3
HAPOIKEHHS /10 4 POKIB.

11. u3aiin kninivsOro BHOpoOyBaHHs

Y  JOCHimMKEHHS BKJIOYAIW THX TMAll€HTIB, #KI
orpumyBamu sikysanua Big [IC, sgxuM Ha MOMEHT
12. OcHOBHI KpHTEpil BKIFOYEHHS MOCTAHOBKH JlarHo3y Oyno MeHme 24 MicaiiB i SKuM
nicng nocraHosku giarnosy IC Gyma mposemena MPT
uepena.

Y  mpOMy  peTpPOCHEKTHBHOMY  oOcepBauiiiHOMY
NOCII/UKEHH] MALIEHTH  OTPHMYBANH LM psj
13. Jocmigxysanuii mikapceekmit 3acib, cmoci6|mporneninentuannx npenaparis (IEIT) ana nixysanns
3aCTOCYBAHHS, CHIA Aii IC. OuinloBannm npenapatom Oy siraGarpus. LenTpu
NPOBCACHHS MOCIIDKCHHS peecTpyBanu 1H(POPMALiO
PO [03yBaHHI BirabaTpuHy (3a HAABHOCTI).

14. TIlpenapar nopiBHsHHA, no3a, cnoci6| He 3actocoByeTbest.
3aCTOCYBAaHHA, cuaa aii

Pisni npenapatn 3aneKHO BiA  IHAMBIAYAIBHHX

15. CynyThs Tepanis MOKA3aHb.

Hoanux ouiHOk c¢()eKTHBHOCTI HE MIAHYBANOCH 1 HE

16. Kpurepii ouinky eheKTHBHOCTI
MPOBOIHIIOCA.

Koauux ouiHOK Oe€3NEeKH HE IUIAHYBAIOCS 1 HE
TIPOBOAMIIOCH.

PesynpraTy Bidyamizanii: nepeuHHa ouinka MPT Gyna
nposeacHa 2 HC3AICKHHMH  HEHpopaaionoramu
3aMaCKOBAHUM THHOM. 3araipHa OLUHKA
inTepnperoBanux pesynaetaTie MPT Bxmouama 4
BapiaaTi: (1) «B Mexkax HOpMH mmt Biky», (2)
PEHTTCHOIOTIYHO BH3HAYEHI MATOIOTIMHI MPOLECH, Taki
ak  «rybeposnnit  ckacpoz (TC)», «epebpanbrnii
HNCTEHE3», «KABEPHO3HA aHrioMa» abo «inme», (3)
«HCBH3HAYCHHI» BapiaHT (3 IHIIAMH YPaKCHHAMH,
NPUCYTHIMHE Ha ASAKHMX TOCIIIOBHOCTAX, a0 0e3 Hux) i
(4) «sasBHICTG aHOMAaIIH CHTHATY, BIANOBIOZHHX
HEBH3HAYEHOMY martoaoritHomy npouecy Ha T2, FLAIR
ta/aGo DWI»n. Moxna Gyno subparu Ginbine omHOTO
BapiaHTY, 32 BHHATKOM «B MCKAX HOPMH LIS BIKY», SIKHIA
noBuHeH Oy Oyt oOpanuit Ge3 Oyap-skuX 1HIIMX
BapiaHTIB.

17. Kpurepii ouinku Gesnexu
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Cynepeunusi ouiHKM MCPBHHHHX PEHCH3CHTIB Oymu
POSTIAHYTI TPETIM HE3aJICKHUM Helpopaaionorom, axuii
NnoBHHEH OyB HAZATH OCTATOYHY OLIHKY, IO Maaa OyTH
y3rofkeHa 3 | i3 2 mepBHHHHX PELEH3EHTIB.

By y3arameHeHi omucoBi ctatuetHuni Aaui aas rpym,

18, Cramuerni Merone axi orpumysamn BB, i rpyn, sxi ve orpumysams BI'B.

BinbwicTe nauienTis Oyma wonosivoi crati (55,1%),
esponeoigamu (62,0%) 1 mapomumucs B crpok (>37
TikHiB;  74,1%). Opsaxkosumit  BigcoTtok  girteii
HAPOMIHCA BIJ HOPMAJIBHOI 1 yCKIaaHEeHo! BariTHOCTI
(47,8% 1 46,8% signosiano; 5,4% HeBinOMO).

Koauux oniHok ¢CKTHBHOCTI HE MIAHYBAIOCA 1 HE
TIPOBOIHIIOCH.

19. Jlemorpadiuni NMOKA3HHKH JAOCHIKYBAHOL
nomynsmii (cTaTe, BIK, paca, TOIIO)

20. PesynbTaru eexkruBHOCTI

Komnuux ouiHOK ©€3MEKM HE IMUIAHYBAIOCS 1 He
TPOBOAMIOCH.

PesyneraTy Bizyamizauii:

3acrocysanns BI'b nos'asane 31 36inpmennam qactotn
BHHWKHEHHA 3a37aJerigb BH3HAUCHUX anomaniit MPT y
memoeaar 3 IC. V oMy nocmimkeHHi nommpeHicTs
3a34a7eriap BH3HAYCHHX aHoMauiii MPT 21,5% (17/79,
95% J1 13,1, 32,2%) y Bcix naumieHTis, sKki OTpHMYBaIH
BI'B, Gyna nopiBHsiHHA 3 MOmEpeIHIMH OLIHKAMH HAa
pisai  10-20%. Yacrora BHHHKHEHHS 3a3JaNerigs
BuzHaveHux anomaniii MPT nopierrosana 36% (9/25,
95% M1 18,0, 57,5%) y Bcix nauienTis, ski OTPUMYBAIH
BI'B, nopiBHsIHo 3 5,9% (1/17, 95% A1 0,1, 28,7%) y
NALEHTIB, K1 He OTpUMYBAIH BI'B. byaa nlﬂ'chmeCHa
21. PeayneraTu Gesnexu 3ANEKHICT  edexTy Bim J03M: Yy mauiedTis, ki
otpumysamu BI'B y 1031 > 125 mr/kr/aens, nommpeHicTs
3azpaneriab BH3HaucHuX anomanii MPT 6yma 29.5%
(13/44), Tomi Ax y maui€eHTiB, sAKi OTPHMYBAJTH Mpenapar
y 1031 < 125 mr/kr/aeHs, nomupericTs ctanosuna 12,5%
(4/32). AmnanoriyHuM YHHOM, YV MAIEHTIB, SIKi
OTPHMYBAJIH Ipenapat y 0031 > 125 mr/kr/aess, yactora
BUHHKHCHHS 3a3Jalerifb BHU3HAYCHMX aHoMmaniii MPT
Oyna41,7% (5/12), Toai sk y namieHTiB, SKi OTPEMYyBaIH
npenapart y 1031 < 125 mMr/kr/neHs, 9acToTa BHHHKHEHHS
cranosuna 33,3% (4/12). Binbwicte amomaniii Gyau
o0opoTHHMH TIpH JikyBaHHI Ta Ge3 nixysanus BB, ¥V
IBOMY JOCHIKEHHI He Oyao BHABIEHO KOAHUX
KIiHIYHMX [posBiB  ab0  HAcAiAKIB  pe3ynbTaTis
Bizyasizaii.

[le mocnimkenns nogano HoBy indopmauino a0
22. BUCHOBOK (3aKJIIOYEHH) posyminas aHomaniit MPT npu IC. Hespakaroun Ha Te,
1[0 4aCTOTA BHHUKHCHHS aHOMAaJIil cTtaHoBUTE 5,9%. a
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nowupeHicTs - 4,1% y mauienTis, sxi He OTpuMyBamH
BI'B, nixysauus BI'B ssHO mos'ssame 3i 36iuibmicHHsM
4aCTOTH BUHUKHCHHA aHoManiii MPT. V nanientis, sxi
orpuMmyBanin BI'B, wacrora BuHHKHeHHs 3a3naierias
BH3HAYCHHX aHoMmamii Oyma 36,0%, a nommupenicts
aopismioBana 21,5%. € pgaumi, mo MiATREPLKYIOTH
3AICKHICTE BiJl TO3M: 9ACTOTA BUHUKHEHHS TIPH BHCOKMX
ao3ax BI'B cranosure 41,7% nopisasuo 3 33,3% npu
Ho3pkux  po3ax  BI'B. Bignosigni  moxasHukH
nowmnpeHocTl Jopisrosamu 29,5% npu BuCOKUX A03ax
BI'G i 12,5% npu susekux poszax BI'B.

[TokasHHKM MOMMPEHOCTI, WO chocTepiranucs B
UbOMY JOCTIMKeHH] Ha piBHI 21,5%, Oynu nopisHsHHI 3
noncpeaHiMH - nokasHukamu  10-20%. Jami  nsoro
AOCHIIKCHHST MIATBEPKYIOTh, al€ HE HOBOIATH
sanexHicTh epekTy Bix A03H. Y GinbocTi BUNAAKis y
UbOMY AOCTIKEHHI, @ TAKOXK B OMyOMIKOBaHMX 3BiTaX,
anomanii MPT, nos'ssani i3 3acrocysammsm BIB, €
oboporanmu miag uac abo micas 3acrocysanus BI'B. B
ony0TiKOBAHHX 3BITAX TA B bOMY AOCTITKEHHI HE Y10
BHABJACHO  JKOAHHX  JOBTOCTPOKOBHMX  KIIHIGHHX
Hacmiakie. [lopouni nami me cBiguate npo Gyas-ski
gipriEmi.OposBEn anomaniit MPT.

3asgBHUK (BIACHHK
peecTpaniitnoro
[IOCBI U CHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant

| Sanofi-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

| PATHEON FRANCE

4. Trials conducted:

1 yes 0 woe 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 [

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 prematurcly 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 (QTecl) 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.

I11. Design of the clinical trial

Double-blind, double-dummy, randomized, positive- and placebo-
controlled, crossover study

Subjects received single doses of therapeutic and supratherapeutic
doses of vigabatrin (3.0 g and 6.0 g, respectively), moxifloxacin 400
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mg (positive control), and placebo on Days 1, 4, 7, and 10 in one of 4
treatment sequences.

Treatment A: 3.0 g vigabatrin solution + | 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 mvestigational 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
Sponsor. All previous medications within 28 days before Check-in and
all concomitant medications were recorded in the ¢cCRF.
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Acctaminophen (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 O to the time of last quantifiable concentration (lqc)
(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 QTel
(QT/RR™), 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
QTCcF between active treatment and placebo (baseline-adjusted) during
the treatment period. Secondary analyses included time-matched mean
differences in QTcB and QTcl between active treatment and placebo
(bascline-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
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,
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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
repcated 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%
CD). 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% Cls.

