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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

no

: (T 0 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

Clinical Experience and Use of Vigabatrin (Sabril®) in
Subjects with Infantile Spasms
Protocol number: [-A

l6. Clinical trial phase

Phase IIT

7. Period of the clinical trial

Studied Period (years): 1996-2002
Date First Subject Enrolled: January 22, 1996
Date Last Subject Completed: April 2, 2002

8. Countries where the clinical trial was conducted

USA

9. Number of study participants

Planned:

37-40 subjects were initially planned.

Actual:

The protocol was amended to allow up to 250 subjects.
When study was stopped, a total of 227 subjects had been
enrolled in the study.

10. Goal and secondary objectives of the clinical
trial

The objective of this study was to evaluate the safety and
efficacy of vigabatrin (Sabril®) in subjects less than 2
years of age with new onset infantile spasms (IS).

11. Design of the clinical trial

This study was designed as a multicenter, randomized,
single-blind study of 14 to 21 days duration with an open-
label, flexible dosing, long-term follow-up in subjects
with new onset IS,

12. Main inclusion criteria

* Diagnosis of IS.

« Diagnostic criteria.

» Age: less than 2 years with a diagnosed duration of IS
of 3 months or less.

* Weight: at least 3.5 kg.

* MRI or CT scan of the brain within 12 months of the
baseline visit to confirm the absence of a progressive
lesion.

* Subject had a typical EEG pattern.

* Subject was unresponsive to 50 mg intravenous bolus

of pyridoxine when appropriate.
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» Subject was on a stable dose of non-IS antiepileptic
medication, if applicable.

» Subject had a normal ophthalmologic examination or an
abnormal examination that represents a static problem.

+ Informed consent was signed.

Sabril® (vigabatrin), 500 mg tablets, oral

Following a baseline visit, subjects were randomized to
receive high-dose (100-148 mg/kg/day) or low-dose (18-
36 mg/kg/day) vigabatrin during the initial 14 days of the
study. Within these dose regimens, subjects received
doses according to their weight. Vigabatrin was supplied
as 500 mg scored tablets in open-label bottles and was
administered orally twice daily unless the total dose was
<250 mg/day, in which case once daily dosing was
permitted. The caregivers were blinded to the
randomization of vigabatrin and the dose was titrated
over a 7-day period followed by 7 days of constant dose.
If a subject became spasm free within the first 14 days of]
therapy, they remained on therapy for an additional seven
days prior to entering the flexible dose treatment phase.
A closed-circuit television electroencephalogram (CCTV
EEQG) evaluation was to be performed within 3 days of]
the seventh day of spasm freedom. If the subject had not
attained clinical spasm free status by day 14, they entered
a flexible dose treatment phase for a minimum of 2 weeks
and up to 3 years. During this period, the dosage of]
vigabatrin could be increased or decreased at the
investigator’s discretion. The rate of change could not
exceed 25-50 mg/kg per day on a weekly basis.

Duration of treatment planned: a minimum of 1 month
and a maximum of 3 years with regularly scheduled
follow-up.

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

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

The subjects were frequently treated with other AEDs
and concomitant therapies. All subjects treated with other
AEDs were required to be on a stable dose prior to being
enrolled in the study. During the course of the study,
medications that were essential for the subject’s well-
15. Concomitant therapy being were initiated or continued based on the
investigator’s judgment. All concomitant AEDs were
recorded on the subject’s CRFs. However, subjects could
not receive ACTH, corticosteroids, valproic acid,
felbamate, or any investigational drugs other than
vigabatrin during the first 2 weeks of the study.
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The primary endpoint of this study was the proportion
of subjects who were free of spasms for 7 consecutive
days beginning within the first 14 days of vigabatrin
therapy.

The secondary efficacy endpoints of the study assessed
spasm freedom without the use of a CCTV EEG.

The following safety evaluations were made:

» The incidence of all adverse events (AEs), classified
by system/organ class, relation to vigabatrin therapy, and
severity of the AE.

» The incidence of AEs occurring in the first 2 weeks,
classified by system/organ class, and vigabatrin dose.

* The distribution of AEs by ectiology groups.

* The distribution of serious adverse events (SAEs) by
etiology groups.

17. Safety evaluation criteria * The incidence of SAEs by system/organ class and
relation to vigabatrin therapy.

» The incidence of abnormal laboratory values using the
maximum value per subject.

» The incidence of abnormal laboratory values using the
minimum value per subject.

* Concordance of laboratory abnormal assessments
between investigator and laboratory criteria.

*+ The frequency of mnormal and abnormal
ophthalmologic examination results.

16. Efficacy evaluation criteria

The primary efficacy analysis of this study used a chi
square (2) test to compare the proportions of subjects in
the high- and low-dose vigabatrin treatment groups who
were free of spasms, according to the primary endpoint
definition of spasm freedom.

18. Statistical methods The secondary efficacy analyses used the y2 test to
compare the proportions of subjects in the high- and low-
dose vigabatrin treatment groups who were free of]
spasms, according to the respective endpoint definitions.
The safety analysis in this study was performed using
descriptive statistics.

Patients under 2 years of age weighing 3.5 kg or more.
High dose group: 108 patients / 107 patients

Male; 45 / Female; 61

0.6 years old (0.1 to 1.7 years old)

Low dose group: 114 patients / 114 patients

Male; 63 / Female; 50

0.6 years old (range 0.1-1.7 years old)

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

In the analysis of the primary efficacy endpoint, 11%

ol Bty sl (25/221) of the subjects were free of spasms for 7
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consecutive days beginning within the first 14 days of]
vigabatrin therapy with CCTV-EEG confirmation within
3 days of spasm freedom, with a greater response in the
high-dose treatment group compared with the low-dose
treatment group.

Physician and caregiver assessments each showed
improvement in both low and high-dose groups, with a
change from “mild improvement” to “moderate
improvement” over a 3-month period.

In conclusion, vigabatrin was effective in a dose-
dependent fashion and across a number of cfficacy
endpoints in causing spasm cessation in subjects with IS.

Throughout the course of the study, 93% of the 222
exposed subjects in the safety cohort had a total of 2002
adverse events (AEs), of which 1586 were unique. The
most common AEs were respiratory tract infection (114),
otitis media (88), pyrexia (61), irritability (56), and viral
infections (42).

The incidence of adverse events was similar in the high
and low-dose groups.

21. Safety results

Vigabatrin is effective in treating subjects with IS and
is well tolerated. Efficacy was determined using both
clinical and electrophysiological measures. The response
rates of subjects in the high-dose treatment group were
statistically significantly greater than subjects in the low-
dose treatment group. This difference in spasm cessation
between high- and low- dose groups began within the
first week of therapy and continued to increase over the
next several weeks. Relapse rates were low and most
22, Conclusion subjects attained enduring spasm freedom.

Global assessments by physician and caregiver also
supported the efficacy of vigabatrin in the treatment of
IS. Only 19 of 222 subjects discontinued vigabatrin
therapy as a result of an AE or SAE; 6 of these
discontinuations were classified as wunrelated to
vigabatrin. Most AEs and SAEs were not classified as
rqlatcd to vigabatrin, with only 5 SAEs ascribed to

gabmgln’l"he safety profile was similar for subjects in
i / th d high-dose vigabatrin treatment groups.

Applicant (Marketing
Authorization Holder)
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iune BUNpoOyBaHHA

1. Haasa nikapeskoro 3aco0y (3a HasBHOCTI -
HOMEP PEECTPALIHHOTO TIOCBIUCHH)

CABPUJI®, tabneTkn, BKPUTI IUIIBKOBOK 000IOHKOIO,
o 500 mr

2. 3asBHHUK

TOB «Canodi-Apentic Yipainay, Yipaina

3. BupobHuux

ITATEOH ®PAHL{IA

4. TlpoBeacHi AOCTIKCHHSL:

! TaK C =

SIKINO Hi, O0TpyHTYBaTH

1) Tum nikapceKoro 3acoby, 3a SKHM MPOBOAMIACS
ab0 nuaHyeTbCst PeECTPALIis

Jlikapcekuii 3aci0 3a MOBHUM [J0ChE (ABTOHOMHE
10Ch€), IHIINH JiKapChKHii 3aci0, HOBA AlI0Ya PEIOBHHA

5. IlosHa Ha3zBa KIIHIYHOTO BHIPOOYBAHHI,
KOZOBAHUIT HOMED KIIHIYHOrO BUIIPOOYBAHHS

Kainiunuii  mocBiga Ta 3acTocyBaHHs BirabaTpuHy
(Cabpun®) nauieHTaM 3 IHPAaHTHIBHHMH CIA3MAMH
Homep npotokoiy: 1-A

|6. ®asa kniniyroOro BUTMpPOGYBaHHS

daza 111

7. Ilepioa mpoBeieHHS KIIHIYHOTO BUMPOOyBaHH

[lepioa nposeneHns gocaimreHns (pokn): 1996-2002
Mata BkmoueHHs nepmoro namienTa: 22 ciung 1996
POKy

Jata 3aBepIICHHS TOCIIIKCHHS OCTAHHIM NauieHTOM: 2
kBiTHs 2002 poky

9. KinpKiCTh JOCIIKYBaHIX

8.  Kpaiau, me nposomuwmocs  xnimiuxe|CIIA

BUNIPOOYBaHH
3annaHoBaHa:
Cnouarky mimanyeanocs 37-40 nariesTis,
dakTuaHa:

Y mporokon Oyiu BHECEHI MONPABKH, IO TO3BOISIOTH
BrIOYEeHHS 70 250 mauienTis. Komn mocmimkenss Gymo
MPHIIMHEHO, B HBOMY B3SIM y4acTh 3aragom 227
NauieHTiB.

10. Mera T2
BHIPOGYBAHHS

BTOPHHHI LT  KIIHIMHOTO

Mertorw maHOro aocmimkeHHs Oyna ouinka Ges3neku Ta
eexrusrocti sirabarpuny (Cabpun®) y nauientis
BIKOM A0 2 PpOKIB i3 Bhepume JiarHOCTOBAHHMH
iHbanTrbHUMA cniazmamu (1C).

11. HQu3aiis kHIYHOTO BUNPOOYBaHHS

e mocaimxenns 6ymo pozpobieHe sk GaraToueHTpoBE
paHIOMI30BaHE  3BHYAMHC  Caine  JOCHiDKCHHS
TpuBamicTio BiA 14 no 21 aHA 3 BIAKPUTHM FHYYKHM
TO3YyBAaHHAM Ta JOBTOCTPOKOBHUM CHOCTEPEKEHHAM
nanieHTiB i3 Brepme aiaraocroBarumu IC.

12. OcHOBHI KpUTEPIl BKIKOYCHHS

» Hiaruos IC.

« JliarHocTi4aHi KpuTepii.

+ Bik: MeHme 2 poOkiB, TPHBATICTE BCTAHORJICHHS
niaro3y IC ne Ginpure 3 micsimis.
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* Maca Tina: He Mene 3,5 kr.

» MPT a6o KT ronosHoro Mo3ky npotsrom 12 micsuis
10 BI3WTY BHUXIZHOTO piBHA JI8 MIATBEPIKCHHSA
BIACYTHOCTI IIPOTPECYIOUOTO YPAKEHHS.

« Tunora kapruna EET" y manienTa.

+ [MauienTt He pearyBas HA BHYTPILIHBOBCHHE OOMIOCHE
peeaeHHa 50 wMr mipugokcuHy (y  BIADOBIZHMX
BHITAIKAX).

. IMTauient OTPUMYBaB cTablibHY 03y
nporueninentigaux npenapartis (ITEIT), mpuzrasennx
He 3a nokaszanHsM IC (y BIAMOBIOHUX BHOAJKAX).

« [lpu mpoBeaeHH]I OQTATEMONOrIUYHOTO OOCTEKEHHA Y
nagieHTa MATONOTIYHHX 3MIH HE cmocTepiraiocs abo
narosnoriuni 3Minu Oyau crabimsHuMu.

* Byno mianucano iHGopMoBaHy 3roay.

13. Jlocnmimxkyeanuii nikapebkuit 3acib, cmocid
3aCTOCYBAHHA, CUJIA il

Cabpun® (pirabatpun), Tabnetku mo 500 wr,
MepOPaATBLHO

[Micas Bi3uTy BHXIZHOTO piBHA mnauieHTH Oynu
paHA0MI30BaHI 11 OTPHMaHHA BHCOKMX 103 (100-148
mr/kr/aens) abo Husekux 03 (18-36 wmr/kr/nens)
BiraGarpuny nporsrom nepuux 14 auis gocmimpxeHHs. Y
paMKax IUX PEXKUMIB H03YBAHHA NALIEHTH OTPUMYBAIH
03, pospaxoBaHi 3a Mmacol Tina. Birabarpun
nocTavyascs y BUNTAL TabneTok i3 puckor no 500 mry
UIAMIKAX 13 HE3aMACKOBAHHM MapKyBaHHSM 1 BBOJUBCA
NepopaibHO JBA Pa3v HA JCHB, 33 BHHATKOM BHIAAKIB,
KOJIM 3araibHa Ao3a Gymna <250 Mr/mess, y TakoMmy pasi
03BOJIANOCA HO3YBAaHHS OJMH pa3 Ha AeHb. Ocobu, aKi
3OifiCHIOBANM JOrsLd, He wMamu  iHdopmamii  npo
paHIoMI3aniio BiradaTrpuHy, 103y THTPYBAIM IPOTITOM
7-IEeHHOrO Nepiody, a MOTiM 7 AHIB BBOAWIH IOCTIHHY
103y. SKIO ¥ nauie€HTa NPUIHHLINCH CIa3MH IIPOTSITOM
nepumx 14  OHIB  MIKyBaHHA, BIH NPOAOBKYBAaB
OTPUMYBATH MIKYBAHHA LI€ MPOTArOM CEMM HHIB 10
novatky (asm  miKyBaHHA 3 THYYKOIO  J030I0.
OuintoBaHHA 13 BHKOPHCTAHHAM
cackrpoenuedanorpadii 3 Bigeonarmigom (EEI 3
BiZICOHArIAIOM) BHKOHYBAJIM NPOTATOM 3 [HIB Mmicas
CHOMOTO [AHA 3 MOMEHTY IPUIHHEHHA cmasMiB. ko
MALI€AT HE AOCAraB KIiHIYHOro cTany Ge3 cnaswmis 10 14-
TO [IHS, BiH BCTynas y a3y NiKyBaHHA 3 THYYKOIO O30
NPOTATOM BiA WIOHANMEHIe 2 THXKHIB 1 40 3 POKiB.
[IporsaroM nporo mnepiofy A03yBaHHsi Birabarpuny
30inemiyBanocs abo  3MEHmIyBanocs Ha  pO3CYQ
nocaiaauka. [IBHAKICTE 3MIHKM HE MOT/Ia NEPEBHIYBATH

25-50 Mr/kr B A€Hb HA WIOTHKHEBIN OCHOBI.
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[11aHOBAHA TPHBAMICTD JIKyBAHHS: MidiMyM 1 micsmp i
MaKCHMyM 3 POKH 3 PETYISPHHM NOAQJIBIINM
CIIOCTCPCKCHHAM.