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% Cls on the difference between
moxifloxacin and placebo were calculated at all ECG time points
between | and 4 hours after dosing. To explore plasma concentrations
versus QT (QTc) interval, a linear mixed effects model was employed
with the time-matched placebo-subtracted differences in bascline-
subtracted QTc intervals as the independent variable and the
corresponding vigabatrin concentration as the dependent variable.
Mean and 1-sided upper 95% Cls 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 [-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/QTc Interval Prolongation, October 2005.

Results of the secondary endpoint analyses showed that all 1-sided
upper 95% CIs were less than 10 milliseconds for both QTcB and
QTcl. One subject was observed to have a QTcl measurement greater
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.
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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 QTe 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
bascline-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 =57 N =57
AUCO-Ige (ugeh/mL) 419 (15) 854 (16)
AUCO-inf (pgeh/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)

& Median (Range)

%CV = percent coefficient of variation
Note: Pharmacokinetic parameters were calculated from actual sampling times.

After a single oral 400 mg dose of moxifloxacin, the mean AUC and
Cmax reported were similar to that reported in the literature.

Arithmetic Mean (%CV) of Plasma Pharmacokinetic Parameters of

Moxifloxacin
Pharmacokinetic Parameter Treatment
(unit) 6.0 g Vigabatrin
N =357
AUCO0-1ge (ng*h/mL) 30.4 (20)
AUCO-inf (ugsh/mL) 32.4 (20)
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[ Tmax (h)® 2.10 (0.6-4.1)
%CV = percent coefficient of variation
Note: Pharmacokinetic parameters were calculated from actual sampling times.
* Median (Range)

[ Crmax (ng/mL) e 2.29 (26) #

21. Safety results

Overall, 44 subjects (73.3%) reported a total of 85 AEs. 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. After 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/QTe intervals. The 1-sided upper 95% Cls for the
basclinc-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.

» 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
bascline-adjusted placebo-subtracted QTc intervals that were greater
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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)

laeHTrdIxaLiAHuA
xon 33848823
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3BiT npo kainiune BUNpPOOYBanHS

1. Hassa nikapcekoro 3acofy (3a

HAABHOCTI - HOMEP peecTpauiiHoro CABPUJI®, rpanyau a7is opansHOro posquay, mo 500 mr
[IOCBIAMCHHS)
LZ. 3asBHHK TOB «Canodi-Asenric Vikpaina», Ykpaina
3. Bupo6unx ITATEOH ®PAHLILS
4. IlposeneHi gociuKeHHS: : | TaK C  wi KO Hi, OBIPYHTYBATH

1) Tun nikapeskoro 3acofy, 3a sikum
npoBogmaacs a0 TUIAHYETBCA
pcecTparis

Jlikapcpkuit 3aci® 3a nmOBHMM J0Che (ABTOHOMHC AOCHE), iHLIMIL
mikapeskuii 3aci6, HoBa Aiya pewoBHHA

[MoasiiiHo-crmime, 3 noasiitHO  iMiTauiero, pPaHAOMIZOBaHE,
5. ITlosma Hasea  KiiHIYHOTO|MOpiBHANBHE, 3 IALEGO- TA MOHTHBHUM KOHTPOJIEM, NEPEXpPECHE
BUNPOOYBAHHS, KOAOBAHHMII HOMEp|IOCTIWKEHHS 3 METOKX OLIHKM BraHBy BiraGarpuny Ha CEpLEBY
KTIHIYHOTO BHIIPOGYBaHHS PEMOISPH3ALIIO THCA TEPANEBTHYHHX TA CyNpPaTepaneBTHYHNX 103 Y
310poeux nobposomsuis (mporokoa OV-1033).

6. Dasa kniniuydoro BunpoOysanns || dazal

7. Ilepion nposexennsa xminivHoro| 3 09 xsitHa 2008 poky (BKIOYEHHS nepmoro cyt’ exra)
BHNPOOYBaHHS Io 01 rpasas 2008 poky (ocTasHii Bi3HT naiienTa)

8. Kpaiuu, e nposoannocs kininiuge| CILIA
BHNIPOOYBaHHS

3annanosana: 60 cy6’exTiB

Daxrrana: 58 cy6’exTin

2 cyb’exTn nepenyacHo BUOYSM 3 JOCHIIKCHHS MMiCIs 3aBEPIICHHS!
nepiozis 1-3 10CaiLKeHHS, a71¢ He 3aBEPIIMIH Nepio 4 KocIiaKeH s,

Iepsunna wias:

* Ouinutn BrIUIMEB BiraOatpuny Ha imtepean QT, kopurosaxmii 3a
opmynoro ®pixepixa (QTcF) nicas onHOpasoBux nepopanbHUX 103
¥ 3A0POBHX JOPOCIUX CY0 €KTIB.

Bropunni mini:

10. Mera Ta wBropumni wimi| * Ouisnrn Brims siraGatpumy ma inrepsan QT, KOPHTOBAHMIA 3a
KTIHIYHOTO BHIIPOGYBaHHsA (opmynoo Bazerra (QTc¢B) ta imtepsan QT, wopurosanmii 3a
iausiayamsHow dopmynoro (QTcl) y 3zoposux nopocnux cy6’ exris.

* OuinuTy BrMB 1031 BiraGaTpHHY Ta ekcmosuuii BiraGaTpuHy B
n71a3mi KpoBi Ha cepueBy penomspusauiio (intepsat QT).

» Oxapaktepusysarn (apmakokineTuunuit npodimzs Ta Oearcky
BirabaTpHHy Y 3X0POBHX IOPOCIHX CY0 €KTIB.

9. KirbkicTs A0CTiIKYBaHHX

Hoasiiino-caine, 3 noasiiHOW0 iMiTamiero, panaomisosase, 3 niaueto-
11. Huzaiin KIHIMHOTO|| T4 MO3UTHBHIM KOHTPOJICM, MICPEXPECHE AO0CII IKCHHS

BHIIPOOYBAHHSA Cy6’extn OTPHMYBAIIH O/JIHOPa30B1 TEPaneBTHIHI Ta
cynparcpaneBTH4Hi A03u Birabatpuny (3,0 r Ta 6,0 r BianosizHO),
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mokcuduokcauud 400 Mr (MO3HTHBHMI KOHTpO/b) Ta miauebo B gui
1,4, 7 ra 10 B oxmiit 3 4 nocnigosrOCTEH TiKyBaHHS.

Jlikysanust A: posuun sirabarpumy 3,0 r + 1 TaGrerka nnauc6o
MOKCH(IOKCAHY

Jlixysannss B: posums siraGatpumy 6,0 r + 1 Tabrerxa manebo
MOKCH(DIOKCALHHY

Jlixysauns C: taGnerka mokcuduokcammuy 400 Mmr  (momimena y
Karcysy) + po3uuH mwraneGo Birabatpuny

Jlikysauns D: Tabaerka miane6o MOKCH()IOKCAUHHY + pO34YHH
niauebo pirabaTpuny

L. Bik 18-45 pokiB; 310posi cy6’ ekTH 101081401 T2 KiHOHOI CTATI.

2. 3 macoro tiza 50 kr a6o 6inbme Ta 3 IMT Big 18 z0 30 kr/m’.

3. Ocobu, y skuX CTaH 370pOB’S BH3HAYCHHIT SIK XOpOILHKA 3a
pesynapTaTtaMM JAaHMX 3 MEAMYHOI KapTKM, (i3MKalibHOrO Oraszy,
OCHOBHMMH  MOKA3HHKAMH  OKMTTEAIAABHOCTI Ta  KIIHIYHOrO
obcTexkeHHsL,

4. Hassna EKI' y 12 sizsemenmsix, mo Bigmosizae HACTYTIHUM
12. OcHoBHI kpuTEpii BKIIOYEHHS  ||KpHTepisM:

- Hopmansnuii cuaycosuii puts.

- Bes kIiHITHO 3HAYYIMX MOPYILEHS TPOBIAHOCTI.

- Intepan PR: 120-230 mc.

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

- Iarepean QRS: 110 mc abo menme.

- QTc : yonosiku — Menme 450 mc, sxiHku — merme 470 yMc.

Birabarpun: nopomok 3,0 r (6 makeris mo 500 mr) a6o 6,0 T (12
13, Jlocnimkysauuii mixapeskuiil|nakeris mo 500 mr).

3aci6, croci6 sactocysanns, cuna aii|| ITepopansie sactocysanms.

[Topourox sirabarpuny posaunsscs y 250 M BogHOro pO3UNHY.

1) Mokcudnokcauun: nomimieni y kancyny tabuerkn no 400 mr;
TIEPOpaAILHE 3ACTOCYBAHHA.
14. Tlpemapar mnopiBusuus, a03a,| 2) I[lnaue6o s Birabarpuny: 250 M posumHy; nepopambHe
cnoci® 3acTocyBaHHs, cuaa aii 3aCTOCYBAHHSL.

3) Inauebo ana MokcH(pIOKCALMHAY: TOMiIIEHa y Karcyny Tabnerka;
HEPOPAIbHE 3aCTOCYBAHHS.

ITepopanbhe 3acTOCyBaHHS OyAb-AKHX PEUENTYPHHX TIpenaparis
(BRTIOHArOYH OpasbHI KOHTPALENTHBU LTS SKIHOK PENPOIYKTHBHOIO
Biky) abo Oe3peuentypHux npenmaparis (BKIIYAKUYM BiTAMIHH Ta
Xapuosi  nobaBkw/mpenapatd  HeTpaAMUiiiHOI  MeaMuMHE) He
ao3sonanuck 3a 14 auie (28 auiB Wit pocannHuuX mpenaparis) aGo 5
NCPIOAiB HAMIBBUBCACHHSA, 3QIEKHO BiI TOrO, WO IOBHIC, 10
BKJIFOYCHHS [0 JOCHIKEHHA (AeHb -2) Ta MiA wac AOCITiDKEHHS,
Biarouenns cyG’exris, siki npuitvamn siki-meByas npemapat,
BiTaMiEM Ta/afo xapuoBi n0basknm B 14-pemmmit mepiox mepex
BKJTFOYCHHAM A0 NOCTIIXKEHHS, Oy/10 32 PIIEHHAM DOCTIAHAKA TTiC/Is

15. CynytHsa Tepanisa
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KOHCyabTawii 3i cmoHcopoM. VYci  nomepenHso 3aCTOCOBYBAHI
Npenaparx ynpojaossk 28 AHIB mepe BRIFOUEHHAM 10 AOCTIHKCHHS Ta
BCI CyNMyTHI Tipenapary (GikcyBanucs B eICKTPOHHiil IHAUBIAyaIbHIi
peecrpauiiiniii kaprui.

Aneraminoden (nmapaneramon) JO3BOJABCA, SIKINO II€ BBAYKAIOCH 32
HCOOXIHC 32 PIICHHAM JOC/TITHHKA ITC/Is CXBATCHHS CIIOHCOPOM.

16. Kpurepii ominku epekrusnocti

PapMakokiHeTHKA:

Hacrynui ¢apmaxokigeTnisi napameTps miasMm KpoBi NOBHHHI
Oymnu GyTu pozpaxosani Ha OCHOBI JaHKX PO KOHUEHTPAUII B Ma3mi
KPOBi 32 JONOMOrOK HCKOMNAPTMEHTHHMX METOMIB: MJIOWA I
KpuBoro koHucHTpauis-uac (AUC) sig wacy 0 1o wacy ocraHasoi
BUMIipIOBaHOI KoHueHTpauii (lqc) (AUCo.qc); AUC Bix wacy 0,
CKCTpanoaboBaHa HA HecKindeHHICTs (AUCo.inf); AUC Bix wacy 0 go
24 rogun micas nozysanss (AUCo-24); criocTeperkyBaHa MaKCHMATBHA
KoHUeHTpauis y mmasmi kpoBi (Cmax); cHOCTEpe:kyBaHHii wac
mocsirHeHHS.  Cuax  (Tmax); wac 3atpumku  BoMoktysamms  (tlag);
KOHCTAHTA IIBHAKOCTI BHMBEAEHHS y TepMiHambHiil ¢asi (ze Gymo
MosBHEM) (Az); nepion HamiBBHBEACHHA Y TepMiHanbHiil dasi (t12);
sunumuii 3aranphuit kaipene (CL/F); Bugumuii 06’em posnoainy
(Vd/F); Ta cepenniii gac yrpuMants npemapaty (MRT).

Dapmakoannamika (undposa EKD):

Inrepsann RR, QRS, PR 1a QT; uwactora cepuesoro pUTMY Ta
HasBHiCTE 3yOuis U Bu3Hawammcs 3a  gaHuMu uudposoro
XO/ITEPIBCLKOrO MoHiTopyBanHst. Takox Oymm oTpumani imTepsann
QT, xopurosani 3a HacTymaumu gopmymamu: QTcF (QT/[RR]0,333);
QTcB (QT/[RR]0.5); Ta QTel (QT/RRY), ne bi 6yB moxasuuxom
cnerudiaHoi Ast Cy6’ ekTa KOpeKmii, OTpuMaHuM muIsXoM perpecii log
QT nporu log RR (oaMHMLI — CexyHIM) y KOKHOTO cy0’exTa mo
excnosnuii gocaimkysanum mpenapatom (to6to, imtepeany QT Ha
NOYaTKOBOMY piBHI),

17. Kpurepii ouiuku 6eznexn

OuintoBanus Gesnexn BRIOYATO m06ivHI  sBHmIA, pe3ynbTaTH
KTHYHMX ~ naboparopuux  TectiB  (3aranbHuil  aHAis KpOBi,
Oioximiunmii amami3 KpoBi Ta aHami3 cewi), OCHOBHI MOKA3HMKM
KHTTEAIATBHOCTI, PE3yNbTaTH  (i3UKATBHOTO OOCTEKEHHS Ta
pesyneratu crauaaptHoi EKT y 12 siasenennsx.

18. Cratuctuyani MeToamn

DapmakokiHeTka:

3Beneni craructyni faHi Gy;10 3rEHEpPOBAHO AN AAHWX npo
KOHUCHTPAUII B MIa3Mi KpoBi Ta (hapMaKOKIHETHYHHX MOKA3HUKIB
BIrabaTpuHy Ta MOKCH(IIOKCAUHHY.

Hani EKT";

IlepBuHHOI0 KiHLCBOWO TOukOKW Oyna HaitGinblua Y3ro/DKCHa 3a
HaCOM BIAMIHHICTS y inTeppanax QTcF mix akTusnmM fikyBasmHsM Ta
naanedo (3 KOPHIyBaHHAM 32 MOYATKOBHM DIBHEM) Mix wac mepioxy
AikyBauHsA. Bropunni ananisu Bemouanu yaromkeHi 3a yacom cepeaHi
BiaminHOCTI B iHTepBanax QTeB ta QTcl mixk akTusHEM JIKYBaAHHAM
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Ta n1aue®o (3 KOPHIYBAHHSM 3@ MOYATKOBHM piBHEM), AHATIZM
BiAXmIcHs B iHTepBanax QTcF, QTcB ta QTcl, B iHTepsani PR, y
TpuBamocTi inTepsany QRS Ta wacrotu cepuesoro puTMy, HasBHOCTI
MATONOriTHEX KoMmrekcis 3y6uis T-U ta ananiz ayrausocri.
[Tepeunnoro rinoresoro 6y1a: Ho: AA_QTcF > 10 mc mportu Ha: sci
AA_QTcF<10 wmc. [law nepepipku mepeumHoi  rinmoresu
BHKODHCTOBYBAJIACH JIHIAHA MOAETb 3MIlIAHAX eEKTiB MOBTOPHUX
BUMipIOBanb. [lepBHHHY KiHIEBY TOUKY aHANI3YBAIM 33 AOMOMOIOK
CTAHAAPTHOTO AHCHCPCIHHOTO aHANI3y AIA MEPEXPECHOTO JH3AIHY,
WO BKJIHOYAB eEKTH MOCTINOBHOCTI AiKyBaHHS, NOCHIIKYBAHOIO
npenapary, nepiogy AOCTITKCHHS, 9acy Ta 4Yacy 3a B3AEMOIEI0
miKyBaHHs sk hikcoBaHi edekTH Ta Cy6 €XTIB Y paMKaX MOCTIZOBHOCTI
JIKYBAHHA K BUIAZKOBHN eext. [ MOBTOPHHX BUMIPIOBaHb Oyi10
NPUHAHATO KOBApIaLiiiHy CTPYKTYPY 31 CKIAIHOIO camerpiew. Kpim
TOTO, [/Isi AHAMI3Y MEPBUHHOT KiHIEBOI TOYKH AT KOKHOI OKPEMOi
9acoBol TOYKM Oysid BHKOPMCTAHA 3MimaHa moaeds. Jlaa KOKHOT
1acoBol TOUKH OylIa NPEACTABICHA CEPEIHSN KOPHIOBAHA Pi3HHMLL
nepe] JO3YBAHHAM MDK KOXHOKI 103010 Birabatpuny Ta mianc6o,
omiHeHa 3a Moaenmo 3 kopurysamssM AA QTc, pasom i3
asocroponriM 90 % goipuum imrepsazom (JII) mas Ppi3HMLI
(BEPXHBOIO MEKCI0 HBOrO iHTEpBATy OYB OXHOCTOPOHHIi BEPXHiit
95 % JI). Hyneoea rinoTesa Bigxuiasaace, SKImO Bei ONHOCTOPOHHI
Bepxui 95 %Il ams xoxroi osm Birabarpuny Gymu menme 10 mc.
Byan Taxox pospaxosami HexopuroBami BigmiHHOCTI B cepeanix
3HAYCHHSX 13 BUPAXYBAHHMHM BHXIJHUMH BETHIHHAMMH, MK KOJKHOKO
703010 BirabaTpuHy Ta nianedo, a Takox ix onHocropouHi 95% JIL
AHANI3 BTOPHHHHX KIHIEBHUX TOYOK MPOBOAMBCA 3 BHKOPHCTAHHSM
THX CAMHX MCTOJIB CTATHCTUYHOTO AHATI3Y, ONHCAHMX /15 NCPBHHHOL
KiHuepoi ToukM. Jlng BH3HAueHHs dyTIMBOCTI amanisy 6ymo
PO3paxX0BaHO OAHOCTOPOHHIH Hwkumd 95 % JI pisEmui  Mixk
MoOkcH(mokcauHoM i nnaueo B yeix wacosnx rouxax EKT mik 1 ta
4 ropuHamu micid BBeAEHHS A03H. [T BHBYCHHA HAABHOCTI 3B S3KY
MIK KOHUCHTPaUisMH y mua3mi kposi ta intepsasom QT (QTc) Gyna
BUKOPHCTAHA JiHIHHA MoOzeas 3Mimannx cekti, Y wiii mozeni
HC3ANEKHOIO 3MIHHOI Gy BiANOBIZHI 32 YacoM, 3 BHPAXYBAHHM
nnauebo BiaminHoCTI B inTepBanax QTc 3 BHPaXyBaHHM BHXigHUM
3HAYCHHAM T4 3AJIOKHOI0 3MIHHOK — BIANMOBIAHA KOHLEHTpALis
sirabarpuny. CepeaHe 3HAYCHHS Ta OAHOCTOPOHHIiT Bepxaiii 95 % Al
ATA BIAMIHHOCTI BiX miaueGo OWiHIOBATH TIPH  BiANOBiZHMX
KOHLEHTPAIIAX.

Monymauis 6esnexu (N = 60):

Crars, n (%): gomosiku 30 (50), xinxu 30 (50).

Cepegniit Bik (pokis): 33,79 (nianazon: 19,9-45.9).

Paca, n (%): eBponmeoinma - 48 (80,0), HerpoigHa abo
appoamepukanui — 12 (20,0).

Cepenniii ingexe macu tina (xr/m?): 25,47 (aianaszon: 19,7-30,0)

19.  emorpadiuai  noxasHukH
NOCTIDKYBaHOT nmonymauii  (craTs,
BiK, paca, Tomo)
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EKT:

Pesyneratn ananisy mepBHHHOI KiHIEBOI TOWKH MOKA3aTH, 1O BCi
oanocroponni Bepxui 95 % JI ans sigminmocreit y QTcF i
KOKHOFO 103010 Birabarpuny Ta miaue6o cranormin Merme 10 mMc g
YCIX 4acoBuX TouOK. TaKMM UHHOM, MEPBHHHA KIHLEBA TOUKA fyma
OXapaKTEPU30BAHA SIK «HCTATHBHC» AOCTIDKCHHS, SK 3a3HAYUCHO B
ratysesomy kepisHunTBi FDA mms ouiHkn momomkeHHs iHTepBamy
QT/QTc (koBTens 2005 poxy).

Pesynpratn amanisy BTOPHHHOI KIHIEBOI TOYKM MOKA3aJ1H, IO BCi
oxxocToporHi BepxHi 95 % JII Gymu menmme 10 mc sx mis QTcB, tak
1 amn QTcl. ¥V oamoro cyd’exta 6yB BuzHAuCHMIL inrepsan QTel
Ginsme 480 mc (493 mc) gepes 8 roaun micas npuiiomy o3 3.0 T
BirabaTpuHy; ogHak GyJ0 BH3HAYEHO, IO e CYTTEBE BIOXMIICHHSA
NpeacTaBase noAoBkeHHs iHTepBany QT BHacHIZOK 30BHILIHBOT
TIPHTTHHH, IO NPH3BEIO A0 PANTOBOTO 30ITBIICHHS 9aCTOTH CEPLEBHX
CKOPOYECHB 1 He 610 BTOPHHHUM 1O BiZHOLICHHIO 10 siraGarpuny. ¥
#OAHOro iHmoro cyb'ekra He cnocrepiranocs, mwo6 BU3HAYCHI
inrepsamn QTcF aGo QTcB nepesumysamn 480 mc, i Y JKOIHOTO
cyb'exra He cmocrepiranocs 36imswenns QTc Bin BuxizHOro piBHs
Ginbine Hixk Ha 60 Mmc.