14. Tlpemapar nopisHsHHs, 7033, cnocib| He 3acTocoByerses.
3aCTOCYBAHHsL, CHIA Al

Mauientu wacto orpumysanu imwi ITEIT i cymyrni
MeToan mikyBaHHs. Vi nauienTH, AKi OTpUMYBATH 1HII
[EI, mosunui Gymu oTpHMyBaTH CTabLTBHY 03y MO
BKTIOYCHHS B JOCHIKGHHS. Y XOOi JOCHIIKCHHS
npuiioM Tpemaparis, Aki Gymu HeoOXiaHI A1S 310pOB'S
nani€HTa, po3NOYHHABCA ab0 MPOJIOBIKYBABCA HA PO3CYA
nocniguuka. Yei cynyrni ITEI 6ynn 3apeectposasi B
IPK namienTta. OfHak Nai€eHTH HE MOTIH OTPHMYBAaTH
AKTI, KoOpTHUKOCTEpOiAM, BalbMPOEBY  KHCIOTY,
denbamar abo Gyap-sKi IHII JOCITIIKYBaHI Npenapary,
KpiM BiraGaTpumy, NpOTATOM TEPHHX 2 THIKHIB
JLOCITI IKEHHSL.

15. CynyTtus Tepanis

TepBHHHOO KIHUEBOK TOYKOIO LBOTO AOCTIINKEHHS
fyna uacTka TAUIEHTIB, y sKMX He Oyno cmasmis
ApoTAroM 7 [HIB MOCHLAb, IO MOYMHAIOCS Y MOKax
16. Kpurepii ouinkn eeKTHBHOCTI nepuux 14 gHiB nikyBaHHA BirabaTpuHOM.

Bropussi Kinuesi T04kn eCKTHBHOCTI JOCITIKCHHS
OLiHIOBATH BiacyTHIiCTH cna3mis Ge3 Bukopuctanns EEI
3 BIICOHATIISAIOM.

Bynu nposeaeHi HACTYNHI OLIHKH GE3MCKM:

»  Yacrora Bcix Hebaxamux  ssump  (H5),
kracuikoBaHUX 32 KJIACAMU CHCTEM OpraHiB, 3B'S30K 3
nixyBaHHAM BirabaTpuHOM i TsDKKICTS HIL

» Yacrora HS, mo BuUHHKAIM B mepmi 2 THOKHI,
kracuikoBaHMX 33 KIACAMH CHCTEM OpPraHiB i J03010
Birabarpuay.

» Posnoain HA Ha erionoriusi rpyns.

 Posnoain cepiosaux Hebaxannx seum (CHS) ma
eTiONMOT14YHI IPYTH.

17. Kpurepii ouinky 6e3nexu » Yacrora sumuknenns CHS 3a xmacamm cuerem
opraHiB i 3B'130K 3 JTIKyBaHHAM BiraGarpuHoOM.

» Yacrora BigxuieHb 1abOpaTOPHHX MOKA3HUKIB BiJ
HOPMH 3 BUKOPHUCTAHHAM MAKCHMAbHOTO 3HAYCHHS IS
KOJKHOTO TIALIEHTA.

+ YacToTa BiXwieHs 1aBOPATOPHUX TMOKA3HUKIB Bij
HOPMHM 3 BUKOPHCTAHHAM MiHIMAJIBHOTO 3HAYCHHS /IS
KO’KHOTO TAI[IEHTA.

» BignopigmicTs MK OLIHIOBAHHAM BIAXHICHb
1a0OpaTOPHUX MOKA3HUKIB BiJ HOPMH JOCHIAHHKOM 1
MaBOPATOPHIMH KPHTEPISMH.
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« Yacrora HasBHOCTI Ta BIACYTHOCTI martosorii 3a
pesyabpTaTaMH O TAIBMOIIONIYHOTO 00CTEKEHH.

Y nepsuHHOMY aHani3si  edexTHBHOCTI  UBOrO
AOCIIUKEHHA BHKOPHUCTOBYBABCS TECT Xi-kBanpat (y2)
15 NOPIBHAHHS YACTKH MALIEHTIB y IPYNax JiKyBaHHS
BHCOKHMH T4 HH3BKMMH N03aMHu BirabarpuHy, y sKux
NPHIMHAIKCE CHA3MH, BIANOBIAHO [0 BH3HAYCHHS
NCPBUHHOI KIHIEBOI TOYKH — NPHIMHCHHS CHA3MiB.

18. Craructuuni metoan b BTOPHHHOMY aHaumisi e)eKTHBHOCTI
BHKOPUCTOBYBABCA TCCT Y2 IS NOPIBHAHHA YACTKH
MANIEATIB y TPyax JiKyBaHHS BIraGaTPHHOM Y BHCOKHX
I HM3BKMX [03aX, y SKMX TPHOMHIINCE CITA3MH,
BIAMOBIAHO 0 BIAMOBIAHUX BU3HAYCHB KiHIICBOT TOUKH,
Anais Oe3nmexn B bOMyY JOCTiAKEHH] 6yB NpoBeneHHit
3 BHKOPHCTAHHAM ONMHCOBOI CTATHCTHKH,

IMauienTn BikOoM m0 2 pokiB 3 macoio Tima 3,5 kr i
Ginbue.

I'pyna Bucoxoi no3u: 108 namientis /107 nauienTtis
19. Jlemorpadiuni mOKasHUKM JOCTIIKYBAaHOI| wonoBidoi crari; 45 / xiHouoi crari; 61
momyssil (crars, BiK, paca, Tomo) ik 0,6 poky (8ig 0,1 no 1,7 poky)
I'pyna nusexoi gozn: 114 nauienris / 114 nauientis
40JI0Bi401 cTaTi; 63 /AxiHouol crari; 50
Bik 0,6 poky (aianazon 0,1-1,7 poky)

B anmanisi nepeuHHOI KiHIEBOI TOYKH €(EKTHBHOCTI Y
11% (25/221) nauienris cnasmm  Oyam  BigcyTHI
TIPOTATOM 7 [HIB NOCMiNb, HOYHHAKYH 3 nepmux 14 nxis
nikypawHsA BirabatpuHOM, 3 migrBepmkennsM EEL 3
BIACOHAIIANOM TPOTATOM 3 AHIB HiCHS MPHIHHCHHS
cnasmis, 3 OUIBINOK BIANOBIMAIO B rpymi JiKyBaHHS
BHCOKOI0 JI03010 TOPIBHAHO 3 TPYNOK JIiKYBaHHA
HHU3BKOIO JO3010.

Ouinkn nikaps ta ocobu, sxa s3aiiicHioe mormsn,
NPOACMOHCTPYBAIH MOKPALICHHS K Y TPYIIL 3 HU3bKOIO,
TaK 1 B rpyri 3 BUCOKOIO 03010, 3i 3MIHOK Bij «IErKOro
NOKPALIEHHA» [0 «IOMIPHOTO MOKPAIIEHHA» NPOTATOM
3-micsayHOrO mepioay.

Takum ynsOM, Birabatpun Oys edexTHBHHIT 3a7IeKHO
BIA JO3H Ta MO PsAy KIHUCBHX TOYOK CCKTHBHOCTI
11010 NPUNHHEHHA crasMis y mauienTis 3 IC.

20. PesynsraTu edexruBHOCTI

ITpoTarom yceoro aociiukenns y 93% 3 222 nanieHTis
3 ekenosuniero B Koropti 6esneku Gymno B uizomy 2002
nebaxannx spuma  (HA), 3 sxux 1586 Oymm
yHikanbhnmy. HaitGinem wactumn HS Gymu indpexurii
auxanbHuX wsxis (114), cepenniit otut (88), mipekcis
(61), aparisiusicts (56) 1 BipycHi inderuii (42).

21. PesynbraTn 6esncku
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Yacrora HeOamanux sy 0y/1a OAHAKOBOK B rpynax
3 BHCOKOIO | HU3BKOI 03010,

Birabatpun edexrupHuii npu jgikysanHi nauienTis 3 [C
1 moope mepeHocurbea. EdexkTuBHICTE BH3HAYANACA 3
BUKOPHCTAHHSIM SIK KTIHIYHHX, TaK 1
enexTpodizionoriaHnx noxkaswukis, Yactora siamosigei
y NauieHTiB y rpymi JKyBaHHS BHCOKOK 10300 Oyia
CTaTHCTHYHO 3HAYMMO BHLIOK, HDK Y MALIEHTIB Y rpyIi
JIKYBaHHA HU3BKOIO 703010. Ll pisHuns B npunuHEHHL
CrasMiB MK IPyNaMH 3 BHCOKOK 1 HH3BKOK A030K0
MOYHHANACH MPOTATOM MEPIIOTO THXKHA Tepamii i
IPOMOBKYBAIA 30IMBIIYBATHCS NPOTATOM HACTYITHUX
KimbkoX TmokHiB. YactoTa penmameie Oyaa HH3BKORO,
GUTBIIICTE MALIEHTIB JOCATIH CTIMKOTO NPHIHHEHHA
criasmis.

I'mobaneHi ouiHIOBaHHS, TPOBEACHI TiKapeM i 0co0010,
110 31HCHEOE XOTIIAN, TAKOMK I ATBEPIIIH eheKTHBHICTE
sirabarpury npu nikysanHi IC. Timexku 19 3 222
NALIEHTIB NPUINAHHIM JTIKYBaHHS BirafaTtpuHOM B
pesynerari HA aGo CHA; 6 rtaxux Bumaakis Oymu
knacuQikoBaHi K HE noOB'w3aHi 3 BiraGarpuHOM.
bimpmicts HA 1 CHA wme Oymm xnacudikoBani sk
nos's3ani 3 Birabarpurom, 1 Tineku 5 CHSA 6ym
BigHeceHi g0 BiraGarpuny. Ilpodins OGesnexu Oys
AHANOTIYHHM Y TMAIEHTIB ¥ TPYNaX JIKYBAHHA HU3BKOO
Ta BHCOKOIO 103010 BirabaTpuny.

_— 77

Nt

22. BucHOBOK (3aKII09eHHSN)

XO3AINY 3
NMATARD
3asBHHK (BTACHHK %
peecTpaniiHoro ? j
MOCBiAYCHHL) g
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

]Sanoﬁ«-Aventis Ukraine LLC, Ukraine

3. Manufacturer

|[PATHEON FRANCE

4, Trials conducted:

yes O no If not, substantiate

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

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

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

The Pharmacokinetics of the R(-)- and S(+)-Enantiomers
of y-Vinyl GABA in Healthy, Elderly Volunteers after an
Oral Dose of the Racemate.

Protocol number: 71.754-1-7

6. Clinical trial phase

Phase I

|7. Period of the clinical trial

|August, 1982

8. Countries where the clinical trial was conducted

|Germany

9. Number of study participants

Planned: 6 subjects
Actual: 6 subjects

10. Goal and secondary objectives of the clinical
trial

Objectives:

1) To determine pharmacokinetics of the R(-)- and S(+)-
enantiomers of y-vinyl GABA after a single oral dose of]
racemic y-vinyl GABA in normal elderly volunteers.

2) To determine tolerance of normal elderly subjects to
an oral dose of 1.5 g (R, S)- y-vinyl GABA.

11. Design of the clinical trial

Single dose, 1-period study.

The study was done on two consecutive days for each
subject. Subjects arrived at the Unit in the fasted state the
morning of the 1st test day.

1.5 g (R, 5)-y-vinyl GABA was administered orally as 6
hard gelatin capsules of 250 mg/capsule with 300 ml
water at 8 a.m. Subjects drank 200 ml water at 2, 4 and 6
h after the morning dose and received a standard meal and
fluid ad libitum 8 hours post-dose.

Volunteers were kept at the Unit for 24 hours and
returned again at 36 and 48 h post-dose. If clinical
symptoms were absent, they were allowed activity ad
libitum 48 h post-dose.

12. Main inclusion criteria

Subjects did not have liver, kidney, -cardiac,
gastrointestinal, or hematological diseases, no history of]
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drug addiction or psychiatric dependence nor any sign of]
neurological or psychiatric abnormality.

A physical examination, including ophthalmologic and
neurologic examinations, was done .to confirm the
absence of abnormalities.

They had no clinically significant abnormalities on a
laboratory screen consisting of:

- CBC, differential, platelet count

- urine analysis including pH, specific gravity, creatinine,
sugar, protein, microscopic examination of sediment

- serum analysis consisting of glucose, urea nitrogen,
total bilirubin, alkaline phosphatase, SGOT, SGPT,
LDH, uric acid, creatinine, total protein, albumin,
calcium, and phosphorus.

An electrocardiogram did not display clinically
significant abnormalities.

Written informed consent was obtained from each subject
admitted into the study..

13. The investigational medicinal product, method|1.5 g (R, S)-y-vinyl GABA was administered orally as 6

of administration, strength hard gelatin capsules of 250 mg/capsule.
14. Comparator, dose, method of administration, [Not applicable.
strength

Subjects did not take chronic medications or any
prescription or nonprescription medication or
investigational drug for 2 weeks before entering the
study. No other medications were permitted during the
course of this study. Caffeinated and alcoholic beverages
were not permitted for the duration of the study.

15. Concomitant therapy

Creatinine clearance:

Plasma creatinine concentration (CCr) was determined
before, 24 h, and 48 h post-dose. Creatinine clearance
was calculated from plasma creatinine concentrations 24
h, and 48 h post-dose and urinary creatinine excretion at
the 0-24, and 24-48 h intervals. Additionally, creatinine
clearance CICr was estimated by the formula of Cockroft
and Gault.

Pharmacokinetics:

Blood:

Blood samples of 5 ml were taken before and at 5°, 157,
30°,45°,1h,2,3,4,6,8, 12, 16, and 24 hours post-dose.

Blood was transferred into heparinized vials,
centrifuged, and plasma frozen and stored at -70°C until
analysis.