Konuentpanis siraGarpuny B nmasmi  xposi Ta pe3yaeTaTH
KopuroBaHoro intepsanry QT He npoacMOHCTpYBAIM HAABHOCTI
3B’A3KY MDK KOHLIEHTPAIL€I0 npernapaty B NIasMi KpoBi Ta
BIMOBIAHIM BILIHBOM Ha PENOAPH3AMII MUTYHOUKIB. IMopieasauus
Aanux wonmentpauii 3 QTc npoaemoncTpyBano ayxe HesHauHE
sveHmeHHs QTcF (menwe 2 mc) mpm mosi 6,0 r Birabarpuny
MOPIBHAHO 3 703010 3,0 Birabarpuny, a 3mina QTcF aus o6ox 103
Maitke sianosigana inrepeanam QT y rpyni miaue6o.

HyrnusicTs ananizy 6ynma migTBepaeHa OTHOCTODOHHIM HHMKHIM
95 % JI1 xopuroeaHux 3a BUXiZHHM PiBHEM, i3 BUDAXyBaHMM rL1anc6o
intepsamie QTc, sxi nepesumysany 5 mc qcpes 2 Ta 3 TOAMHA micas
npuitomy Mokcuduokcaupny 400 wmr. IIi pesyasrara Taxowx Oym
nigTeepkeni ams kopurosanux QTcB rta QTcl. Y pe3ynpTaTax
renaepHol B3aemozii abo mophomoriunmx ananizax He crocTepiranocs
AKOJHMX TCHACHUIH, OB’ A3aHMX 3 JiKyBaHHAM a60 103050.

DapMaKOKIHETHKA:

Ilicns ogHOpa3oBoi nepopaibHOl TO3H sirabatpuny 3,0 r abo 6,0 r
CepeHl  3aranbHi TA MAKCHUMANbHI  MOKASHUKH  CKCTIOZMIT
(ouinroBammes 3a AUC Ta Cuax BiamosimHo) 3poctamm npubau3HO
nponopuiiino Ko 36inewenns pisEa go3n. Memiana Tmex CTAHOBHIA
npubnn3Ho | romuny ams 060X piBHIB 403, 4 cepeaHi 3HAUMCHHS t1n
Oymu noxibuumu ans 060X piBHIB 103 1 CTAHOBMIN npuban3HO 7
FO/IHH.

20. Pesynbtatn eexTHBHOCTI

Cepenni apudmernyni snavenns (%CV) dapMakokiHETHUHIIX
MOKA3HUKIB BirabaTpuHy B m1a3mi Kposi
JlixyBauus
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®apMakoKIHETHYHHI BiraGatpun, 3r | Birabarpus, 6 T
NOKA3HHK (0AMHHUI])
N =157 N=157
AUCo.1qc (MET*rOn/M1) 419 (15) 854 (16)
AUCo.int (MKr*roa/sm) 423 (15) 860 (16)
Cnax (Mxr/MIT) 107 (19) 196 (22)
Tmax (rox)* 0,85(0,62,1) | L10(0,6-2.1)

%CV = pincotkosuit KoediienT sapiarii

[IpnmiTka: DapMakokiHeTHUHI NOKa3HMKM GymH pospaxoBami 3a dakTHuHIME
HaCOBHMH TOUKAMH 3a00pY 3pasKis.

* Mepiana (aiarasomn)

[Micns oanopasoBoi mepopanpHOi 103M MokcHpaokcaunny 400 mr
cepeani 3HaueHHS AUC Ta Cmax 6y noziGaumu 10 nosinoMaesnx y
JiTCpaTypi.

Cepeani apudmernyni snavenns (%CV) dapmaxoxineTnanux
MOKA3HHKIB MOKCH(IOKCANHHY B N/1a3Mi KPOBi

DapMakoKIHETHIHHH JlikyBaHHA
NOKa3HUK (OauHHII) Moxkcupaokcaunn 400 mr
N =57
AUCo.1c (MKT*rom/mm) 30,4 (20)
AUCo.int (MKT*rO1/MIT) 32,4 (20)
Cinax (MET/™MIT) 2,29 (26)
Iimax (roa)? 2,10 (0,6-4.1)

%CV = BitcotkoBnii koeiient papianii

ITpumiTka: DapMakoKiHeTHUHI NOKA3HHKH Oy po3paxoBaHi 3a (JAKTHUHHMH
UACOBHMHE TOUKAMH 3a60py 3paskis.

! Mepiana (niataszomn)

21. Pe3ynbratu 6e3nexu

Yuitomy 44 cy6’ekru (73,3 %) nosimomasmm saramom mpo 85
nobiunnx spumi. Yactora nobiummx seum Gyra BUmOK0 mics
sacTocyBanHa MOKCH(poKcauuny (32%), notim BiraGarpuny B 103
6,0 r (28 %), nmane6o (25 %) Ta sirabarpuny B 1031 3,0 r (20 %).
IToGiuanM sBHWEM 3 HailBUWOK wacTOTOI B yeix 4 rpynax
NiKyBaHHs OYB KOHTAKTHUI TEPMATHT, TIOB’ A3aHMIA i3 pPO3MIiYBaHHMH
cnexrpoamu ast EKT. Tnimi noGiuni sieuwa, npo sxi nosinomasiocs
y Oinbme mik 1 cy6’exTa, BRIKYATH 3amaMOpOHCHHS, HYJOTY Ta
OiroBaHHa mpu  3acTocyBamdi  Birabatpumy B g03i 6,0 i
3anaMOpOYEHHs, 3amop Ta ronoBHMH Oine npu  3actocysanHi
MOKCH(IIOKCAUMHY Ta 3amop, HymoTy ii ronopmii Gimb npu
3aCTOCYBAHHI manebo.

Binburicte nosizomsenux noGiumux seumm Gymn pO3LiHCHI sIK
JIETKOr0 CTYMEHs THKKOCTI Ta HE TOB'S3aHI i3 3aCTOCYBAHHAM
AOCIKYBAHOTO mpemapary. Bumankis cmepri a6o cepito3Hux
nobiunnx seum He Oymo. JBa cy6’eKTH NPHNMHHIH y4acTb y
AocaimKeHi uepes nobiwmi seuma. Y ogHOro cy6’ekTa posBHHYTach
TiNepYyTIMBICTh (iarHO3 BMNAAKY: ATepriyda peakwdis) rmicis

npuiiomy 400 mMr Mokcudrokcauns, mo 6yaa posuineHa sk IMOBIPHO
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NOB’3aHA 3 JOCTIIKYBAaHMM mpenaparoM. Y iHmOro cy6’exra
PO3BAHYBCA KOCTOXOHADHT TiCHA npuiomy mmane6o, wio Oys
PO3LIHEHHU K HMOBIPHO NOB 3Kl 13 AOCTIIKYBAHHM IPENapaTOM.
3aramoM He CHOCTepira’ocs KOXHHX TCHJACHLIIH, NOB A3aHUX 3
MKYBAHHSIM a60 103010, y DaHHX TMpo moGiuHi ABMMA, KTIHIYHIX
naGOpPaTOPHUX  Pe3yNbTATAX, NOKAZHHKAX IKHTTEBO  BANUIMBHX
(yHKuiH, crammapraux pesymeratrax EKT y 12 sigsemennsax abo
pesynbratax GisukanbHOro obcreikenHs Ilicas npuitomy 6,0 r
Birabatpuny B 1 cy0’exTa BHHHKIO MiXBHIICHHS apTepianbHOro
THCKY, IO PO3MIHEHE AK HMOBIPHO NOB’S3aHE 3 MOCTIKYBAHHM
npenaparom, ta 8 | cy6’ekTa cocrepiranacs Taxikapais, posuixena
AIK TaKa, WO MOria OyTH NMOB’A3aHa 3 JOCTKYBAHUM PEMAPATOM.

22. BUCHOBOK (3aKTK0YECHHS)

* llepopanbre 3actocyBanns sirabatpuny B n03ax 3,0 r,Ta 6,0 r. He
CIPHYHHSIO nonoBxeHHs inTepsanis QT/QTec. l-ctopowni Bepxai
95% I mrs xopurosamx 3a BHXiTHHM PiBHEM, 3 BHpPAXyBaHHUM
nmanebo (noasiitna aenbra) intepsanis QTc (QTCF, QTcB i QTcl)
cranoBumn MeHumeE 10 Mc y BCiX wacoBMX TOWKax Big MOMEHTY
A03YBAHHS 10 22 rofHH MICAA H03yBaHHS.

* Mani konuenTpauii piraGarpuny B mIa3Mi KPOBI Ta KOPUrOBAHOTO
inrepeany QT He npoxemoncTpyBaIH HAABHOCTI B33€EMO3B A3KY MK
KOHLICHTPAUIsAMHU NPEnapaTy y 1a3mi KpoBi Ta BiANOBIAHUM BILIHBOM
HA Penomspu3auiio wiyHoukis. ITOPIBHIHHS 1aHWX KOHLEHTpALii 3
pesyneTatamu QTC npoaeMOHCTPYBANO myske HE3HAYHE 3MEHINCHHS
QTcF (meHure nixk Ha 2 Mc) aas Birabarpury B 103i 6,0 r. mopiBHSIHO
3 Birabarpunom y 103i 3,0, npu ubomy 3mina B QTcF ams oGox 103
maibke Bianosinama inTepsanram QT y rpyni nane6o.

* YyrmsicTs ananisy Gyna miareepmxena O/IHOCTOPOHHIM HHIKHIM
95 % I kopurosaHux 3a BUXiZHNM piBHeM, i3 BUpaxyBaHUM mane6o
inrepsanis QTc, axi nepeBuutysamm 5 mc uepes 2 Ta 3 roaHHM micas
npuiiomy Mokcuprokcaunny 400 mr.

* Iicis onHOpasoBux nepopamerux 103 Birabarpuny 3,0 r ao 6,0,
cepenni sHaueHnst AUC ta Crax Oyau mponopuiiinivu 103i.

~BigabaTpuHy B 1031, mo y 2 pasm nepesHImye
ﬁ:@ﬁ!ﬁ;e YHY A03y, 3aragoMm go6pe MmepeHocHIoCs
lekTamu.
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Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant

Sanofi-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

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

Primary objectives

10. Goal and secondary objectives of the clinical
trial

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.




000121

12. Main inclusion criteria

Healthy male subjects

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

Vigabatrin
500 mg film-coated tablet

14. Comparator, dose, method of administration,
strength

Not applicable.