Urine;

16. Efficacy evaluation criteria
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Urine was collected during two 24 h periods beginning
on the day of drug administration. Each 24 h-urine
volume was measured, an aliquot kept, frozen and stored
at -70°C until analysis.

17. Safety evaluation criteria

Subjective symptoms:
Each volunteer was asked frequently for subjective
symptoms.

Physical examination:
Each volunteer was examined once before ingestion of]

the dose and 48 h later. Vital signs (including pulse and
blood pressure after 10 minutes supine and in the erect
position after standing for 2 minutes) were registered
before and 1, 2, 3, 4, 6, 12, 24 and 48 hours post-dose.
Laboratory monitoring:
The laboratory screen was repeated 24 h and 48 h after
drug administration.

18. Statistical methods

Analysis of plasma and urinary concentrations of y-vinyl
GABA concentrations was accomplished.

The determination of the areas under the plasma
concentration versus time curves was done by the RIP
feathering method and the trapezoid method.

Descriptive  statistics were reported for the
pharmacokinetic parameters; i.e., mean and standard
deviation.

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

of

study

6 healthy, elderly volunteers (3 male, 3 female). The
mean age of the subjects was 64.7 years (range: 60-75);
height, 167.8 cm (range: 157-178); and weight 71.5 kg
(range: 58-89).

20. Efficacy results

In 5 of 6 subjects a rapid absorption of y-vinyl GABA
following oral administration was observed with peak
concentrations between 0.5 and 1.0 h post-dose.
However, one subject exhibited a slower absorption with
peak concentration occurring 3 h post-dose. Peak
concentrations of the R(-)-enantiomer were always
greater than those of the S(+)-enantiomer. This may
indicate a more rapid absorption of the R(-)-enantiomer.
Alternatively, different initial distribution characteristics
may be the reason for this phenomenon.

Plasma concentrations exhibited their largest
intraindividual variations at the 3-12 h interval. During
this interval continuing ongoing distribution phenomena
must be assumed. On the other hand, a parallel decline of]
plasma concentration was found at the 16 to 20 h post-
dose interval for both enantiomers.
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Urinary recovery as well as renal clearance of both
enantiomers was dependent on renal function. However,
terminal half-life, as estimated by the feathering method,
exhibited an inverse relationship to renal function. An
explanation may be that smaller distribution volumes in
those patients with lower creatinine clearance and lower
y-vinyl GABA clearance resulted in higher plasma
concentrations during the 2 to 12 post-dose observation
period. In turn, these higher plasma value may have
played a role in compensating for reduced renal
elimination by increased extrarenal mechanisms and
thus, led to comparable values of total body clearance in
different individuals and an inverse relationship between
the distribution volume Vpss and the elimination
coefficienty (see Fig. 13). This may be also be interpreted
as follows: The lower the creatinine clearance, the longer
the distribution phase and the longer the distribution
phase, the more the ongoing distribution process can
influence the terminal T1/2.

Furthermore, the presented pharmacokinetic study does
not provide data obtained after i.v. administration. Since
the calculation of total body clearance after oral
administration depends on bioavailability and dose, the
presented pharmacokinetic calculations could be biased
by reduced bioavailability in these elderly patients.

Subjects reported two subjective side-effects, headache
(3 subjects) and tircdness (2 subjects).

No clinically relevant changes in the lab screen were
observed. A comparison of the values (blood pressure,
lying and standing, as well as pulse rate) found at “0”
hour and *“48” hour with the Student-t-test for paired
samples showed significant (p < 0.05) decreases for both
mean systolic and diastolic lying blood pressures.
Furthermore, a significant (p < 0.05) decrease in erect
diastolic blood pressure from “0” to “48” hours post-dose
as well as an increase in erect pulse rate were found.

Otherwise, the final physical examination showed no
changes compared to the original findings. The effects on
blood pressure and pulse rate are most likely due to some
agitation of the volunteers at the onset of the study
procedure.

21. Safety results

Results indicate that reduced renal function and
creatinine clearance values as low as 60 ml/min do not
impede the elimination of y-vinyl GABA in these elderly
patients. However, repeated doses at 8 h-intervals may

22. Conclusion
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lead to higher plasma concentrations as a consequence of]
the smaller distributional volumes in those with reduced
renal functions. Thus, the two oldest subjects (aged 75
and 69 years) had the lowest distribution volumes and the
lowest values of creatinine clearance. On the other hand,
it seems necessary to compare these pharmacokinetic
data in elderly subjects with- those obtained from another
study in young healthy subjects with the same analytical
method. Previous results in young healthy subjects, using
plasma concentration determined by an amino-acid
analyzer method, suggest that the elimination half-life of]
y-vinyl GABA may be shorter in younger people than
those found in elderly healthy volunteers reported here.

Applicant (Marketing
Authorization Holder)
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3BiT npo KiiniuHe BUNpoSyBanHs

1. Hazsa mikapeskoro 3acofy (3a masisHOCTI -

CABPUJI®, tabneTkn, BKPUTI ML1IBKOBOIO 000I0HKOIO,

HOMEP PEECTPAUiHHOTO MOCBIAUEHHS) no 500 mr
|2. 3asBHUK TOB «Caunobi-Asentic Ykpainay», Yipaina
3. Bupo6Huk [TATEOH ®PAHL{S

4. IIposeneHi qocniaKCHHS:

C wi

TaK AKIIO Hi, OOTpyHTYBaTH

1) Tun gikapcskoro 3acoby, 3a IKUM IPOBOAMIACS
abo NIaHyeTbCs PeECTpaLisn

Jlikapcpkuii 3aci0 3@ mOBHUM J0CEE (ABTOHOMHC
10Ck€), iHWNIT Tikapeskuii 3acib, HOBa AilO4a peYoBHHA

5. [Ilopna HaszBa KJIIHIMHOTO BHIIPOOYBAHHS,
KOJIOBAHHI HOMEP KIIHIYHOTO BUNpoOyBaHHs

@apmakokineruka R(-)- i S(+)-enantiomepis y-Binin-
CAMK y 310poBHX 10OPOBOIBLIB NiTHLOTO BiKYy TTicHs
NEPOPATBHOrO BBEACHHA PALIEMATy.

Howmep mpotokony: 71.754-1-7

6. dasa KIHIMHOTO BUNPOOYBaHHs

Pasa |

|7. ITepioa mpoBeaCHHS KIIHIYHOrO BUNPOOYBaHHS

Cepnens 1982 poky

8.  Kpaiuu, ne KIiHIYHE

BUNPOOYBaHHS

MPOBOAHIOCS

Himeuunna

9. KinekicTs qocnimkyBasaux

3annanosana: 6 oci6
DaxTuuna: 6 ocid

10, Mera Ta gl KIIHIYHOro

BUNPOOYBaHHS

BTOPHHHI

i

1) Busmauutu dapmakokigernky R(-)- i S (+)-
eHantiomepis  y-BiHin-TAMK  (Birabarpuny) micns
OJHOPAa30BOr0 MEPOPATBHOTO BBEACHHS paLeMivyHOL -
BiHin-I' AMK 310poBuM 106poBOabLAM TITHBOTO BIKY.
2) BusHauuTH NEPEHOCHMICTh NEPOPATBHOTO BBEACHHSA
L5 r (R, S)-y-pinin-ITAMK y 3noposux no6posoasiis
JITHBOTO BIKY.

11, Ju3aiin kaiHivHOTO BHNOPOOYBaHHs

JlocoimxkeHHs 3 OZHOPAa3OBMM BBEICHHAM Ta OJHHM
MeploAOM.

HocainkeHns npoBoamaocs [JBa AHi MOCHLTE A/IA
kKokHOTO Jo0poBombua. HobGpoBonsui mpubysain mo
BIIIUIEHHS ¥ CTaHi HATILE BPaHUi 1-ro JHs TECTYBaHHS.
L5 r (R, S)-y-pinin-TAMK BBOAMnM nepopaisHo y
BUIMIAAL 6 TBEPAMX JKENATHHOBHX Kancyl mo 250
mr/kancynma 3 300 ma Bomm o 8 roaumi pasky.
Jo6posomeui Bumusamu 200 ma Bozm uepes 2, 4 i 6
TOAMH MICIs PAHKOBOI TO3W I OTPHMYBAIH CTAHZAPTHY
DKy 1 pilauAy 1o 6akaHHIO Yepes 8 roauH mics npuiioMy
03H.
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Hobposoabui 3naxomummes y sBiaaineHni npotsarom 24
TOAMH 1 mOBEpTAaNHCS 3HOBY 4Yepes 36 i 48 roauH mics
BBCACHHA ao3u. Slkmo kmHIMHI cumnToMu  Gymm
BIZICYTHI, IM J03BOIAIACA AKTHBHICTE 10 HaKAHHIO qepes
48 rogun nicas npuiioMy T03H.

Y nobposonsuis He 6yi10 3aXBOPIOBaHb NICYIHKH, HHPOK,
cepLs, IITYHKOBO-KHIIKOBOTO TpakTy abo
rCMATOMOrIMHUX 3aXBOPIOBAHb, B aHamHe3l He Oyio
HapkoMaHii a6o mcHXiaTpHYHOI 3aMEKHOCTI, a TAKOK
Oyab-skmX 03HaK HeBponoriyHux abo mcXiaTpHYHMX
BIIXIJICHB.

bys mnpoBenenmii (QisuxanbHHN OTASA, BKIIOYAIOYH
odTaneMOI0riuHe Ta HEBpOJIOriuHe obCcTexeHHs, Mmoo
MiATBEPANTH BIACYTHICTh BiIXHICHS.

Y Hux me Oymo KIIHIYHO 3HAYYIIMX BIIXHIEHH 34
pesyibTaTaMu  1abOpaTOpPHOMY — CKPHHIHTY, IO
CKJIAABCA 3 HACTYIHOIO:

- 3aragbHME aHami3 kposi, Gopmyna Kposi, KiTBKICTH
TpOMOOLHTIB

- aHami3 cewi, Bitrouarogu pH, nutomy Bary, kpeaTunin,
uyKop, 610K, MiKPOCKOIMIMHE AOCIIIKEHHS 0CaLy

- @Ha;3 CHPOBATKM 3 BH3HAYCHHSAM TIIFOKO3W, a30Ty
CEYOBHHH, 3araibHOro Oimipybiny, myxkHoi docarasu,
ACT, AJIT, JIAT, ceuoBoi KHCIOTH, KpeaTHHIiHY,
3araneHOro Oiika, amebyminy, kansuio i pochopy.

EET 6Ge3 kiIiHIYHO 3HAYYIINX BIAXHU/ICHbD.

ITucemoBa indopmoBana 3roma Oyma orpumana Big
KOJKHOTO J0OPOBOJBIS, 3ay4€HOr0 A0 NPOBEACHHS
TOCHTIDKEHHSL.

12. OcHoBHI KpHTEpIi BKIKOUEHHS

1,5 r (R, S)-y-sinin-ITAMK (giraGatpun) sBOIMIH
NEPOPaNbHO Y BUTIAAL 6 TBEPAHX KEIATHHOBHX KaICyJ
no 250 mr/kamcysna.

13. Jocmimxyeauuii nikapchkuii 3acib, cmocid
3aCTOCYBaHHS, CHa Iil

14, Tlpemapar mopisHsHHs, 1033, cnoci6|He 3acTOCOBYETHCS.
3aCTOCYBAHHN, CHIA il

HoOposonbii He mnpuiiManH JKOOHHX TIPEHAPATIB
nocriiino, abo  Oyme-akMx  npemapatiB,  mio
BiAMycKkarOThCH 3a peumentoM abo Ge3 pementa, aGo
AOCTIMKYBAHUX NPENAPATIB NPOTAroM 2 THXKHIB 10
noyatky aocmimpxesss. [IpuifoMm iHmmx npenaparis y
Xo4i WBOTO MJOCTIKEHHA He nosoaseca. Ha wac
JOCHIIUKCHHS HE NO3BO/SLIMCH Hamoi 3 kodeinom i
AJIKOTOITIEM.

KnaipeHc xpeatuHiny:
16. Kpurepii oninku edextuBHOCTI KonuenTtpanio kpeatnniny s miasmi (CCr) suznauam

10, uepes 24 roauuu 1 48 rogun micas BBCICHHS NO3H.

15. Cynyrus Tepamnist
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Kaipenc KpCaTHHIHY PO3paxoBYBAIH 3a
KOHIICHTPALIAMH KPEaTHHIHY B IUIa3Mi Kposi uepes 24
roguad 1 48 roauH micas MpHIOMY JO3H, SKCKPEUiH
KpEaTHHIHY 13 ceuero 3 intepsanamu 0-24 1 24-48 rogum.
Kpim Ttoro, kniperc kpearuniny (CICr) ouinrosanu 3a
dhopmynoro Kokpodra i Ionta.

dapmakokiHeTHEA:

Kpos:

3pa3ku kpoei o6'emoM 5 M Opanu 1o i uepes §', 15,
30, 45', 1 ronuny, 2, 3, 4, 6, 8, 12, 16 i 24 rogunu micus
NpUHOMY T03H.

Kposp neperocmnm y (rakoHH 3 TrenapuHOM,
HeHTPUYryBait, a mIasMy 3aMOpoXNKyBaIH i 30epiranu
npu -70°C 10 npoBeACHHSN aHATi3Yy.

Ceua:

Ceuy 36upamy mpoTarom ABoX 24-rogiHHHUX NEpioais,
NOYMHAKOUM 3 JHS BBeAeHHs npenapary. Koxni 24
TOAMHH BUMIpIOBaIH 00'eM ceul, amikBOTy 30epirasm,
3aMopokyBaIH 1 30epiramu npu Temneparypi -70°C go
NPOBCICHHS AHATI3Y.

Cvy0'eKTHBHI CHMIITOMH:

Koxnoro go6poBOIBIIE HacTO ONUTYBAIM HIOAO
cy0'€KTHBHHX CHMNITOMIB.

Dizukanbuuii orms

Koxen pobposonens Oy oOcTexxkeHnid mepex
npuitoMoM A03H 1 9epe3 48 roaus micis usoro. OcHoBHI
MOKA3HHKH JKHTTESUUIBHOCTI (BK/IFOYAKOYM OYABC 1
aprepianpHUi THCK micis 10 XBHIMH J€KaHHA HA CIHHI
1y BEPTHKAJIBHOMY IIOJI0KEHHI MIC/Is CTOSHHSI IPOTATOM
2 XBMJIMH) peecTpyBaim 10 iuepes 1,2,3,4,6, 12,241
48 roauH micis MpHHOMY J03H.

JlaGoparopHuii MOHITOPUHT:

JlaGoparopHuii aHami3 noBTOprOBamM uYepes 24 i 48
TOJNH MIiCIIA BBEACHHA NPENapary.

17. Kputepii ouinkn Oe3neku

bys mposenennii anamiz xoHueHTpauii y-sinin-I AMK
(iraGarpuny) B nuiasmi i ceyi.

BusHaueHHs mouy 0ij  KPUBHMH  IIa3MaTHYHA
KOHIEHTpaWis - 4Yac mpoBommiocs wMeroaom RIP-
PO3TYIIOBYBAHHS 1 METOZOM Tpamerii.

s (bapMaKOKIHCTHYHHX HapaMeTpiB Oyna
NpEACTAaB/ICHA ONKMCOBA CTAaTHCTHKA, TOGTO cepeaHe
3HAYCHHS 1 CTAHJAPTHE BIAXHICHHS,

18. CratucTHyuHl METO U

19. Jlemorpadiuni nOKasHUKH JOCILKYBaHOI| 6 310poBHX K0OPOBOIBLIB TITHEOrO Biky (3 wonoBikH,
nonyssiii (cTaTs, BiKk, paca, TOLIO) 3 sxinku). Cepenniii Bik noOpoBonbuis craHosus 64,7
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poky (nianaszon: 60-75); spict 167,8 cM (giamason: 157-
178); maca tina 71,5 kr (nianazon: 58-89).

20. PesymeraTu edextusHOCTI

Y 5 3 6 nobpoBombuis cmocTepiranocs mBHAKE
BCMOKTYBaHHA y-BiHiT-TAMK nicas  nepopamsroro
BBEJCHHS 3 MAKCHMAJIbHIMH KOHUCHTpaisMu Mix 0,5 1
1,0 rox micna mpmiiomy nosu. Ogmak y oaHOro
A00poBOAbLS  CHOCTEpiranocs  Gimbll — MOBiLTBHE
BCMOKTYBAHHS 3 MAKCHMAIBHOK KOHICHTPALIEO uepes
3 rommmuM micis mpuiiomy nosu.  MakcumaneHi
koHreHrpawii R (-)-enanTiomepy 3asxau 6ynn summmy,
HDK S(+)-emantiomepy. lle moxe Brasysats Ha Ginbuw
IIBHAKE BCMOKTYBaHHA R (-)-eHanTioMepy. Sk Bapiant,
NPHYHHOK LBOrO SBMIIA MOKYTh OYTH pi3HI MOYATKOBI
XapaKTEePHCTHKH PO3MOALTY.

Konuenrpauii B mnasmi kposi mamm waii6inemi
IHTPAIHAMBIyaIbHI KOAHBAHHA B iHTepBaii 3-12 roaus.
[Iporsrom uporo iHTepBamy MOKHA TPHITYCTHTH
MponOBxkeHHA (QeHOMEHIB posmoniny. 3 inmoro Goky,
NApajicibHE 3HHKCHHS KOHUCHTpAUil B miaasmi Kposi
Oyno BusBneHo wepes 16-20 rox micisa BBeNeHHS 1031
s 000X eHaHTioMepis,

BuseneHns i3 ceuero, a TAKOK HUPKOBHI KipeHc o6ox
CHAHTIOMEpiB 3anexamd Bia Qysxuii mEupok. Oxnax
KIHLEBUIT Nepiof HANIBBUBEACHHS, OLIHCHHI METOIOM
PO3TYLIOBYBAHHS, AEMOHCTPYBAB 3BOPOTHY 3AJICIKHICTH
i Qynkuii nupox. [ToscHenHs MOKe MoAsTaTH B TOMY,
o MeHui 06'eMH PO3NOAINY y MAUIEHTIB 3 HHMKUUM
KJIIPCHCOM KPEATHHIHY i HIDKIMM KIipEeHCOM y-BiHii-
' AMK npussoaunu 10 6Lkl BUCOKHX KOHUCHTpAIiii y
n71a3Mi NPOTAroM mepiofy cnocrepeskeHss Big 2 10 12
TIC/IA BBEACHHS A03U. Y CBOK 4epry, ui Gimbur BHCOKI
3HAUCHHS B MU1a3Mi, MOMJIMBO, 3Irpajy MEBHY pOlb B
KOMIIEHCALIT 3HIDKEHOT HUPKOBOI eiMiHanil 32 paxyHok
TOCHJIEHHS MTO3aHUPKOBUX MEXAaHI3MIB i, TAKHM YHHOM,
NPU3BENM 10 TOPIBHAHHUX 3HAYCHB  3arajbHOrO
KITIPEHCY Y PI3HHX JIIOACH i 3BOPOTHOI 3aJICXKHOCTI Misk
o6'emom posnoniny Vpss i kocdinienTom emiMinanii .
e Takox MOXKHA IHTEPIPETYBATH HACTYIHHM YHHOM:
HHM HIDKYE KITPCHC KpeaTHHiHy, THM joswa dasa
posnoniny, i wuM nosma $asa posnogity, THM Oimblie
TPHBAIOYMI TPOLEC PO3NOAITY MOKE BIUIMBATH HAa
KiHneBuH nmokasuuk T1/2.

Kpim  Toro, mpencrasiene  QapmakoxiseTHuHe
AOCTIDKEHHS HE MICTHTH AaHHX, OTPUMAHUX MiCIs
BHYTPIIIHBOBEHHOTO BBeACHHA. OCKINBKH PO3PAXYHOK
3araibHOr0 KIIPEHCY MICIS NEPOPAIbHOTO MpPHHOMY
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3a71CKHTE Bia 0i0QOCTYNMHOCTI Ta [03M, NPEICTABACHI
(hapMakOKIHETHHYHI  PO3paXyHKH  MOXKYTb  OyTH
CTIOTBOPEH1 3HHKCHOO 610A0CTYNHICTIO ¥ UHX NALIEHTIB
JIITHBOTO BIKY.

HobpoBoneui  moBimoMHAM npo gBa  Cy6'exTHBHI
nobiuni edexru: romosumi Oime (3 gobOposossus) i
BTOMITIOBaHICTE (2 700poBOIBLIS).

Xoguux KiHIYHO 3HAYYIMX 3MIH NPH TPOBEACHHI
1abopaTopHOTO  CKPHHIHTY  HE  CIIOCTEPIiraaocs.
[TopiBHsHHS 3HAYCHD (APTCPIAABHOrO TUCKY, JEKAYM i
CTOAYH, a TAKOXK YACTOTH MyJbCY), BAMIPAHUX B TOAHHY
0 i uepes 48 roiauH, 3 BHKOPHCTAHHAM {-TECTY
CrerofeHTa A78 MapHHX 3paskiB, MPOJCMOHCTPYBAIO
sHagyme (p < 0,05) 3HIDKEHHA SK CEPEIHBOrO
21. PesynpraTi Gesnexn CHCTO/IIYHOIO, TAK 1 A1aCTOMIYHOTO apTepialbHOI0 THCKY
neskaun. Kpim toro, cnocrepiranocs suauymie (p < 0,05)
3HIDKCHHSA JIaCTONIYHOTO apTEPIATBHOTO THCKY CTOAYH 3
roguan 0 no roaund 48 nicns npuiioMy A03H, 4 TAKOMXK
30LIBIICHHS YACTOTH MY/IBCY CTOAYH.

B inmomy sakmouHud Qi3HKaTBHEW OrAL  HE
IPOJACMOHCTPYBAB JKOHUX 3MiH MOPIBHSHO 3 BHXIIHUMU
pezynasTaTamu. Brimns Ha aprepiameHuil THCK 1 9acToTy
nyabCcy, IIBHAIIE 32 BCE, MOB'I3aHWI 3  JCAKHM
XBUJIIOBAHHAM N00pOBONBUIB Ha TOYATKY MPOLCAYPH
IOCTI DKEHHS.

Pesynbratn mpoaeMOHCTpYBaIM, 10 MOTIpLHICHA
(yHKIIT HEPOK 1 3HINKEHHA KIIPEHCY KpeaTHHiHy 10 60
MJI/XB HE NEPEIKOIKAIOTH BUBCACHHIO Y-BiHin-I' AMK y
LMX MAli€HTIB 1iTHBOrO BiKy. OgHak noBTOpHI 403u 3
IHTEpBAIOM Yy 8 TOAMH MOXYTH TIPH3BECTH 0
MiJBUINCHHS KOHHECHTpauli y miasmi KpoBi BHACTIZOK
MeHmoro o6'eMy posmoginmy B ocif 31 3HHMKEHOH
¢byukuiero HUpok. 30Kpema, y ABOX HalcTapimmux
nobposonbuis (Bikom 75 1 69 pokiB) Oyau HaiinrKkui
ob'eMu posmoximy 1 HaHHIKYI 3HAYCHHA KIIpEHCY
KkpeatuHiHy. 3 immoro ©oOKy, mpeACTaBILETHCS
HCOOXiTHHM MOpiBHATH Ui dapmakokineTuuni gami y
oci® MITHROTO BIKY 3 JaHMMH, OTPHMAHHMHM B XOJi
IHIIOr0  JOCHUKEHHA V  MOJOAMX  3I0POBHX
n00pOBONBIIB 3  BHKOPHCTAHHSIM  TOrO  CAMOTro
anamiTHyHoro Metoxy. Ilomepenni pesyastatn  y
MONOAUX 3A0POBHX A0OpDOBOMBLIB 3 BHIHAYCHHAM
KOHLCHTpaUwii B mMaasMi METONOM aMIHOKHCJIOTHOTO
aHamisaTopa  CBig4aTh TpO  TE, IO  meEpiox
HanissusencHHs v-Binin-I AMK mosxke 6ytn kopoTtium

22. BUCHOBOK (3aK/TIOYCHHS)
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Yy MOJOAMX JIOACH, HIK Yy 3A0POBHX A00pOBO/BLIB
NITHBOTO BIKY, JaHi AKHX MOBIiIOMIISIOTECS TYT.

3anBHEK (BTACHUK
peecTpawiiiHoOro
[OCBIOYEHH!)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

yes O no If not, substantiate

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

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

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

Pharmacokinetics of the R(-) and S(+) Enantiomers of y-vinyl GABA
after oral doses of the racemic mixture of R,S-y-vinyl GABA to
healthy volunteers.

Protocol No. 82-DL-09-ST.

was conducted

6. Clinical trial phase Phase [
7. Period of the clinical trial Date of report June 15, 1982.
8. Countries where the clinical trial| France

9. Number of study participants

Planned: 4 subjects.
Actual: 4 subjects.

10. Goal and secondary objectives of]
the clinical trial

To evaluate the pharmacokinetics of the R(-)- and S(+)-enantiomers
of y-vinyl GABA after repeated oral administration of the racemic
mixture to healthy male volunteers.

11. Design of the clinical trial

Oral doses of racemic R,S-y-vinyl GABA (vigabatrin) were
administered to healthy male volunteers. Doses were either 0.5 g or 1
g. Following a first dose, 24 h-urine was collected. The second dose of]
y-vinyl GABA was then given 24 h later and the third to sixth doses
thereafter every 12 h. Subsequent to the last dose, blood samples were
obtained at 0.5, 0.75, 1, 2, 3, 4, 6, 8, 12 h post-dose and again 24 h-
urine collected. Urines and plasma samples were analysed for the R(-
)- and S(+)-enantiomers of y-vinyl GABA using a combined gas
chromatography/mass spectrometry (GC-MS-COMP)-technique.

12. Main inclusion criteria

Healthy male volunteers given written consent

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

R,S-y-vinyl GABA was supplied in hard gelatin capsules containing
250 mg of drug.
Dosage: single oral dose, either 0.5 gor I g.

14. Comparator, dose, method of]

administration, strength

Not applicable.

15. Concomitant therapy

" Not applicable.
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Pharmacokinetic Analysis

The decay of the plasma concentrations was analysed by linear
regression analysis, treating the time points between approximately 0.5
and 3 h as the first decay phase, yielding ti/2.. The time points between
approximately 4 and 12 h were regarded as the second compartment,
yielding ti/2p .

The following parametrs were calculated:

- individual half-lives;

- area under the plasma concentration curve extrapolated to infinity
(AUCU-inf);

- total body clearance (Cly);

- apparent volume of distribution (aVp).

16. Efficacy evaluation criteria

17. Safety evaluation criteria Not applicable.

18. Statistical methods Not applicable.

19. Demographic characteristic off| All volunteers were male, aged 25 to 32 years.
study population (gender, age, race,
ctc.)

Pharmacokinetic Results:

Peak plasma concentrations of the two enantiomers for both doses
were reached in all cases within 1 hour after the last dose had been
given. Peak plasma concentrations of the R(-)-enantiomer of y-vinyl
GABA significantly exceeded the corresponding concentrations of the
S(+)-enantiomer, with an approximate ratio of 2:1 of R versus S-
enantiomer. From peak, plasma concentrations decayed for both
enantiomers in a biphasic manner. Plasma half-lives for the R(-)-
enantiomer were t12¢ = 1.60 and 1.76 h ; ti2p = 6.09 and 5.46 h for the
0.5 g and 1 g dose regimen, respectively. The corresponding plasma
half-lives for the S(+)-enantiomer were tine = 4.02 and 3.38 h :
ti2p=6.03 and 5.56 h. Since plasma concentrations of the R(-)-
enantiomer always exceeded the plasma concentrations of the S(+)-
enantiomer, AUCo.nt of the R(-)-enantiomer was larger and thus Clr
and aVp were found to be smaller for the R(-)-enantiomer. Twenty-
four hour urinary recovery of unchanged drug, following the first-
dose, was 33.6 and 42.3 % of the R(-)enantiomer and 22.5 and 29.2 %
of the S(+)-enantiomer for the 0.5 and 1 g dose, respectively. The
relative urinary excretion of the R(-)-enantiomer was thus 59.8 and
58.7 % and for the S(+)-enantiomer 40.2 and 41.3 %. Since AUC-ins
doubled, when comparing the obtained values after the 0.5 gand 1 g
doses, and since other pharmacokinetic parameters, such as aVp and
Clr were not changed, a dose-linear pharmacokinetic relationship is
indicated.