15. Concomitant therapy

Phenytoin
50 mg chewable tablet, Dilantin®

16. Efficacy evaluation criteria

Plasma concentrations of phenytoin, the S5pHPPH
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]
approximately 17-23%, decrease in free phenytoin
parameters of approximately 11-12%, and decrease in the
SpHPPH metabolite plasma parameters of approximately
20-25%. Urinary excretion showed trends toward an
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average decrease in urinary excretion of total phenytoin
with renal clearance decreasing by 13%. The amount
excreted in urine for total, conjugated or unconjugated
SpHPPH 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.

Plasma vigabatrin trough concentrations were not
significantly ~affected by coadministration with
phenytoin.
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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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3BiT npo kainiune Bunpodysanns

1. Ha3zsa mikapcskoro 3acofy (3a HasiBHOCTI -
HOMEP PEECTPALIIHHOI0 NOCBIAUEHHS)

CABPUJI®), rpanymu AuIst 0paabHOro posuuny, mo 500
MT

2. 3asABHUK

TOB «Canodi-Asentic Ykpainay, Ykpaina

3. Bupobuux

ITATEOH ®PAHLIIS

4. TIpoBeneH1 JOCHIKCHHSA:

! TaK C =i SIKIO Hi, OOrpyHTYBaTH

1) Tun nikapcskoro 3acofy, 3a SIKUM MPOBOAMIAC
abo nuaHyeTbCs peecTpanisa

Jlikapchkmii 3aci6 3a nOBHUM J0ChE (ABTOHOMHE
10Ch€), IHIIMI JiKapChKuil 3aci6, HOBA Air0Ya PeYOBHHA

5. Ilopna wazBa kiiHiYHOTO BHITPOOYBaHHS,
KOJOBAHUI HOMEP KITIHIYHOTO BUNIPOOYBaHHS

PiBHOBakHa ~ ()apMaKOKIHCTHYHA  B3aEMOXI  MDK
BirabarpyHoM 1 (EHITOIHOM Y 340pOBHX WYOIOBIKIB-
100pOBOJIBLIB

Howmep nporokony: VGPR0260

6. Dasza KIHIYHOro BUNpobysanus

|[®asa 1

7. lepioa mpoBeaeHHS KAIHIYHOrO BUIPOOYBaHHSM

[lepma rpyma 3 5 noOpoBonbuiB: BKIFOYCHHS B
gocmimkenns 7 cepnaa 1996 poky, 3aBepuicHHS
nocmimkeHHs 14 koBTHs 1996 poky. Pemra 10
106poBONIBILIB: BIJIFOMEHHA B Jgochimkenas 30
micronaza 1996 poky, 3aBepmieHHs mocaimxeHHs 16

ciung 1997 poky.

8.  Kpainn, KIIHIYHE

BUNPOOYBAHHS

ac npoBOAKIOCH

CIIA

9. KinpkicTs DOCTIKyBaHHX

3amranosana: 15 106posoasis
Dartuuna: 15 gobposonsiis

10. Mera ma KTIHIYHOTO

BUIIPOOYBAHHS

BTOPUHHI  1iml

[MepBuHHI wimi

Oxapaxrepusysaru dapmakokineruky denitoiny micms
TPHOX THXKHIB OTHOYACHOIO 3aCTOCYBaHHSA (EHITOIHY Ta
Birabarpusy.

[IpoBecTH MOHITOPMHT MIHIMAIBHHX KOHUEHTpALii
Birabatpuny B mIasMi KpPOBI NpU  OZHOYACHOMY
3acTocyBaHH1 (eniToiHy Ta BiraGaTpuny.

Bropunsa uine:

JIOCHAMTH HacOBY 3aJEKHICTE B3aEMOAIl HIIIXOM
NOPIBHSHHS JAHUX Nicag 3 THKHIB OZHOYACHOTO
3acToCyBaHH: (heHITOIHY Ta BirabaTpuny 3 JaHUMH Tic/
6 THHKHIB OJTHOYACHOTO 3aCTOCYBAHHS 3 BUKOPHCTAHHAM
NiArPYIy 3araTbHUX JaHAX.

11. [u3aiin knigigHOrO BUIpOGYBaHHS

Y  mocmigikeHH1
OOHOTHITHUM

3 OOHOHEHTPOBHM  BIIKPHTHM
Au3aiiHoM [IOPIBHIOBATACS




000125

(apmakokineTuka ¢eniToiny 10 i micns oaHOuACHOrO
3aCTOCYBaHHA 3 BiraGaTpunom.,

| 12. OcHoBHI KpHTEPIl BIIIIOYEHHS

3noposi 106poBonBLi 901081401 CTATI |

13. Mocmimxysanuii nikapeekuii 3aci6, croci6
3aCTOCYBAHHSA, CHIIa Jil

Birabarpusn
TabaeTkn, BkpuTi N1iBKOBOK 060M0HK00, 10 500 Mr

14. Tlpemapar nopiBHAHHS, criocid

3aCTOCYBAHHA, CHJIA AiT

Ao3a,

He 3acrocoByertnes.

15. Cynyrns Tepanis

Denitoin
Tabnerkn xysanshi, no 50 mr, Juraatua®

16. Kpurepii ouinku edextusHocTi

Konuentpauii denitoiny B niasmi xposi, meraGomiry
penitoiny SpHPPH i sinbroro deniroiny sumipropatn
NOCIIA0BHO MPOTAroM 12 roauH micas paHKkoBoi 103K B
ani 12, 441 65 (tineku aas 406posonsLiB 0001-0005), a
MIHIMQIBHI KOHUEHTpauii BUMIpIOBaTHCH TPUGIN3HO
WOTHKHA. MiHIManbHi KOHUEHTpauii Birabarpuny B
niasmi KpoBi BEMiproBany B ami 21-23, 42-44 i 63-65.
Konuenrpauii  deniroiny, saramsmoro SpHPPH i
Hekon'orosanoro  SpHPPH  sumiproBanun B ceui

npoTarom |2-roguneoro inTepBany aAo3yBaHH:A B AHI 12,
44 1 65.

17. Kpurepii ouitku Gesnexu

Jdna ominku Gesmekm 3aiiicHIOBaBCH MOHITOPHHT
HeOWKAHUX ABHIN, eneKTpokapaiorpadii, wmiHigHEMX
1a00PaTOPHUX NOKA3HKKIB Ta (I3HKATBHAX OT/ISIIB.

18. CratucTHyHi MeToau

Ta  M3HIIIMH
Oynu ouineni 3a

[MopisHsAHHA MK  NONEpEHIMH
napaMeTpaMM  IUIa3MH  Ta  cedi
JOTIOMOTOH)  aHAMI3y  NAHHX, TICPETBOPEHHX 3
BHKODHCTAHHSM  HATypambHOTo  jorapudmy. [
KOKHOro mapamerpa 6ys mposcacHuil aucnepciiiHmii
aHanmis 3 BH3HAYCHHSAM A00pOBONBLIB TA OHIB Ta
orpumanusm  90%  gopipuux  imTepBamie  ans
CIIBBiAHOWICHHS JHIB,

MinimManeHi KOHUEHTpauii Gyau OmiHEH 38 ZOTOMOTORO
aHali3y JaHUX, NCPCTBOPCHHUX 3 BHKOPHCTAHHAM
HaTypaisHOro jgorapugmy. [IporaroMm koxHOro TIKHS
Oys nposencHM JUCTICPCIHMI aHANI3 3 BH3HAYCHHAM
100poBoIbLIB Ta AHIB Ta oTpuMaHHAM 90% moBipumx
IHTEPBAJIIB A/19 CMIBBITHOMICHHS IHIB,

19. Jemorpadiuni nokasHuku A0CTIAKYBAHOT
nonyanii (cTars, BIK, paca, TOmo)

3a0posi 1o6poBOIBLI Y0I0BINOT cTATI

20. PesynpraTi edekruBHoCT

[lpu  oagnowacHomy 3acrocysamni Qewnitoiny Ta
Birabatpuny cependi dapmakokineTHuHi mapamerpu
(beniToiny crarHcTHYHO 3HAuymIC HE 3MiHOBaTHCE. Y

CePEIHBOMY CHOCTEPITAaIacs TCeHACHLUIA 40 3MEHINEHHS
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MIOMI M KPUBOK IUIA3MATHYHA  KOHLCHTPALis
3araibHOro  (eHiToiHy -  wac, MAKCHMATBHOI
KOHLICHTPAL{ Ta MiHIMAIBHOI KOHLUEHTpPALIT MpUGIMaHO
Ha 17-23%, sHwkenns mapamMeTpis BiTbHOTO (eHiTOIHY
npubmnsio Ha 11-12% Ta 3HwKenns mapamerpis
metabonity SpHPPH y nnasmi npubansuo Ha 20-25%.
Exckpenis i3 cedero y cepeqHboMy Mana TEHAESHIIIO 10
SHIDKCHHS CKCKPEUi 13 ceuero 3aranbHoro GeHiToiny npu
SHIDKCHHI HUpPKOBOro kiipedcy ma 13%. Kinskicts
BUBEIEHOTO 13 CEYel0 3araJbHOTO, KOH'IOTOBAHOrO a60
HekoH'roropanoro SpHPPH B cepennbomy He 3minmmacs,
NpOTe HHUPKOBHH KiipeHe sarameHoro SpHPPH Gys
soinbmernnit.  He Gyno  cyrresoi  pismmmi vy
(apmaxokinernui denitoiny yepes 3 TuskHi HOPIBHSHO 3
6 TIKHAMHM OZHOYACHOTO 3aCTOCYBAHHS tenitoiny Ta
Birabarpusy.

InpuBinyanbui 3minm  dapmakokineTuku (enirtoiny
ACMOHCTPYBAIM Di3HI Pe3yNbTaTH, aKi HE 3aBKIH
Binbusanucs cepenniv 3uagennam. Xowa y 6inbocti
100pOBOJIBIIB CHOCTEPIraTocs 3HHKCHHSI 3arajibHOI
MaKCHManbHOI  KOHUEHTpauii  deniroiny (y 5
aodposoneuie >  30%) mim uwac OOHOYACHOrO
3aCTOCYBaHHA BirabaTpuHy, y ABOX n06poBOMIBLIB
CTIOCTEPITAIOCs MPOLCHTHE 30UTBIICHHS MAKCHMATBHOT
KOHLICHTPAUIi MOPIBHIHO 3 BHXiZHUM piBHeM Ha 16 i
97%.

OnnouacHe 3actocyBaHHs 3 (eHITOTHOM He UMHHIIO
ICTOTHOTO BIUIHBY HAa MiHIManbHi KOHLEHTpamii
BirabaTpuHy B M1a3mi Kposi.

®eniToin i Birabatpun 706pe mepeHOCHIMCH B UBOMY
AoCHiKeHH]. Byn10 BUABICHO HE3HAYHE, ATe OUIKYBAHE
NiABUILEHHS piBHA meuinkosoro ¢epmenry I[TT i
SHIDKCHHS PiBHA meuinkoBoro (epmenty AJIT.