21. Safety results Not applicable.

The outlined GC-MS-COMP mecthod has made it possible to
simultaneously determine the R(-)- and S(+)-enantiomers of y-vinyl

20. Efficacy results

22. Conclusion
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GABA in body fluids after oral administration of the racemic mixture.
The results demonstrate that the enantiomers exhibit different
pharmacokinetics in human volunteers. Since only one cnantiomer,
S(+)-y-vinyl GABA, is an active GABA-transaminase inhibitor, the

Applicant (Marketing
Authorization Holder)
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3BiT Npo Kainiune BuNpoGyBanns

1. Hassa nmixapcekoro 3acoGy (3a
HasABHOCTI - HOMED PeecTPaNiiftHOro
[IOCBIAYCHHSI)

CABPUI", ta6aerkn, BKPHTI ILTiIBKOBOIO 0GOMOHKOI0, 110 500 Mr

2. 3aaBHEK

TOB «Canodi-Asentic Yxpaina», Vipaina

3. BupoGuuk

ITATEOH ®PAHIIIA

4. Iposeneni aocainKeHHs:

! TaK O s AKIIO Hi, 00rpyHTYBaTH

1) Tan nikapebkoro 3acoby, 3a skam

Jlikapcekuii 3aci6 3a MOBHHM mOChE (aBTOHOMHE A0CKE), iHMIHMIL

BUNPOOYBAHHA, KOZOBaHMIl HOMeEp
KJIHIMHOTO BUIPOOYBaHHSA

nposoaunacs  abo  muaHyerscs| - il 4
3 JIKAPCHKUH 3aci0, HOBA Air04a pevoBHHA.
peecTpanis
T ®apwmaxokineruxa R(-) ta S(+) cHadTiomepis y-pinin-TAMK nicas
5. IloeHa wmasea  wiimiuHOrO

TICPOPaIPHOTO MpuiioMy pauemiunoi cymimi R,S-y-inin-TAMK
310POBHMH 100POBOMBISIME.
IIporoxom Ne 82-DL-09-ST.

6. ®asa xriHiYHOro BUNpobyBaHHs

daza I

7. Ilepion nposencHHS KIiHIYHOTO
BHUIIPOOYBAHHS

Hata 3Bity 15 wepens 1982 poky.

8. Kpaiuu, ne nposoaunocs kiiniuse
BHTIPOOYBAHHA

Dpannis

9. KinbKicTh DOCTiKYBAHNX

3amranosano: 4 310poBHX DO6POBOIBL.
DaxTHuHO: 4 310poBHX 106POBOIBLI.

10. Mera Tta BrOpHHHI uimi

KIIHIMHOrO BUIPOOYBAHHS

Ouinnru  apmakokinetuky R(-) Ta S(+) CHAHTIOMEPIB Y-BiHII-
I'AMK micis moBTopHOro mepopanszoro 3aCTOCYBAHHS PALEMIYHOT
CyMillli 310pOBUMH 106POBOIBLLIMH.

310poBuM 1OGPOBOIBIIAM TOMOBIUOT cTaT TIPU3HAYATH [IEPOPATBHO
pauemiunmii R,S-y-sinin TAMK (sira6arpur). osu cTaHoBim 05r
a6o I r. ITicas nepmoro npuitomy 36upanu ceay npoTarom 24 roaus.

Apyry nosy y-sinin TAMK npuitmann uepes 24 TOAWHY, 2 HaHam — 3
TPETBOI 10 wocToi no3u koxkHi 12 rox. ITicas ocramusoi 103u
Binbupainu 3pa3ku Kposi uepes 0,5, 0,75, 1, 2,3,4,6,8, 12 rox micas
npuiiomy i 3HOBY 36upanu 10608y ceuy. Ceuy Ta 3pa3kH MIa3MH KPOBi
aHam3sysaiu Ha R(-)- Ta S(+)-enantiomepu y-pimin TAMK 3a
AOTIOMOroi0  KOMGIHOBAHOTO MeTody rasosoi xpomarorpadii/mac-

El, Husaiin KJIIHIYHOTO

BHIIPOOYBAHHS

cnekrpomerpii (GC-MS-COMP).

12. OcroBHI kpuTepii BKIFOYCHHS

3a0poBi 106GpOBOIBLI YONOBINOT CTATL, SIKi miANMCATH iH(opMOBaRy
3roay.

13. HocaimxyBanuii  gikapchbKHii
3aci0, croci 3acTocysanns, cuna il

R,S-y-pinin TAMK (siraGatpun) mocrawascs y dopmi TBepmHX
KCNATHHOBHUX KAMCy, o MicTaTs 250 Mr npenapary.
Hosysanns: oanopasosa nepopansha 103a, 0.5 r abo 1 r.

14. TIlpemapar mnopisHsHHA, 1033,
crioci 3acTocyBadHs, cuna aii

He sacrocosse.

15. CynytHs Tepanis

He sacrocosne.

16. Kpurepii ouinkn edexruprocTi

Ananiz GapmakoxineTHKH
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3HIKEHHS KOHUEHTPALIH y TIasMi kposi AHATI3YBATH 32 JOTOMOTOIO
ananiy miHiliHol perpecii, posrisxaroyn 1acosi TouKH NPHEIU3HO Bix
0,5 10 3 rox sik nepmy asy posnazy, B pe3ynsTati qoro OTPUMYBAIH
NOKa3HHK ti2q¢. Yacosi Ttoukm npubimsuo Bim 4 1o 12 rox
po3rIsAamues sk Apyra $hasa, B pE3yabTATI HOr0 OTPUMYBAIH t1/2p.

Byau pospaxosani taxi napamerpu:

- OKpeMIl Nepioay HaNiBBHBEICHH,

- IO i/ KPHBOIO KOHICHTPALIT B 11a3Mi KPOB, CKCTpanosoBana
10 HeekinueHHOCTI (AUC.inf);

- saraasHui kaipenc (Clr);

- BHAUMUii 06'em posnoainy (aVp).

17. Kpurepii ouinku 6e3nexn

He 3acrocosne

18. Cratuctigni meTonu

He 3actocosne.

19.  Jemorpadiuni
VIOCTIDKYBAHOT  Omyasmii
BIK, paca, TOImo)

NNOKa3HHKH

(ctatp,

Yei nobposonbui Gy wo0Biuoi crati Bikom Bix 25 10 32 pokis.

20. Pesynbrati eekTUBHOCTI

PesyawraTn ananizy papmaxokinernkn

Makcumanbhi KOHUEHTpauii y nasMi kposi 1Box €HAHTIOMEPIB npu
3acTocyBaHHI 060X 7103 NOCATANHMCA y BCIX BHNAZKAX MPOTATOM
l rousn  micns  npuiiomy octammboi  mo3u.  Makcumanbhi
konuenTpauli R(-)-enantiomepa y-sinin TAMK y nmasmi xposi
3HAYHO MEPEBHINYBAIM BIANOBIHI KOHIEHTpalii S(+)-eHanTioMepa 3
npubausHuM croiBBiiHOmeHHam 2:1 R BigHOCHO S-eHaHTIOMEDA.
Ilicns MakCHMAIBHUX 3HAYEHB CIOCTEPITaNocs ABO(a3ZHE 3HUKEHHS
KOHUCHTpaniii B nnasmi kpoei 06ox enantiomepis. Ilepioan
HAMIBBUBCICHHS 3 I1A3MH KPOBI IS R(-)-enantiomepa cranoBHIH
tiza = 1,60 12 1,76 Tox; tinp= 6,09 i 5,46 roa npu pexcumi IO3YBaHHSA
0,5 ri 1 r pignosinHo. Bianosixui nepionyn HanisBuBEnCHHSN S(+)-
CHAHTIOMEPA CTAHOBMAM t12.= 4,02 i 3,38 rox; tinp = 6,03 1 5,56 ron.
Ocxizexu xouuentpauii R(-)-eHantiomMepa B muasmi KpOBI 3aBKIH
NCpeBUINYBaTH KOHUCHTpamii S(+)-cHantiomepa, 3naveHas AUCq.ing
R(-)-enantiomepa 6ymo Gimbwmm, i, Takum unnom, Cly i aVp Oymu
MeHIUMH st R(-)-emanTiomepa. /[o60Be BHBEOEHHS HE3MIHEHOTO
HpPEIapary i3 cevero mic/s nepuIoi 1034 cTaHoBmo 33,6 Ta 42,3 % s
R(-)-enanriomepa Ta 225 i 292 % mis S(+)-eHanTiomepa npu
3acrocysansi 1o3u 0,5 r ta | r Bignosigno. Takum unHOM, BinHOCHA
ekckpeuis R(-)-emanTiomepa 3 ceuero cranosuma 59,8 ta 58,7 %, a
S(+)-cnanriomepa — 40,2 Ta 41,3 %. Ockinsku nmpu nopiBHAHH]
3HAYCHb, OTpUMAHHX micas npuiiomy 0,5 ri 1 r, AUCy.ins36insmmnacs
BABIYl, a iHwi dapMakokiHeTHYH] napamerpu, Taki sk aVp i Clr, se
SMIHWIHCS, MOKHA ~ TOBOPHTH NP0  JIHIHHY  3a7€KHICTH
dbapmaxokiHeTuku Bin g031.

21. PesynbraTtu Gesneku

He zactocogrne.

22. BUCHOBOK (3aK110ucHHS)

Onucanmit merox GC-MS-COMP 103BOIHB OZHOYACHO BH3HAYUTH
R(-)- i S(+)-enanriomepy y-ginin TAMK B pinunax opramismy micss
NEPOPaNbHOTO  mpuifomy — pamemivdoi  cymimi.  Pesymsratu
ACMOHCTPYIOTh, L0 €HAHTIOMCPH MAlOTh Pi3HY (apMaKOKIHETHKY y

AoGposonbuis. Ockinbku IHme oauH eHaHTiOMep, S(+) y-BiHiT
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[AMK, € aktusHuM inriGitopom I AMK-Tpancaminasu, pesynprata
MAIOTh KJIIHIYHE 3HAYCHHS. ,

3anBHUK (BNACHHUK PeeCTpaLiitHOro MOCBIAUCHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

| Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

| PATHEON FRANCE

4. Trials conducted:

i 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

Suboccipital cerebrospinal fluid concentrations of vigabatrin in
patients with epilepsy (protocol 84-L-41-ST).

6. Clinical trial phase

| Phase

7. Period of the clinical trial

From February 1981
To September 1984

8. Countries where the clinical trial
was conducted

Netherlands

9. Number of study participants

Planned: 6 patients
Actual: 6 patients

10. Goal and secondary objectives of]
the clinical trial

To determine the suboccipital cerebrospinal fluid (CSF)
concentrations of vigabatrin following chronic administration of]
different doses of the drug to epileptic patients.

11. Design of the clinical trial

Single-blind multiple dose study

12. Main inclusion criteria

Consenting adult epileptic patients know to respond to treatment with
orally administered vigabatrin

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

strength

Vigabatrin 250 mg capsules

Oral administration (fasted), twice a day

Dosage: 1,1.5,2,3,4 and 4.5 g/d

Patient were followed for 158 to 188 weeks on chronic vigabatrin
therapy.

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

Not applicable

15. Concomitant therapy

Antiepilepsy medications: acetazolamide, carbamazepine, clobazam,
clonazepam, diazepam, ethosuximide, methsuximide, primidone,
sodium valproate

16. Efficacy evaluation criteria

CSF concentrations of vigabatrin

17. Safety evaluation criteria

A physical  examination, hematology,  scrum, urine,

clectrocardiogram, electroencephalogram.

18. Statistical methods

| Descriptive statistics were used.
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ctc.)

19. Demographic characteristic of| 6 epilepsy patients — 4 males and 2 females between ages of 25 and
study population (gender, age, race,

59 years

Oral administration of vigabatrin resulted in linear dose-depended
increase in the suboccipital CSF concentrations of the drug. CSF
concentrations of vigabatrin ranged from 0.24 nMol/ml following 1
g/d to 10.82 nMol/ml following 4.5 g/d, the hi ghest dose administered.
The means and ranges associated with each dose of vigabatrin are
presented in table below.

Mean and range of CSF concentrations of vigabatrin at selected doses

20. Efficacy results Dosc 0? M Mean CS.F Range
vigabatrin concentration
(g/d) (nMol/ml)
1 6 1.41 0.24-2.52
1.5 2 3.7 3.1-43
2 4 4.68 2.8-7.4
3 5 7.88 5.7-9.73
- 1 9.45 -
4.5 1 1082 | -

21. Safety results

Chronic vigabatrin treatment was well tolerated. No adverse reactions
were reported during the final year of treatment,

No clinically significant changes in blood pressure, pulse rate, body
weight or rectal temperature were observed. Similarly, no changes in
electrocardiographic or electroencephalographic tracing were noted.

No clinically significant alterations were observed in hematologic,
biochemical or urinary studies, and the results of neurological and
ophthalmological examinations remained within normal limits for all
patients.

22. Conclusion

Chronic oral administration of 1, 1.5, 2, 3, 4 and 4.5 g/d vigabatrin to
6 adult epileptic patients resulted in linear dose-dependent increases in
suboccipital CSF concentrations of the compound.

A maximal concentration of 10.82 nMol/ml was observed following
the highest dose of 4.5 g/d vigabatrin with the minimal concentration
being 0.24 nMol/ml after 1 g/d.

Chronic administration of vigabatrin for up to 188 weeks was well
tolerated with no changes observed in any of the clinical or
biochemical examinations conducted.

Applicant (Marketing
Authorization Holder)

9. 1
AN
AN NAY 3

B
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3BiT npo kainiune BuNpoGyBanns

1. Hassa nikapcekoro saco6y (3a
HAABHOCTI - HOMEp PeecTpaniiiHoro
IOCBIAYECHHS)

CABPUJI® Tabnetkn, BKPHTI I7TIBKOBOIO 000I0HKO0, 110 500 MT

2. 3asaBHUK

TOB «Canodi-Asenric Yrpainay, Yxpaiuna

3. BupoGuuxk

| TATEOH ®PAHIILS

4. IIposeneni qocmipreHHs:

ﬁ TaK C m SIKLIO H1, 0BTpyHTYBaTH

1) Tun nikapeskoro 3acofy, 3a axum

Jlikapepxuit 3aci6 3a nopuuM n0cke (aBToHOMHE JOCBE), [HLIMI

BUNPOOYBAHHA, KOAOBAHWH HOMep
KJIHIYHOTO BUNPOOyBaHH

npoBogumacs  abo  muaHyeThes|| S :
: MIKAPChKHIL 3aCi0, HOBA MiF0YA PEYOBHHA
peecTpauis
5. [TloBma wasea wmiHiYHOrO Konuenrpanii sirabatpuny vy cnuanomosiosiii pianHl, oTpuManiit

IIJIAXOM  CYOOKUMTITAIBHOI MyHKIIT, y mawieHTiB 3 eminencieio
(mporokon 84-L-41-ST).

6. ®asa KTIHIYHOrO BUNPOOYBaHHS

®aza [

7. Ilepion mposeacHHA KIIHIYHOTO
BUIPOOYBAHHS

3 motoro 1981 poky
ITo Bepecens 1984 poky

8. Kpainu, e nposoaumocs kinivae
BUIPOOYBAHHS

Higepnauan

9. KiekicTs nocmigxysanux

3ammadosana; 6 mauieHTis
Daxruana: 6 nanieHTIB

10. Mera Ta BTOPHEHI wmini

KITIHIYHOrO BUIIPOOYBaHHS

BusnaumTu konnentpauii sirabatpuny y cnuaHOMO3KOBIl piouHi,

OTpHMaHiil uuTAXOM CyGoKUMIITANIBHOI MyHKMIT (cyOokummiTangbpHa
CMP), micns TpuBanmoro sacTocyBaHHs PI3HHX 103 mnpemapaty
NanieHTaM 3 eniiencieto.

11. Huzaiin KJIIHITHOTO

BUNPOOYBAHHS

Ipocre cnine pocnimkenns Gararopasosux 103

12. OcHoBHi kpuTepii BKIIOYCHHS

Hopocai nanienty 3 eninenciero, ski Hagamu indopmoBany sroxy, 3
BiZIOMOIO BIAMOBINAIO Ha MEPOPAIBHE 3aCTOCYBaHHS Birabatpuny.

13, HocnimxyBanuii  nikapebkwuii
3acib, crioci6 3acTocysanHd, cua il

Bira6arpus, kancymu no 250 mr

[lepopanbre 3actocypanus (Harme), xsa pasu Ha 100y.

Hosu: 1, 1,5, 2,3, 4 ta 4,5 r/noby.

[MauienTn cmoctepiramucs nporsrom 158-188 Tuwskuis TPHBAIO1
Tepamnii BiraGaTpuHOM.

14. TIpenapar nopiBusHHS, 103,
cnocib 3acTocyBaHHA, CHIA il

He sacrocosHo.

I5. Cynyths Tepanis

[Iporneninentivni  npenmapatn:  auerasomamin, Kapbamasenin,
wiobasaM, KIOHA3emaMm, gia3enam, CTOCYKCHMIT, MCTCYKCHMIT,
NPHMIJIOH, HATPIKO BaIBIPOAT.

16. Kputepii oninkm epexruBHoCTI ” Konuenrpanii sira6arpuny y CMP.
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17. Kputepii ouninkn 6eanexu

DisukansHe OOCTCHKCHHA, 3AraTbHUI AHAII3 KpoBi, OioxiMiunHmit
aHaui3 kposi, ananis ceui, EKT, EET,

18. CrarucTruni meroqu

3acTOCOBYBANNCH METOIH OMMUCOBOT CTATHCTHKH.

19.  Jlemorpadivai  moka3Huku
mOCHIKYBaHOI momymsmii  (ctars,
iBiK, paca, Tompo)

6 manieHTis 3 eminenciero — 4 wonoBixu Ta 2 AIHKH, BIKOM Big 25 10
59 pokis.

20. Pesynsrati edexrusHOCTI

Ilepopansre 3acTocyBanns BirabaTpuHy MPH3BOAUIO AO JIHIHHOTO
A0303QTCHKHOTO  3POCTAHHS  KOHUCHTpauii  npemapary B
cyboxuumitanehiit CMP. Konuentpanii sirabatpuny B CMP 6ymu B
Aianasoni six 0,24 mvons/mi1 npu go3yBaHHi 1 r/onoby mo 10,82
HMO/IB/MJI IpH A03yBaHHi 4,5 r/n06y (haiiBuma 3acTocoByBaHa a03a).
Cepenne 3HavenHs Ta aiamason KOHUEHTPALiil Ias KOKHOI 103H
BirabaTpuHy npeacTasiacHi y TabauLi HuoKe,
Cepenme sHauenns Ta xianason koHuenTpauiit sirabarpuny 5 CMP
npu BUOpaHHX 103aX

Hoza N Cepenne Hianason
pirabaTpuny 3HaYCHHSA
(r/no6y) KOHLICHTpALii
y CMP
(EMounb/MmiT)
1 6 141 0,24-2,52
L 1.5 2 3,7 3,1-4,3
2 4 4,68 2,8-74
3 5 7,88 5,7-9,73
4 1 945 -
4,5 1 10,82 -

21. Pesynbrati Ge3ncku

Tpusane nixysanHs sirabarpuroM f06pe nepenocuaocs. [poTarom
OCTAaHHBOrO POKY NiKyBAaHH NPO MOGiuHi peakiii He MOBIAOMIAIOCS.

He cnocrepiranocs KiTiHiYHO 3HAYymAX 3MiH apTepiasbHOro THCKY,
HacTOTH MyNIbCy, MACH TiNa ¥M peKTanbHOl Temneparypw. Takox He
BUsIBJICH] 3MiHH B pesynbraTtax EKT Ta EET.

He crocrepiranocs KIiHIYHO 3HAYYIIHX BigXWIEHS Y pesyinbTarax
3arajibHOTO aHami3y Kposi, 6i0XIMiUHOro amamisy KpoBi Ta amamizy
CCYi, a TAKOX B PE3YIBTATAX HCBPOIOTIYHOO Ta OYTATBMONOrYHOTO
00CTexKEHb, AKI Oy B MEXKaxX HOPMH Y BCIX MALIEHTIB.

22. BUCHOBOK (3aK/JII09EHHS)

Tpusasne nepopansHe 3acrocysanns sirabarpuny s gosax 1, 1,5, 2, 3,
4 1a 4,5 /106y 6 AOPOCAHM MALIEHTAM 3 CHLICNCIEr0 [IPH3BOAHIO A0
NHIHHOTO 10303AICHHOr0 3POCTAHHA KOHLEHTpPALi openapary B
cybokuunitansaiit CMP.

Makcnmanesa konuentpauis 10,82 HMob/M crniocTepiranacst pu
3acTOCYBaHHI BiraGaTpuny B HaliBuwii 103i 4,5 /106y, MiHiMaTBHA
KoHUCHTpauis 0,24 HMOMB/MI — PH 3aCTOCYBaHHI IPenapary B 103

1 r/moby.




000097

Tpusane 3acrocysanns siraGarpuny BIIPOIOBK mepiony no 188
THXKHIB 100pe mepeHocHmocs Ge3 CHOCTEPEIKYBAHNX BIIXHICHB Y

PE3yAbTATAX MPOBCACHHX KTIHIMHUX Ta G10XiMiYHUX 0BCTEKEHD,

3assuuk (Bnacux
peectpauiitnoro
NOCBiAYCHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

! yes O no If not, substantiate

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

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

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

The effects of a single dose of vigabatrin on the CSF concentrations
of total and free GABA, homocarnosine, 5-HIAA and HVA in
epileptic patients with serial lumbar punctures (protocol 097-319).

6. Clinical trial phase

Phase [

7. Period of the clinical trial

From June, 09 1985
To December, 4 1985

8. Countries where the clinical trial
was conducted

Sweden

9. Number of study participants

Planned: 11 patients
Actual: 11 patients

10. Goal and secondary objectives of]
the clinical trial

To explore, in epileptics, the duration of the effect of a single dose of]
vigabatrin on CSF biochemistry as well as clinical cffects on the
frequency and durations of the epileptic phenomena.

11. Design of the clinical trial

Open-label, single-arm, single-dose study with a 7 day observation
period

12. Main inclusion criteria

All patients were to be well known to the clinic and be suffering from
drug-refractory partial seizures with a mean frequency of at least 4
seizures/month. They were to be currently on at least one, but not more
than two, other antiepileptic drugs, and have been fully investigated
for their epilepsy and either to have been unfit for Neurosurgery, or
already to have had neurosurgery for their cpilepsy.

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

Vigabatrin powder in 500 mg sachet

Oral administration

50 mg/kg (actual dose varied from 45.5 mg/kg to 54.7 mg/kg, mean
45.5 mg/kg).

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

Not applicable

15. Concomitant therapy

At least one, but not more than two, other antiepileptic drugs
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Biochemical markers of GABA-T (GABA-transaminase) inhibition:

total GABA, free GABA, homocarnosine, homovanillic acid (HVA),
5-hydroxyindoleacetic acid (5-HIAA).
16. Efficacy evaluation criteria The efficacy of the therapy was measured by the keeping of a seizure
calendar by cach patient, in which were recorded the date and type of]
cach seizure (with or without loss of consciousness and
generalization).

Adverse reactions and new clinical events were to be noted daily.
17. Safety evaluation criteria Each patient was questioned as to subjective complains, and these were
notes on the case record forms.

The statistical analysis of CSF concentrations of total GABA, free
GABA, homocarnosine, 5-HIAA and HVA wad approached be
examining the data of only those patients for whom all data points were
available. The changes across time were analyzed using a repeated
measures analysis of variance. If overall test was statistically
significant (i.e. p < 0.05), contrasts were made between control values
and all subsequent time points. Bonferoni’s correction was used to
maintain an error rate of a < 0,05 throughout the study.

The relationships between total GABA and 5-HIAA and between
total GABA and HVA were examined using linear regression analysis.

18. Statistical methods

19. Demographic characteristic of]| Male - 6, female - 5.
study population (gender, age, race, Age (years): 21 to 46
etc.) Body weight (kg): 50.0 to 85.0

Pharmacokinetic

Vigabatrin was rapidly absorbed following oral administration. The
peak concentration (Cmax) had already been reached at 1 h in all
patients except patient 9 who had a Cuay at 3 h. Coax values ranged
from 323 to 866 nmol/ml. Thereafter, blood concentrations declined
with terminal half-lives (t12) which ranged from 4.0 to 5.1 h. The mean
tiz was 4.5 h+ 0.3 h and the mean AUCo.nr was calculated to be 181.5
+ 313 pmol/mlV/min. The extrapolated portions of the AUC
contributed between 1.7 and 4.9% to the AUCo.nr. Total clearance
(Clr) varied between 1.61 and 2.97 ml/min/kg with a mean 2.20 + 0.39
ml/min/kg. The apparent volume of distribution (aVp) varied between
0.56 and 1.15 I/kg/ with a mean of 0.85 + 0.16 kg,

Vigabatrin and biochemical markers in the CSF

Penetration of vigabatrin into the CSF was also quite with CSF
concentrations at 6 h post-dose corresponding to 9.3 + 2.6% of the
blood concentrations (range = 5.0 — 13.2%). The CSF vigabatrin
concentrations at 24 h corresponded to 11.9 + 5.6% of the blood
concentrations (range = 6.5 - 25.1%). CSF concentrations were below
the detection limit of 0.10 nmol/ml for all patients at 72, 120 and 168 h
post-dose. If one assumes a log-linear decrease in CSF vigabatrin
concentrations between 6 h and 24 h similar to that in blood one can
approximate the ti22 of vigabatrin in CSF to be on the order of 6.5 h.

20. Efficacy results
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Although vigabatrin concentrations in the CSF of all patients were on
the order of 10 nmol/ml at 6 h, not all patients exhibited increases in
total GABA, free GABA or homocarnosine at this time. At this time
patients 1, 4, 8, 9 and 11 exhibited increases in CSF total GABA
concentrations of greater than 30% whereas the remaining 6 patients
had increases ranging between -1 and 12%. In the latter patients total
GABA concentrations increased only after 24 or even 72 h following
vigabatrin administration. The GABA concentrations remained above
the predose levels in most patients for the duration of the week
following vigabatrin administration with the exception of Patient 6
where they returned to predose levels. Maximum concentrations were
achieved between 24 and 168 h and varied between 125 and 234% of]
the predose concentrations. In most cases, the changes in total GABA
concentrations were paralleled by those of homocarnosine, but this
was not always the case with free GABA. Mean values were calculated
for the 7 patients for which complete results were available. The
changes in all three biochemical measurements were significant over
the course of the study. The increase in total GABA. reached statistical
significance already by 6 h post-dose and remained so till 120 h.
Similarly, homocarnosine concentrations were increased significantly
at 6 h, but by 120 h they had decreased towards predrug levels and
were no longer significantly different. Free GABA concentrations, on
the other hand, were only significantly elevated at 72 and 120 h.

All patients exhibited increases in CSF 5-HIAA and HVA during the
7 days following vigabatrin administration although both the time of]
onset and magnitude of the increases varied from patient to patient.
Maximum increase in 5-HIAA ranged from 124 to 577% of the
predose levels while maximum increases in HVA ranged from 168 to
616%. For both acids the maximum concentrations were attained
between 24 and 168 h for all patients. The maximum increase for HVA
was always larger than that for 5-HIAA. The changes in both 5-HIAA
and HVA were significant different over the course of the study. 5-
HIAA concentrations were significantly different from the predose
values at 72 and 120 h while HVA concentrations were significantly
different at 72, 120 and 168 h.

Similarities between some of the profiles of total GABA
concentrations and 5-HIAA and HVA concentrations led to examine
possible relationship between these parameters. The relationships
between total GABA and 5-HIAA and between total GABA and HVA
were examined using linear regression analysis. A linear relationship
was found between the change in total GABA concentrations and
changes in both 5-HIAA and HVA concentrations, Changes in total
GABA were predictive of the changes in 5-HIAA (p < 0.001) and
HVA (p < 0.001). The correlation coefficients were 0.65 and 0.82,
respectively. A linear was also found between HVA and 5-HIAA (p<
0.001, r = 0.72). Correlations between both HVA and 5-HIAA and
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homocarnosine and between both HVA and 5-HIAA and free GABA
were less impressive.

21. Safety results

No significant effect of this single dose of vigabatrin was scen during
the seven day observation period of this study on seizure frequency.

Two patients (Nos 9 and 10) complained of post-lumbar puncture
headache after having insisted on going home for a few hours for
personal reasons.

The headaches were treated successfully be titling the head
downwards while in the prone position for two to three hours, along
with extra hydratation. No other adverse effects were noted.

22. Conclusion

The results of the present study suggest that the effect of the
administration of a single dose of vigabatrin may have effects of long
durations. Assuming that the anti-epileptic activity of the drug is
related to the elevations in brain GABA concentrations suggested by
the measurement of CSF concentrations, it may be possible to
administer the drug less frequently than the currently used dosing of]
once or twice daily. Clinical trials in epileptic patients using less
frequent dosing schedules are now in progress to test this hypothesis.