21. Pesynbratu Ge3nexu

Ilpu opnowacHomy 3acrocysami  (eniroiny ta
BiraGarpuny cepenni ¢apmakokineTmuHi mapameTpu
denitoiny 3Hauyme He 3minosanucs. He Gyo cyrresoi
pisHuLi y dapmakokinetnui Qenitoiny uepes 3 Tukai
TOPIBHAHO 3 6 THXKHAMH OJHOYACHOTO 3aCTOCYBAHHS
tenitoiny Ta sirabarpuny.

lupmBinyansui 3minu  apmaxokinetuku  henitoiny
ACMOHCTPYBAIHM pi3HI Ppe3yabTaTH, §Ki HE 3aBiIH
BinOuBamucs cepeaHiM 3HAYCHHAM. TakuMm uMHOM,
KOHLCHTPaLiIo (eHiToiHy B masMi kposi mauieHTis, sxi
OTPHMYIOTh TCpamifo (PEHITOIHOM, CJIiJ KOHTPOIOBATH
NpOTAroM npulIn3HO 3 THIKHIB MICHS JOZABAHHS

22. BHCHOBOK (3aKTHOYCHHS)
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BIra0aTpuHy 10 TCPANCBTHYHOTO PEKUMY MALIEHTA.
Kopexuito mosu ¢enitoiny cmig posrasHymn B THX
BHIAAKAX, KOJIH PiBHI (peHITOIHY B ma3mMi Kposi Ginbme
HE 3HAXOAATBECA B TCPANMEBTUYHOMY AianasoHi Ta/abo
CIIOCTEPITAOTHCA KIIHIYHI IPOSBU 3MiHH KOHIIEHTpALIi.

OmnovacHe 3acTOCYBaHHS 3 ()CHITOTHOM HE YMHUIO
ICTOTHOTO ~ BIUTHBY HAa MiHIMANBHI  KOHUEHTpaLii
BirabaTpuHy B IIa3Mi KPoBi.

®enitoin 1 mirabatpun aofpe ncpenocunues npu
3acrocyBaHHi B komGimauii, 3MiEM  WIiHIYEHX
nabopaTopHUX MOKA3HUKIB Oyau aHAMOriuHi THM, mpo
AKI  MOBLEOMIIAIOCK paHime, komum eniToin abo
BIrabazpHE IPHHMATHCA OKPEMO.

3anBHUK (BIACHHK
peecTpauiifnoro
MIOCBIIYEHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 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 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 |

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

L Kot ey to dosing and during the conduct of the study.

Ratio of pharmacokinetic parameters of formulations and 90%

16. Efficacy evaluation criteria : -
y confidence intervals for their differences

17. Safety evaluation criteria Not applicable.

The data for the AUC(0-24 hours), Cmax and Timax 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 Cpmax 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 Tmax 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 Ciax and Tmax between the powder and tablet forms.
However this difference in Cmax of 15% and Tmax of 0.2 hours is of no

clinical significgfige =

22. Conclusion

Applicant (Marketing ' il 'b_i‘" Msignait ‘“7

Authorization Holder) i -‘.\' ERTRAIN AU 1510 4
NaNFull i 7

oy Qull ) 7

Oy, conpe f
g ﬂoucf’;;'
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3BiT npo kainiyne BUnpoGyBanHs

1. Hazga nikapcekoro 3aco6y (3a
HasBHOCTI - HOMEp peecTpaLliifHoro
MOCBIAYEHHS)

CABPUJI®, rpanynu st opansHOro po3unny, no 500 mr

|2. 3asgBHUK

TOB «Canodi-Asenric Ykpaina», Ykpaina

[3. Bupobuuk

[TATEOH ®PAHIIIA

4. TlpoBeneHi aocimKeHHs:

: | TaK Hi

SAKIIO Hi, 00IpyHTYBaTH

1) Tun nikapcekoro 3acoly, 3a AKUM

Jlikapcekuil 3aci6 3a MOBHMM J0che (aBTOHOMHE HOCKE), iHIIMiL

BUIPOOYBaHHA, KOJOBaHWI HOMeEp
KJIiHIYHOro BUNPOGYBaHHs

npoeoaunacs  abo  nmaHyerbes| | g "
5 JIKapchKui 3acib, HOBa JiF04a peyoBUHA
peecTpaLis
s HocnimkeHHs GioeKBiBaIeHTHOCTI 3 METOIO NOPiBHAHHSA LIBUKOCTI
5. TlloeHa Ha3sBa  KIiHIYHOrO

Ta cryneHs GiojocTynHocTi BiraGatpuHy 3 Jikapcekux dopm
Tabnetku 500 Mr Ta came 1r mpemapary CaGpun (npoTokon
VIG/AUS/91/1).

6. ®asa KAiHiYHOro BUMPOGYBaHHS

Ma3za [

7. Tlepion mpoBefieHHs KJIiHI4HOTO
BUIIPOOYBaHHSA

3 xoBTHA 1991 poky no nucronax 1991 poky.

8. Kpainu, e npoBoauiocs KiiHiuHe
BUIPOOYBaHHA

AgcTpannis

9. KinbKicTb A0CTIIKYBaHUX

3annaHoBaHa: 16 yyacHHKIB. ;

®akruyHa: 15 yaacHukis. OuH cy6’eKT He 3°IBMBCS Ha Bi3UT epes
A03YBaHHAM IEPLIOro eTamy Ta y NoAanslioMy OyB BHKIIOYEHMIA i3
JOCITi IDKEHHS.

10. Mera Ta BTOpWHHI wimi

KJIiHIYHOTO BUNIPOOYBaHHs

Meroio wnporo mocnigkeHHs € MNOpiBHAHHA  GiOJOCTYMHOCT
BirabarpuHy micns noAibHUX 103 JikapchKux GopM TaGIeTKH Ta caie
npenapary Cabpun.

11. Juzaity KITiHIYHOTrO

BHUIIPOOYBaHHSA

Lle nocimxeHHs 6yi10 paHIOMiz0BaHUM, O/IHOZI030BHM, [IEPEXPECHUM
3 OJTHOTHIKHEBHM TEPio0M BUMHBAHHA MiXK I03aMH.

12. OcHOBHI KpuTepii BKIIOYEHHS

Honosiku Bikom 18-55 pokis.

bes cynyrHix 3axBoproBaHb Ta (€3 TPUBANOrO CyMyTHBOrO
MEIUKaMEHTO3HOTO JIIKYBaHHs B aHAMHE3I.

Maca Tina B mexax 10 % Bin igeansHol MacH Tina.

[Tinnucanus gopmu iHhopmoBaHoi 3roqu.

13.  JlocnigpkyBanuii  nikapchKuit
3acib, croci6 3actocyBaHHs, cuia it

Bira6atpun nopouok, npeacraienuii y caie mo 1 r (Cabpwun camie
Ir)

Ilopowok 3 oanoro cawe 1 r pozunssses y 200 Mt BOH.

ITepopanbHe 3acTocyBaHHsl.
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14. llpenapar nopiBHAHHA, 103a,
crnoci 3acTocyBaHHs, cuna il

Birabatpun tabnetku no 500 mr (Cabpun tabaerku no 500 mr)
JBi Tabnetku npenapary Cabpun no 500 Mr sk oHOpa3oBa 103a.
ITepopanbHe 3acToCcyBaHHS.

15. CynyTHa Tepartis

Yci Hemocni/ukyBaHi mpenapatv BUKIOUanMcs 3a 14 gHiB 10
N03yBaHHA Ta MiJ] 4ac NMPOBEAEHHS LHOr0 I0CTiHKEHHS.

16. Kpurepii ouinku edekruBHoCTI

CniBBigHomeHHs (apMakOKiHETHYHHX TIOKA3HHKIB JIIKAPCHKUX
dopm ta 90 % moBipui iHTepBaTH MIs TX BiAMIHHOCTEH.

17. Kputepii owinku 6e3neku

He 3actocoBHoO.

18. CrarucTHYHI METOOU

HMani s AUC024 rox)s Cmax Ta Tmax Oynu nor-tpancdopmosasi.
[IpoBoauBes qucnepciiinumii aHanis i3 ypaxyBaHHAM cy0’ ekTa, nepiomy
Ta nikapcekoi (opmu. Bapianii, 3ymoBneni cy6’ekramu, Oynu
po3aineHi s BUBYEHHS e(eKTy MOCIiJOBHOCTI.

OcHoBHi BigMiHHOCTI Mix camie Ta TabieTKaMH OLHIOBaJIUCA 3a
norapuMiyHOIO IKaJI00 pa3oM i3 90 % moBipuMMH iHTEpBATAMU 115
uux BigMiHHoctell. Cepeani BigMiHHOCTI Ta Mexi mOBipumx
iHTepBaniB Oynu mepeTBOpeHi Haszaj, OO0 OTPUMATH OLIHKH
crieBigHomens A1 AUC: came ta TabieTKH.

19.  JlemorpadiuHi  NOKa3HHKH
nocIipKyBaHoi monyJsuii  (cTats,
BiK, paca, TOIIO)

15 310poBUX 40NOBIKiB-106POROBIIIB
Cepenniii Bik ctanoBus 27,7 poky (nianazon: 2042 poku).

20. Pe3ynbTaTi eeKTUBHOCTI

Ouinka criesiguomenns AUC mnsa caumie Ta TablieToK CTAHOBWIA
1,07. 90 % noipuuii iHTepBa NOBHICTIO 3HAXOAMTRLCS B J1iana3oHi Bl
08 no 1,2 (dpaxktuunmii 0,97-1,17). IuguBigyaneHi 3HavyeHHs
criBBigHOmEHHs Oynu B Mexax Bim 0,72 mo 1,35 mng Beix, 3a
BUHATKOM cy0’ekTa 8, y sIKoro 1e cniBBiAHOIEHHA cTaHOBWIIO 1,62,

CrnocTepiranacs CTaTUCTUYHO 3HAYylla BiJMIHHICTH MK JaHUMH
JIBOMa JliKapcbKUMH (hOpMaMH 3a CIiBBiJHOMIEHHAM BeTHYHH Cmax
A7 care Ta TabJaeTok, o ctaHoBuiao 1,15. 90 % nosipunii inTepsan
3Haxo1uBCsA 3a Mexkamu Aianasony Bif 0,8 no 1,2 (paxruunuii 1,04—
1,26). Cepenns pisHULA Y Crmax MidX JTiIKapcbKUMH GOpMaMH CTaHOBHIA
8,6 MKr/mi.

Takox cnocrepiranacs CTaTUCTUYHO 3HAuYylla BiAMIHHICTE MiX
JIaHUMH JIBOMA JIiIKapChKUMHM (popMaMu 3a CriBBiHOIIEHHAM BEJTMYMH
Tmax M1 came Ta Tabnerok, wo cradopuno 0,72. 90% nowipuwnii
iHTepBaj 3HAaxOAMBCA 3a MeXaMu [iamasony Bix 0,8 a0 1,2
(baxtuynuit 0,56-0,92). Cepennsi pisHung y Tmax MK DaHUMM
NiKapchbKUMH (pOpMamMK cTaHOBUIIA |2 XBUIIHH.
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21. Pesynbratu 6e3mnexu

He 3actocoBHO.