Applicant (Marketing
Authorization Holder)
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3siT npo kainiune BUNpPoGyBanns

1. Hassa nixapcskoro 3aco6y (3a
HAABHOCTI - HOMEp peecTpamiiiHoro
[IOCB1IUCHH)

CABPUJI® tabneTkn, BKPHTI IL1IBKOBOIO 000/10HKO0, 10 500 Mr

2. 3agBHuk

TOB «Canodi-Asenric Ypainan, Ykpaina

3. Bupobuuk

ITATEOH ®PAHIIIA

4. IIposencHi aocmimKeH s

! TaK C  mi SIKIIO Hi, 06IpyHTYBaTH

1) Tun nikapeskoro 3acoby, 3a sk

Jlixapesxuit 3a¢i6 3a mosmuM gocbe (aBToHOMHE JOChE), IHUIMI

BUNPOOYBAHHS, KOZOBAHHH HOMeEp
KITIHITHOro BUNpo6yBaHHs

MPOROEIe e 6o e JIKapChKHii 3aci6, HOBa mi0ua CYOBHHA
peecTparis P ? o P

i Bnane oanopazoBoi nosu sira6arpun Ha KOHILECH il MP
5. TIlosma Ha3Ba  KIIHIYHOrO ) A i Aektapunii 3 €

3arameHOl Ta BiteHOI [AMK, romokapHosudy, 5-I'lOK rta I'BK y

NANIEHTIB 3 enilenciero mic/s cepii mombanbHux myHKLilH (mporokon
097-319).

|6. ®asa K1iHi9HOTO BUNPOGYBaHHS

Daza [

7. Ilepion nposeseHHs xaiHiMHOrO
BUIIPOOYBaHHS

3 09 uepsHs 1985 poky
ITo 04 rpyans 1985 poky

8. Kpaiuu, ne nposomumocs kiiniuae
BUNPOOYBAHHS

IIsenis

9. KinekicTs nocsmimkysanux

3annarosana: 11 mauienTis,
Qaxtruna: 11 mamienTis.

10. Meta Ta BrOpHHHI
KJIHIYHOTO BHIPOOYBaHHS

ini

Busuutn y nauientis 3 eminenciero TpusasicTs eexty ogHOpaszoBoi
A03u BiraGaTpuHy Ha GioxiMiyHi mOKa3HHKH CMP, a takox wiiniuni
ShCKTH HAa YACTOTY TA TPHBANICTD EMITENTHIHUX IIPOSIBIB,

1. Huzaiin KJIIHIYHOTO

BUMPOOYBAHHIA

Biakpure, 3 omiero rpynoro, 0aHOK0308B AOCTITKEHHES 13 7-neHHuM
NEPIOTOM CHOCTEPCIHKCHHS

12. OcroBHi kputepii BKIIOUCHHS

Yci nauients 3 Bimomum 3aXBOPIOBAHHSM HA CIICHCIID 3
PedPaKTEPHAMH 10 MEAMKAMEHTOZHOTO MIKYBAaHHS NapLiaTbHHMH
HAMagamM i3 CepenHbO0 YACTOTON IoHAliMeHmTe 4 HANaau/MicsALb.
[lotoune nixypanns npumaiiMEi oxHuM, ane He Gimbme Hi aBOMa
IHIIIMM  OPOTHENI eI THYHUMH npenapatamu. IlawieHTH NoBHHHI
OyTH noBHICTIO OBCTEKCHUMH 3 NpuBOAY eminencii Ta He MOBHHHI
OyTu xaszampmatamu mis HEHpOXIPYPritHOro BTpyuaHHS abo Bike
TICPEHECTH HEHPOXIPypriuHe BTpyYaHHs 3 TIPHBONY €ITiNencii.

13.  Mocmimkysanunii  mikapcskuii
3acib, criocib 3acTocysanHs, cuma nii

Birabarpuh, nopomox B caure no 500 mr.

[lepopansre 3acTocysanus.

50 mr/kr (daxriuna nosa sapiroBana six 45,5 mr/xr no 54,7 mr/xr,
cepeans — 45,5 mr/kr).

14. Ilpenapar mnopisusums, goa,
cnocib 3acTocyBanHs, cuIa aii

He sactocosHo.
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Ipunaiimui oauy, ane He Ginbe ABOX iHIHX MPOTHENLTCIITHYHIMX

15. Cynyrtns tepanis nperagin

Bioximiuni mapkepu npurniuesns TAMK-T (tpancaminazu TAMK):
sarameHa [AMK, sinena TAMK, FOMOKapHO3HH, T'OMOBATIIHOBA
kucnora (IBK), 5-rizpokcninmomourosa kucnora (5-I'TOK).

Edexrupnicts Tepanii susnauanacs wnsxom BeeHHs LOACHHUKA
HaNAJIB KOKHUM MALi€HTOM, B AKOMY BOHM (iKCYBaam mary Ta THI
KOKHOro Hamafy (3 abo Ges BTpati ycBizomacHss Ta reHepanisauii).

16. Kpurepii ouinku epextisrocti

IoGiuni peakuii Ta HOBI KIiHIYH] SBHIIA TTOBHHHI Oymu dikcysaTuca
mozexHo. [Iposommiaocs onuTyBanHs kKokHOrO MamienTa Ha npeaMeT
CYO’€KTHBHHMX CKapr, pe3yibTaTH 3aHOCHIHCH B IHANBINyanbHY
peECTpariiiHy KapTKy.

17. Kpurepii ouinku 6esnexu

Crarucruunmii amanis xosueHTpauiii y CMP 3zaransnoi TAMK,
sinbHOi AMK, romokaprosmny, 5-TTOK ta TI'BK BHKOHYBaBCH
TUIBKM Y THX NALIEHTIB, y SKUX Oy/iM HAsBHI BC AaHi. 3MiHM B Haci
AHAMI3YBANH 3a JIONOMOTOK AMCTICPCIHHOTO aHATI3y MOBTOPHHX
BUMIpIOBaHb. SIKIO saramsumit Tect 6yB craTmerHUHO 3HAYYIHAM
(robro p < 0,05), pobuau kouTpacTu Misk KOHTPOIBHUMH 3HAYEHHAMHA
T2 BCIMA HACTYNHHMH YACOBHMH TOYKAMH. Buxopucrosysanocs
kopurysauHs boudeponi, mo6 miarpumysatu piBeHb MOXHOKM
0. < 0,05 mpoTAroM ychoro KoCiimKeHHS.

B3aemoss’s3ku ik saramsroro TAMK i 5-TIOK Ta ik 3araJbHOK
IAMK i I'BK Gyan mocmimkeHi 3a 70MOMOromo aHami3y miHiiHOT
perpecii.

19. Nlemorpadiuni  moxassuxu|| Yonosiku - 6, sieku - 5.
nocmizkyBanoi nonyasuii  (ctats,| Bix (pokis): 21-46,
BiK, paca, TOwIO0) Maca tina (kr): 50,0-85,0.

18. Cratucruuni metomn

(DapMakokiHEeTHEA

Birabatpnn  mBuako  BCMOKTYBaBes  micis NEPOPAILHOrO
3actocyBanHs. Makcnmanbha KOHUCHTPANisS (Cmax) JOCATATACH BIKe
qepes | Toa y BeiX mauieHTiB, 32 BHHATKOM mamienTa 9, y axkoro Cpax
cnoctepiranacs yepes 3 rox. 3HauceHus Conax BapiroBanu Bix 323 no 866
HMOJIB/MIT. Y MonamsmoMy KOHUEHTpALii B KPOBI 3HINKYBAIMCH 3i
SHAYCHHAMH NCPIOAY HATLBBHBEACHHS Y TEPMiHAIBHIM dasi (ti12) Bin
40 mo 5,1 ron. CepenHe 3maueHHs ty2 CTAHOBHIO 4,5 + 0,3 ron.
20. Pesynerati edextuBHOCTI Pospaxosane cepenne suawenns AUCq.Np CTAHOBHIO 181,5 + 31,3
MEMone/Mit/xB. Exerpanonbosani sactiuan AUC cranosmu Bix 1,7 no
4,9 % Bin AUCo.nr. 3aransumii kaiperc (Cly) Bapitosas Bix 1,61 no
2,97 mn/xB/kr 13 cepeaniM sHageHHsM 2,20 = 0,39 mu/xs/xr. Bumamuii
06’em posnozizy (aVp) sapirosas six 0,56 10 1,15 m/kr i3 CepeaHiM
3HaycHHaM 0,85 + 0,16 n/kr.

Birabarpun Ta Gioximidni mapkepu y CMP

[Tponukuenns BiraGatpuny B CMP Tako:x Oy/10 TOCTATHBO BHCOKHM,
fioro konuentpauii y CMP uepes 6 roa micns NO3YBAHHA CTAHOBIWIN
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9,3 +2,6 % xonuenTpamii y KpoBi (aiamason = 5,0-13,2 %). Yepes 24
roA konueHTpauii sirabatpuny 8 CMP cramoswm | L9 & $.68%
KOHUEHTpauii y kposi (aiamason = 6,5-25,] %). V Beix mamientis
koHueHTpauii B CMP Gynu Hmkye Mexi BHSBICHHS (0,10 amons/mm)
qepes 72, 120 Ta 168 rox micas AO3yBaHHA. Ko npunycruTtH gor-
TiHIHHE 3HMKEHHS KOHLeHTpauii Birabarpury 8 CMP mik 6 i 24 roa,
nonibne 10 TAKOro y KpoBi, mMosKHa NpuOMTH3HO OWIHMTH, WO tip
Birabarpuny i3 CMP 6yzae npubausuo 6.5 rox.

Xoua xoHUeHTpamil Birabatpuny 8 CMP y Bcix mauientis Oymu Ha
pieti 10 avMous/Ma wepes 6 rox, He ¥ BCIX NAUiEHTIB HA 1eif MOMeHT
Hacy CHocTepiranocs 3pocTaHHs PiBHIB 3arambHOi T AMK, sinsnoi
F'AMK aBo romokapuosnny. V uiif wacosiii Toumi y nauienris 1, 4, 8,
9 1a 11 cnocrepiranocs mizsumenHs ¥y CMP xoHuenTpauii saramsmoi
'AMK Ginbue nix na 30 %, Toni s y pemrty 6 nanieHTiB 301LIbIICHHS
KOHUEHTpauii ctanoBwio Bin -1 ao 12%. V ocrammix NamieHTiB
KOHUEHTpauii saransuoi TAMK 36imsummucs Titsxn yepes 24 ta
HaBiTh 72 roa micrs 3acTocyBaHHs BiraGatpuny. Konnentpauii
saransHoi FAMK sanmmanuncs summm 3a PiBHI mepea A03yBaHHAM
MaiKe y BCiX mauienTiB ynpogossxk 1 TiokH micms 3aCTOCYBAHHS
BIrabaTpuHy 3a BHHSTKOM mauieHTa 6, y SKOro KOHUEHTpaLis
saraneHol TAMK  smusumacas mo  pismis nepes  A03yBaHHAM.
Makcumaneni koHueHTpauii gocsranues mix 24 ta 168 roi Ta
crauoBuiH Bix 125 no 234 % sin KOHUEHTpauli 10 nosysauus. V
OinbIocTi BUMAnKiB KOHUEHTpauii 3aransHoi [TAMK smimioBaimcs
TapancibHO 3 KOHUEHTPAULIMH FOMOKAPHO3HHY, A/1€ HC 3aBAIH 100
ButbHOT T'AMK. Cepenni semmunmn Oymm pospaxosani mns 7
MAUIEHTIB, A/ AKUX GYIH HASBHI BCi pesynbTatu. 3MiHH B yCiX TPHOX
GloximMidHHX BUMIpIOBaHHSIX Oymu 3Hauymumu mporsrom nepiony
mocmimxenns. [lixsumenns pienis saransroi TAMK Oymo 3HauyIHM
BIKE 4epe3 6 rox micns 4o3yBaHHs Ta 3aMMINANOCH TAKHM o 120 roa.
[lomibuum  ummzOM, SHAYYMIC  MIABHMIICHHS  KOHUEHTpALiif
POMOKApHO3HHY CrocTepiramocs depes 6 roa, ame go 120 ron
CHOCTEPIraIOCs! 3HMKCHHS GIikue 1o PIBHIB mepes N03yBaHHAM i
Oinmbme sWauyme wme siapisesiocs. 3 iHmoro Ooky, 3Hauyme
30LIbLICHHS KOHUEHTpawii BimsHoi TAMK crocrepiranocs yepes 72
Ta 120 rox.

¥ BCix mauieHTie cnocTepiranocs miasmumenHs y CMP xonuenTpauiit
5-I'IOK ta I'BK nporsirom 7 nuis mics 3acTOCyBaHHs BiraGarpuny,
X01a 9ac NoYaTKy Ta BETHYMHA MiABHILCHHS BAPIOBATH Bi mamieHTa
Ao nauienTta. Makenmansre nigsumenns 5-TTOK CTaHOBHJIO Bij 124
Ao 577 % Bin piBHIB mepex HO3yBaHHAM, TOGl sk ams BK
MaKCUMaJIbHE MiJBHIICHHS PIBHIB CTAHOBHIIO Bin 168 1o 616 %. s
000X KHC0T MAKCHMAITBHI KOHIEHTpaii Oynu oTpumani y nepion Bix
24 1o 168 rox mns Beix manjentis. MakcuMansHe 3POCTaHHS PIBHSL AJIs
I'BK maitxe 3asxmm 6yno Sinbumm, Hisk m1s 5-TTOK. 3ninu st 060X
mapkepis, 5-I'TOK Ta TI'BK, icrorho BIADI3HIHC  mpoOTAroM
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nocaimxenns. Kommentpauii 5-T'IOK CYTTEBO Biapi3HsmMCs Big
KOHLECHTpauiil nepex A03yBaHHAM uepes 72 Ta 120 rox, Tomi sx
xoruentpauii ['BK cyrreso sinpisusnucs uepes 72, 120 ta 168 roz.