22. BUCHOBOK (3aKJII0YEHHS)

PesynbTati 1poro mocnimkeHHs AEMOHCTPYIOTH, 110 NOPOLIOK 3a
CTynmeHeM Oiof0CTYNHOCTI eKBiBaleHTHMI Tabnetkam. Mae Micue
HEBEJMKa HeeKBiBaJICHTHICTE 1100 IIBUAKOCTI 6iomocTynHocTi, mpo
IO CBIMYMTH CTATUCTHYHO 3HAUYLIA Pi3HUUA B Cmax T2 Timax MK
nopouwkoM Ta Tabnerkamu. OnHak 1s pisHULA B Cmax (15 %) Ta Tiax
(0,2 roauHuM) He-Mae KJIiHIiYHOTrO 3HAYEHHS,

3asBHUK (BnacHuk
peecTpatiiiHoro
MOCBiTYE€HH)

r L3 ,‘J:{
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Clinical Trial Report

1. Name of the medicinal product (number of

registration certificate, if available) SABRIL®, 500 mg, granules for oral solution in sachets

2. Applicant Sanofi-Aventis Ukraine LLC, Ukraine |
3. Manufacturer PATHEON FRANCE |
4. Trials conducted: I s C no If not, substantiate

1) type of the medicinal product, by which| Medicinal product with complete dossier (stand-alone
registration was conducted or planned dossier), other medicinal product, new active substance
A Multicentre, Double-Blind, Placecbo Controlled,
Parallel Group Study to Evaluate the Safety and Efficacy
5. Full name of the Clinical Trial, clinical trial codejof Vigabatrin Versus Placebo as First Line Therapy in the
Treatment of Newly Diagnosed Infantile Spasms
Protocol number: 71754/3/W/019

l6. Clinical trial phasc |[Phase III

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

7. Period of the clinical trial

Planned: up to 50 subjects: cither 40 “protocol correct”
9. Number of study participants subjects or when 50 subjects have been entered
Actual: 40 subjects

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
relapse.

10. Goal and secondary objectives 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
11. Design of the clinical trial 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.

. Aged between one and 18 months.

12. Main inclusion criteria ;
. Either sex.
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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.

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

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

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

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 o

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 baseline. A log analysis was also
performed and least square means and 95% confidence
intervals calculated as estimates of the percentage of]
bascline 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 onc adverse ecvent 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

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

groups.
Efficacy - Double-blind phase
Efficacy parameter 1'reatment P value
Vigabatrin  [Placebo
% of reduction in spasms 34.4% 41.5% 0562
from baseline to final two
days (2-hour window)
20. Efficacy results % of reduction in spasms 68.9% 170%  [0.030

from baseline to final two
days (24-hour window)
Patients achieving complete 45.0% 15.0% 0.036

cessation of spasms on final

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

day (0 spasms)

Patients achieving 20,0% i VI
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 15
Responder (4 week spasm free and only 15 (42%)

receiving vigabatrin)

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 patiea:s‘1
(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
each); constipation, diarrhoca, gingivitis, car 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 wecks. 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 responsec is often
established within a matter of weeks after initiating
galmeitsthus avoiding lengthy patient exposure.

Applicant (Marketing
Authorization Holder)
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YHe BHNIPOOYBaHHSHA

1. Hazga nikapcekoro 3aco6y (3a HasiBHOCTI -
HOMep PEeECTpalliiiHOrO MOCBiqYeHHS)

CABPHJI®, rpanynu 17151 opanbHOro po3uuHy, no 500

L2. 3aaBHUK

tl"OB «Canogi-Apentic Vkpainay», Ykpaina

E

L3. Bupobuuk

]

[TATEOH ©PAHIIIS

4. [poseneHi gocimKeHHA:

I O wi SKLIO Hi, O0IPYHTYBaTH

1) Tun nikapcekoro 3aco6y, 3a skuM NpoBoaMIACs
abo muianyeThbes peectpatlis

Jlikapcokuit 3aci6 3a MOBHMM J0CBE (@BTOHOMHe
J0CKE), iHIIHH TiKapchKuii 3aci6, HoBa miroua pe4yoBUHA

5. lloBHa Hasea KiiHi4HOrO BHMpPOGYBaHHS,
KOJI0BaHMH HOMEP KIIiHiYHOTO BUNIPOGYBaHHS

BararouenTpose Mo/iBiiiHe cline niaanebo-
KOHTPOJIbOBaHe JIOCII[DKEHHS B MapasenbHUX rpynax
IS OLiHKM Oesnexku Ta ecpeKTnBHOCTl Bll“aﬁanHHy
MOPiBHAHO 3 MIaLe6o B AKOCTI Tepanii nepuioi JiHii npu
NiKyBaHHI BNEpIIE€ AiarHOCTOBAHMX iHhaHTHIIEHUX
Cl'laSMlB

Homep nportokony: 71754/3/W/019

6. ®a3za KAiHiYHOro BUNPOOYBaHHSA

|Daza I1I

7. Ilepion npoBeaeHHs KIiHIYHOTO BUIIPOOYBaHHsA

Hara ininianisauii mepmoro namienra: 19 kpitHa 1994
POKY

Jlata 3aBeplIeHHs 10CiKEHHS OCTaHHIM natiesToM: 4
ciuns 1996 poky

8.  Kpaiun, KNiHiuHe

BUIIPOOYBaHHA

Ac IIpOBOOHJIOCA

Benuka bpuranis

9. KinekicTs fociimkyBanux

3annaHoBana: 10 50 nauieHTiB: a6o 40 MAaIi€HTIB, AKi
BIZITOBIIAKOTE MIPOTOKOTY, a60 3amydeHHs 50 narieHTin
®Qaktuuna: 40 nauieHrtis

10. Meta Ta
BUITPOOYBaHHs

BTOPMHHI  LiMli  KIiHIYHOrO

Busnauutu Gesneky i ed)elcrHBHicrb Bira6annHy 3
n1anebo-KOHTPOsIeM B AKOCTI 0YaTKOBOT MOHOTEparii y
HiTeil i3 Bhepime JiarHOCTOBaHWMH lHd)aHTPIJ'!bHHMH
crasMaMH, siKi paHille He OTPMMYBAJIH JliKyBaHHS.
Otpumaru indopmaiio npo TpuBanicTs BiamoBim Ha
NKYBAHHS LIIXOM OLHKM AK YACTOTH PELW/UBIB, TaK i
yacy J10 peLauBy.

11. JTu3aiin kniniuHOro BUNpoGyBaHHs

Ile Oyno panmomizoBaHe mopBiiiHe ciimne miamebo-
KOHTPOJIbOBaHe AOCII/KEHHA B Mapajie/bHUX rpynax 3
Bl)],l{pldTHM MePioIoM MOJANBLIOro crHocTepexeHts. Lle

MOCHIDKCHHS  CKIAjanocs 3  BHXiAHOTO  mepiogy
TpuBajictio 2-3  aHi, NOTIM = MATHAEHHOT bazu
MOABIHHOTO  CNIMOro  JiKyBaHHA, NPOTATOM  AKOT
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MALYEHTH OTPUMYBanW BirabaTpuH a6o miauebo
BIAMOBIAHO [0 3a3Jamerigs  BU3HAYEHOIO KOay
panjomizauii. ITotiM 3a manienramu CHOCTepll"a.l'IPl Ha
MPOTA3i WECTH MiCAILIB, MPOTAroM AKHMX BCIX MALlEHTIB,
sKi MPOJIOBIKyBaIIM Oparu yuacte y mocmimieHHi,
BIJIKPHTO JliKyBanu BirabaTpuHoM.

12. OcHOBHI KpHTEpii BKIIOYEHHS

. Bik Big oguoro 1o 18 micsuis.
. Bynb-sika crare.
. HemoBnsra i3 Bnepme  giarsocroBaHuMM

lH(l)aHTI/lIlBHHMH crasmamy, siKi paHiie He OTpPIMyBaJ'IH
J'I]KyBaHHﬂ (Cnasmu  Mornm  Gyrw  nos'ssami 3
napuiajlbHUMH Cy0MaMH).

. HemoBnsra, uni Gateku (aGo omikynn) smormau
HaJaTi TNHCbMOBY iH)OPMOBaHY 3rofy Ha yuacTh y
JOCII1IKEHH.

. Hemognsita, uni 6ateku (a0 omikynu), Ha AYMKY
JoCifHuKa, OynM 3[aTHi TNPaBHIBHO 3aNOBHIOBATH
IOJIEHHUK CYIOM.

. Hitv, uui Gateku (abo Ol'IIKyHH) Ha JYMKY
JLOCITiTHUKA, MOTJIH Bi/IBiLyBaTH KIiHIKYy 3 HeoGXigHO
NEPIOAHYHICTIO.

13. TlocnimxyBanuii nikapcekuii 3acif, crioci6
3aCTOCYBaHHS, CHJIa Iil

Hocnikysanuii npenapar 3acTocOBYBamM MoABIHHIM
CHiMUM METOAOM i Hinunm J03y Ha [OBa BBeJCHHA Ha
meub. [IlouarkoBa mo3a cramoBuma 50  mr/kr
AOC/I/UKYBAHOTO MpENapary Ha AEHb. Lls nosa morna
Oytu 36inbmena go 100 mr/kr/aens abo me 101aTKOBO
30iNblIeHa 10 MakcuMymy 150 Mmr/kr/meHs, skio e
BBAXaa0Csa HeOOXiTHUM.

14.  Tlpenapatr mnopiBHAHHA, 1033, croci6
3aCTOCYBaHHA, CHJa Iii

He 3acTocoByeTnes.

15. Cynytus Tepanis

Ilin 4ac noxgiiiHOi crimoi ¢asm pochimkenHs He

AO3BOJISIOCA  OHOYACHO  3aCTOCOBYBATH  HACTYITHI
nmpenapatu: Oyap-AKi MpenapatH 3 MPOTHCYIOMHOIO
Al€l0,  Hampukiaj,  KapGamaseriH, €TOCYKCHMI,
JIAaMOTPUIDKHH, aneTasonamii, ¢eHiToin, mporabin,
KioHasemaM, —knoGasaMm, HiTpasemam, nopasenam,
TiAPOKOPTH30H, KOPTHKOCTEPOiaH, AKTT,
(benobapGirta.

16. Kpurepil owiHku edpekTHBHOCTI

EdekrusHicTs owjiHoBanacs 3a yactoToro crnaswis: B
JAeHB MiJ{ Yac noABiiHOT cininoi dasu, B THXIEHD Mij yac
BiAKpHTOT (asn. [TepBHHHOI 3MiHHOMO eeKTUBHOCTI
Oyna cepenHst mpoueHTHa 3MiHAa YacTOTH crasmis,
OLIIHIOBAHA  MPOTSTOM  JIBOTOJMHHOIO iHTepBany
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OLHIOBAHHS IO/HS 10 OCTAHHIX JBOX JIHIB noABifHOrO
ciinoro mepiogy. BTOpHHHl 3MiHHI e(eKTHBHOCTI Ha
erani MoABIHHOrO CiMOro KOCHimKeHHS: cepeHs
NpOUEHTHa 3MiHA YacTOTH CMasMiB, OIHIOBaHA
NIPOTATOM BCBOr0 24-roguHHOrO neplo,uy L0 IHs zo
OCTaHHIX JBOX [HIB MOABiHHOro ciinoro neplozly,

Cepe/iHA NMPOLEHTHA 3MiHA YaCTOTH CrasMiB, OI[iHIOBAHA
NpOTATOM  IBOTOJAMHHOTO iHTEPBAly OLIHIOBAHHA |
NPOTATOM BCHOTO 24-rOAMHHOTO TeEpiOAy MOJHS 10
OCTaHHBOTO JHA MOJBIHHOrO crinoro mepioxy; umcio
NMALIEHTIB, y AKHX CNasMU NPUIMHWIACA; YacTOTA |
TPUBAIIICTH KJIACTEPIB; YaCTKA MALIEHTIB, y AKMX 3HHK/IA
rmcapmMm riobanbHa  ouiHKa  edeKTMBHOCT
pocaimHuKoM. Y Biakpurtiii dasi owinroBamm KinbkicTs
MalieHTIB 3 BiAMOBINI0, TepaNneBTHUHY eeKTHBHICTS,
4ac /10 BiANOBI/| i KiJIbKiCTh MALi€HTIB 3 peLHUBOM.

17. Kpurepii ouinku 6e3nexu

3miHHUMM Oesmexu Gyau: TN i yacToTa HebGaKaHMX
SIBULL;  1a0OpaToOpHi  mapaMeTpH,  HeBpONOTiuHe
obcTexeHHs (BKIHOYAIOUH piBEHb  PO3BHUTKY),
disnkanbHe OOCTEKEHHS 1| OCHOBHI  MOKA3HHKH
JKHTTEAIATBHOCTI.

18. CratucTnyni metoau

Maui wono nepeuHHOI 3MiHHOT edekTMBHOCTI Oynu
y3arajbHEHi 3a YacTOTOIO KaTeropm MPOLIEHTHOrO
MOKPALIEHHS MOPIBHIHO 3 BUXiTHUM p]BHeM Taxox Oys
POBEJICHUH orapumiunmii anHanis i pospaxosami
3BaKeHI cepei snauenns i 95% noripui intepamu s
OLIHIOBAHHA  BiACOTKA BMXiJHMX crnasmis,  sKi
3aIMIIANMCA  Ticas  NiKyBaHHA. [pymu nikyBauHs
NOPIBHIOBANUCA 332  JOMOMOTOIO norapugmiuroro
aHamizy. Lli mawi Takox Oymu npoananizosami 3a
AIOTIOMOTOI0  KPHTEPiiB paHroBoi cymum Binkokcona i
Manrens-Xensens. [nmi gaui momo edexrusHocTi 6ynu
NpOaHani3oBaHi TiBKM 3a ZOMOMOroO KpUTEpito
panroBoi cymu Binkokcona. Jlani mopo edexrnsHocTi
MpOTATOM  BIIKPHTOT asu Oynu nepepaxopami i
y3arajabHeHi BiJMOBiJHUM YHHOM.

VYci nani 3 Gesnexku 6ynﬂ nepepaxonam Ta y3arajbHeHi
BIATIOBIIHUM YHHOM, i, KpiM TOTO, KilbKiCTB NaLieHTIB, y
AKHX cnocmplra.nocya l'IpP[HaHMHI ojlHe HebaxaHe
SIBUIIE, MOPIBHIOBaNAcAd MK TIpynamu JiKyBaHHA 3a
JI0TIOMOTOK0 TOYHOTrO KpHTepito Dimmepa.

19. Jlemorpadiyni nokasHuku JOCHi [DKYBaHOT

normynsuii (crate, Bik, paca, Towo)

Bu6ipka ITT (40 nauienris) cknaganacs 3 19 nawientis
yonoBiuol crari (48%) i 21 nauienta iHOuYOi cTaTi
(53%), nanientu 6yna nepeBaskHO €Bporneoigamu (n=35,
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88%). Meziana Biky cTaHoBuia 8 Micsauis (nianazon 4-
20 wmicauiB), MeniaHa macu Tina craHoBMia 8§ Kr
(niamason 4-13 Kkr), a Mexiana 3pocTy craHoBuia 69 cm
(mianazon 56-91 cm). Megiana Biky Ha MOMEHT [I0YaTKy
IHQaHTHIBHUX  CNIA3MiB  CTAHOBHNA WICTH MiCALIB

(miamason  0-17  wmicamis).

He

Oyno  moMiTHHX

BiAIMiHHOCTeH y nemorpadiuHux napaMeTpax JBOX rpyr

TIKYBaHHS.

20. Peaynbratu edexruBHOCTI

EdexrusHicTs - noggiiiua cnima dasa

[Tapametp edexruBHOCTI

JlikyBaHHs P-

Birabarpun

[Tnanebo |3HaueHHs

% 3MeHIIeHHs cna3MiB Bix
BHXiJJHOTO piBHA 10
OCTaHHIX ABOX IHiB ( 2-

TOIMHHHIA iHTEpBa)

54,4%

41,5% 0,562

% 3MEHILEeHHS CrIa3MiB Bif
BHXiZHOTO piBHS 10
OCTaHHIX JBOX aHiB (24-

TOOHHHHI iHTepBa)

68,9%

17,0% 0,030

[MauienT 3 MoBHUM
NPHITHHEHHAM CIa3MiB B
octaHHi# gens (0 abo 1

CIazm)

45,0%

15,0% 0,036

IMauieHTH 3 MOBHHUM
MPHUITHHEHHSM CIa3MiB B

ocTtaHHii nens (0 criazmis)

35,0%

10,0% 0,063

TMaieHTH 31 3HUKHEHHSIM
rincapuTmii B ocTauHii

JAE€Hb

20,0%

5,0% 0,342

3aransHa oLiHka
JOCIITHUKOM

- moMiTHe abo nmomipue
MOKpAaIeHHs

- MiHiMalbHe
nokpauieHHsa abo Oes 3min
- MiHiMaibHe abo 3HauHO

ripwe

80,0%

20,0%

0,0%

< 10,0001

15,0%

65,0%

20,0%
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Edekrunicts - Biakpura ®asza

Kinskicts nauieu"ri;|
3apepiuunm nocnimKeHHs 28
3aBepuIHK JOCTiIKEHHS Ha MOHOTepamii 15
BirabarpuHoM

TMauienTy 3 Bignosinmo (4 T 6e3 15 (42%)]
CIa3MiB i OTPHUMYRAIH TiABKH Birabarpun)

- . . 0,
Tepaneruuna edexrusnicTs (BimcyTHicT 11 31%)
CnasMiB NPOTAroM ocTaHHixX 12 THKHIB |

OTPUMYBAJIH TiJIbKH BiraGaTpuH)
3araJjibHa KiNbKiCTh MallieHTiB 36

21. Pesyneraty Ge3nexu

Iiz wac noagiiiHoi crinoi dasu y 12 nauientie rpynu
Birabarpuny (60%) i mectu mamientis rpynu miaaune6o
(30%), croctepiranocs NpUHANMHI oaHe HeGakane
ABUIIE. VY rpymi BiraGaTpuHy Hal6igem  uacThm
HebaXaHUM  sBHIEM Oyma  comnusicTs, aKa
CIIOCTEpiranacs y BOCBMH Malli€HTIB. Iix vac Bigkpuroi
dasu y 67% nauienris (n=24) cniocrepiranucs nebaxani
ABUIIA. 3araloM HalGinbml yacTUMHM HeGaXKaHHMK
ABHIIAMU  Oynu:  GpoHXIiT  (Bicim TIOBiJOMJICHB),
COHIUBICTE i PUHIT (M0 ciM moBinoMIeH: KOJKHOTO0),
JTHXOMaHKa (II'ATh MOBIOMIIEHE); MOAPa3HEHHS ropsa i
CepeHii OTUT (N0 YOTHPH NOBimOMITEHHS KOXKHOTO0);
3amop, aiapes, riHriBit, nopymenus ciyxy, 30ymKeHHs,
aHeMisi, THEeBMOHis i BUCHI - Bci BOHK Oynu nosigomneni
NBidi, BCi iHImN HeGaxaHi ABHMINA MOBiIOMIISIMCH TUIBKH
Mo onHOMy pasy. llpo cepiiosHi HeGaxani sBuma
MOBIIOMJIANIOCS TiIbKH y BiAKpuTii asi: y yoTuprox
NAIiEHTIB  MOBi JOMIIsLIOCS Npo cepito3Hi HebakaHi
AIBHIIA, BKJIOYAI0YM OJIMH JIeTaibHUH BHIAJ0K Biapasy
MiCIs 3aBEPIISHHS NAIlEHTOM J0CT IKEHHSL.

Koauux iHmmMx npobiem, MoB's3aHux 3 be3nekoro,
TPYHTYIOUHCh Ha iHIINX 3MIHHUX Ge3MeKH, BHABIICHO He
Oyno.

22. BucHoBOK (3aKimoueHHs)

Lle mocmimkenns, nepme noagiiine ciime niauebo-
KOHTPONbOBaHE  NOCHIKEHHS —MPOTHENIENTHYHOTO
mpenapaty B AKOCTi  MOHOTeparii, MiATBEPKYE
eeKTUBHiCTE BiraGarpuny Yy TauieHTiB i3 Bnepiue
AIarHOCTOBAHUMH  iHDAHTHIBHIMHU criasMamu, ki
paHille He OTPUMYBANM JiKyBaHHS. Birabatpun ayxe
A00pe NepeHOCHBCS HEMOBIATAMU NPOTATrOM nepioay Ao
24 mwxuiB. Lle gocmimKeHHS Takos NiATBepIKyE
Pe3yJIbTaTH OiNbll  MacITaGHOrO PETPOCTIEKTHRHOIO
JIOCITi/UKEHHS. CTOCOBHO TOTO, IO BirabaTpuH MOXKHa
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POSIIANATH AK Npenapat nepiiioro BHﬁopy pH LEOMY
CHHApOMi Ha Tl migctasi, mo BigmoBige uwacto
CIOCTEPIraeThCA TMPOTArOM JEKITBKOX THXKHIB Mic/s
MOYATKy JIiKYBaHHS, 10 JO3BOJAE YHUKHYTH TPHBAJIOL

w egggp_gm.u\l naiieHTa.
—;F'

3asBHHK (BJIACHHUK
peecTpauiitHoro
IIOCBiT4EHHS)
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