HoaiGuicte Mik aeskumm MPO(ITAMME  KOHUEHTpawii 3araTpHOT
FAMK Ta xonuenrpamismu 5-FIOK i IBK CHOHYKAJIH [0 BHBYCHHS
MOXIIMBOTO B3A€MO3B’SI3KY MIX UMMM TOKasHHKaMu. B3aemo3s’s3ok
Mk 3arameroo TAMK i 5-I'TOK Ta mix saramsroro I AMK i I'BK
BHBYABCA 3 BUKOPHCTAHHAM aHAisy iHiiiHoi perpecii. Beranoszeno
MiHIHHY 3AICKHICTE M 3MIHOK KOHUCHTpauiii saransroi TAMK Ta
3MiHaMi  kommentpauiit 5-TIOK i 'BK. 3wmimn KOHLIEHTpaLlii
saraneHoi 'AMK  nepesbavanu  3minm KOHUeHTpaniii  5-I' TOK
(p<0,001) i I'BK (p<0,001). Koegiuientn xopemsuii cranosmmi
0,65 ta 0,82 pianosigno. Takom Y10 BHSBICHO TMHIHHY 3aIeKHICTD
mixk I'BK ta 5-TTOK (p<0,001, r=0,72). Menu BHPaKCHUM OyB
B3aeMO3B 130K Mk [BK i 5-T'TOK Ta TFOMOKAPHO3HHOM, a TAKOK MK
I'BK i 5-T'IOK ra sinsHo TAMK.

[Tporsirom  cemmaennoro mnepiony CIIOCTCPEXKEHHA B LBOMY
JOCIIDKEHH] He 6Y/I0 BUSBIEHO 3HAYYIIOrO BIUIMBY L€l OHOPA30BO]
1034 BIraGaTpuHy Ha 4acTOTY HAamaxis

Apa mauientn (Ve 9 i 10) ckapxcnmucs Ha romosHmit 6inb mics
MOMOAIBHOT MyHKUI] micas Toro, sk BoHH Hanomwrany, mob mitu
AOAOMY HA KLTbKA TOJMH 3 OCOBHCTHX NPHHUHH,

Jlixysanns ronosroro Gomo Gyno YCTITHUM HUTAXOM HAXHACHHS
TOJIOBH BHU3 y MONOKCHHI JIGKAYH NPOTArOM ABOX-TPHOX FOAMH, a
TaKOK mojarkosoi rizparauii. I[mmmx noGiummx edextie He
CIIOCTEpIramucs.

21. PesynsraTu 6e3nexu

Pesynbratu nporo nocmimkenss csizuars, mo eexT Bia BBEICHHS
OZHOPa30BOl m03u BirabaTpuny Moxe Oyrm Tpusaamm. Skmo
TIPHUIYCTHTH, 1IN0  MPOTHCHIIENTHYHA AKTUBHICTB  mpenapary
TMOB’S13aHA 3 MiZBHILCHHAM KoHUeHTpauii TAMK Yy MO3KY, Npo 1o
22. BuCHOBOK (3aKTiO4eHHS) CBITINTH BUMIDIOBaHI KOHICHTpALii y CMP, mosxmuso, npenapat
MOKHA OyAC BBOTMTH pinule, HiK NO3YBAHHSA OXMH 260 1Ba pasu Ha
100y, 1O 3aCTOCOBYIOTHCS HA NMOTOUHMIE wac, Has nepesipkn uiei
TrinoTe3u 3apa3 NpPOBOAATECH KTIHIUHI JOCTIDKEHHA 33 y4YacTiO 3

3aseank (Boacux
peecTpamiiiHoro
NOCBI T9EHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

" Sanofi-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

! yes O no If not, substantiate

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

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

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

Pharmacokinetics of the Enantiomers of Vigabatrin in infants and
children of the racemate.
Protocol No. 097-332.5.

was conducted

6. Clinical trial phase Phase I
7. Period of the clinical trial From September 1988 to May 1989
8. Countries where the clinical trial|| France

9. Number of study participants

Planned: 12 subjects.
Actual: 12 subjects (6 infants and 6 children).

10. Goal and secondary objectives of]
the clinical trial

I. To determine the pharmacokinetics of the R(-) and S(+)
enantiomers after a single oral dose of racemic vigabatrin in infants
and children.

2. To determine the pharmacokinetics of the enantiomers in infants
and children after a multiple oral doses of racemic vigabatrin.

11. Design of the clinical trial

Drug was administered as a single oral dose of 50 mg/kg added to the
already established therapeutic regimen. 24 hours after the single dose,
treatment with racemic vigabatrin was continued as 50 mg/kg twice a
day. Venous blood samples were drawn before the first dose and at
05,1,2,3,6,9, 12 and 24 hours after the dose. Additional samples
were drawn before and 1 hour after the morning dose for 5 days during
chronic treatment. Concentrations of enantiomers were measured bya
gas chromatography/mass spectrometry (GC/MS) method.

12. Main inclusion criteria

Infants and children with refractory epilepsy.
All of the patients were recruited in an open study of the efficacy and
safety of vigabatrin in children with refractory epilepsy.

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

Name: Vigabatrin.

Dosage: single oral dose of 50 mg/kg. Repeated doses of 50 mg/kg
twice daily were given thereafter.

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

Not applicable.
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All patients were concurrently treated with 1-3 other anti-epileptic
drugs, namely carbamazepine, clobazam, phenytoin, phenobarbital,
and valproate. The drugs were kept constant throughout the
pharmacokinetic study.

15. Concomitant therapy

Pharmacokinetic  parameters were calculated using  non-
compartmental techniques. For each enantiomer time to peak (Tuax),
16. Efficacy evaluation criteria maximum concentration (Cimax), - area under the concentration-time
curve (AUC), half-life (t12), apparent total plasma clearance (CI/F) and
apparent volume of distribution were calculated.

17. Safety evaluation criteria Not applicable.

One-way analysis of variance for paired values (the two enantiomers)
was used to compare the pharmacokinetic parameters in two groups of]
patients. A two-way analysis of variance for paired values (the times
during chronic administration) was used to compare the values of Cuin
and Cl (h) over 5 days for each enantiomer. The relation between the
different kinetic parameters and age was studied by linear regression.

I18. Statistical methods

Group 1 (6 infants): 1 female and 5 male, aged 5 months to 2 years
(mean 12.5 months).

Group 2 (6 children): 2 female and 4 male, aged 3 to 14 years (mean
3.7 year).

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

Pharmacokinetic Results

AUCs for the R(-)-enantiomer were slightly higher than the
corresponding AUC for the S(+)-enantiomer. The elimination t12
averaged between 2.87 and 5.68 hr for both enantiomers of vigabatrin
20. Efficacy results in both infants and children, These elimination t;» were considerably
shorter than in adults. Calculated volume of distribution ranged
between 2.01 and 4.63 L/kg.

Plasma concentration measurements during chronic administration
showed no accumulation of either enantiomer.

21. Safety results Not applicable.

This study suggests age has little influence on the pharmacokinetics

22. Conclusion fizabetei .

Applicant (Marketing o g KsiSair i
Authorization Holder) me g
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3sirT npo kuainiune Bunpodysanns

1. Ha3ga mixapcskoro 3acoby (za
HAABHOCTI - HOMEP peecTpauiitHoro
NOCBIAYCHHS)

CABPUIT®, 1a6nerkH, BKPHTI ILTIBKOBOIO 060J10HKO010, 110 500 Mr

2. 3asBHHK

TOB «Canogi-Apertic Ykpainay», Yipaina

3. BupoOuuxk

TTATEOH ®PAHIIS

4. TIpoBeaeHI J0CTimKCHHS:

TaK O Hi

SIKIO Hi, 0OIpyHTYBaTH

1) Tan mikapesxoro 3aco6y, 3a KM

Jlikapcekmit 3aci6 3a nmosEEM A0ChE (aBTOHOMEE AOChE), IHIIHIL

nposogunacs  abo  muamyerses| - e . ,
- MIKAPChKHMi 3ac16, HOBa Lir0ua peaoBHHA.
peecTparis
5. Tloma wasea  kainiunoro| dapmaxokinernka CHAHTIOMCDIB panemary BirabaTpuny y HeMOBIIST

BHNPOOYBAHHS, KOAOBAHHI HOMEp
KJIIHIYHOTO BHNIpoOyBaHHs

Ta OiTeil.
[Tporoxon Ne 097-332.5.

6. Dasza KNiHIYHOTO BUNIPOGYBAHHS

®daza |

7. Ilepion nposencHHa KmiHIYHOrO
BUNPOOYBaHHS

3 Bepecns 1988 p. 1o Tpasua 1989 p.

8. Kpainu, ge nposoaunocs KiiHiune
BUIPOOYBaHHS

@panuis

9. KinpkicTs mocsmimxysannx

3amianosano: 12 mauiesTis.
®akruuno: 12 nauienTis (6 HemMoBIAT i 6 aiTei).

1. Busnauntn ¢apmakoxineruxy R(-) Ta S(+) enauTtiomepir y
HEMOBJIAT 1 JiTEH Micas mepopansHOro mpuitomy OHOPA30BOi 103H
pauemiunoi Gopmu BiraGarpuny.

2. BusHauntn hapMakoKiHETHKY €HAHTIOMEDIB Y HEMOBIAT i miTeil
nicig 6araTopas’oBOrO MEPOPATLHOTO MpHHOMY paueMmivHOl (Gopmu
Birabarpuny.

10. Mera Ta sBropummi uim
KIIHIMHOrO BUNPOOyBaHHs:

i1, Huzaiin KJIIHIYHOTO
BUIIPOOYBaHHSI

[Ipenapar npussavann Y BHUITISIAL OAHOPA30BOI MEPOPATBHOI A03M
50 Mr/kr, mo AonaBanaca 10 BiKe BCTAHOBACHOT CXEMH Tepamnii. Hepes
24 roaunu nicis puitoMy 0AHOPa30BOI A03H JMKYBAHHS PALCMIUYHOO
(hopmoro BiraGarpuHy npoxoBKyBaTH 103010 50 MI/KT aBiui Ha 100y.
3pasku BeHO3HOT KPOBI BiAGHUpanH mepex OpHHOMOM NEPILOT T03H Ta
aepez 0,5, 1, 2,3, 6,9, 12 ta 24 roausu micmst npuitomy. JJomatkosi
3pasky BinOupamu 1o i uepes 1 romuay micms MpHHOMY PaHKOBOI ZO3H
TpOTATOM 5 JHIB MiA 9Yac TPHBAIOrO JiKYBAHHSI. Konuenrpauii
CHAHTIOMEPIB BHUMIPIOBAaTH METOZOM TIa30BOi Xpomarorpadii/mac-
cniexkrpometpii (GC/MS).

12. OcHoBHI kpuTepii BKIIOTCHHS

Hemosnara i aitn 3 pedpakrepuoro eninenciero.

VYei nanientn Oyam  Brmoweni o BIAKPHTOIO  AOC/TIIKCHHS
eexTnBHOCTI Ta Gesmexu BiraGarpumy y aiteit 3 pedpaxrepHOIO
ENUIETICIE.

13, Jocmimxysanuii  nmikapehkuii
3acid, cnocib 3acTocyBanus, cuia aii

Haasa: siraGarpun.
Hosysanus: onnopasosa nepopamsHa mo3a 50 mr/kr. Ilicns uboro
TIPU3HAYAIH IOBTOPHI 2031 50 Mr/kr aBiui Ha 106y.
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14. Ilpemapar nopismsHHs, mo3a,
cnioci6 3acTocysanHs, cua il

He 3acrocosue.

15. Cynytus repanis

Yei manientn onHouacko otpumysasn 1-3 igmi NPOTHENIICATAYHI
npenaparH, a came kapbamaseniu, knoGasam, heuitoin, ¢enobapbitan
Ta Basbnpoar. Jlikapceki 3acobu He 3MimmoBaTHCS OPOTATOM YCBOTO
AOCALIKCHHS (DaPMaKOKIHETHRH,

16. Kpurepii ouinku epexruenocti

PapmaxokineTHuni mapamerpu PO3paxoBYBAIH 3a JONMOMOILO
HCKOMNApTMEHTHHX  MeTOAMK. JIis  KOHOrO CHaHTIOMEpPY
PO3pax0BaHO 4aC 10 AOCHTHEHHN MAKCHMAIBHOT koHUeHTpanil (Tmax),
MakcuMambHa  KOHUEHTpauwis (Cmax), mmoma  mig KPHBOKO
KoHucHTpauis-uyac (AUC), nepion maniBsuseaeHHs (t12), BHAMMMEI
3aranbHui kuiperc 3 mmasmu xposi (CUF) Ta mummvuii 06’em
po3moiLy.

17. Kpurepii ouinku Geanexn

He 3acrocorne

18. Cratucruyami Metoan

A nopisHsHES papMakokiHeTHIHIX NapaMeTpiB y ABOX rpymnax
TALIEHTIB BUKOPHCTOBYBAIH OmHOGAKTOPHMI AuCnepciitauil aHami3
A7 MAPHUX  3HAYCHb  (ABa  eHaHTIOMEpH). Hsodakropuuii
QHCIICPCIHMIT aHATI3 A7 MAPHHX 3HAYCHD (MOMEHTH Yacy npoTsrom
TPHBAIOTO  32CTOCYBAHHA) BHKOPHCTOBYBAIH /IS MOPIBHSHHA
3Ha4CHb Cmin 1 Cl (roa) npotsirom 5 guis ams koxkHOroO CHaHTioMepa.
3B'130k MK piSHAMH KiHETHYHHMH napamMeTpaMH Ta  BIKOM
AOCTIIKYBAIN 32 IOMOMOTOIO JTiHiHHOT perpecii.

19.  Jemorpadiuni  noxkasmuxu
mOCITiKyBaHOT  momynAwii  (cTats,
BiK, paca, TOmo)

['pyna 1 (6 memosnsar): 1 naumienrt xkinouoi crati Ta 5 mauieHTiR
4OJI0BIUOT cTaTi BikOM Biz 5 Micsuis mo 2 POKiB (CepeaHe 3HAYCHHS
12,5 micauis).

I'pyna 2 (6 miteit): 2 nanienTs xinouoi crati ta 4 NAIIEHTH Y0I0Bi401
crari BikoM Bix 3 1o 14 pokis (cepeane snauenus 3,7 poky).

20. Pesyneratn edexrusHOCTI

PesyabraTw ananisy papmaxoxinernkn

AUC nns R(-)-eHantiomepa 6yna memo Oinbuoro, Hik Bianmosigna
AUC nas S(+)-cnanTiomepa. Ilepion HAMIBBUBCACHHA t12 st 060X
CHAHTIOMEpIB BirabaTpuHy CTAHOBHB y cepeansoMy Bix 2,87 no
5,68 rox 1 y memoBaar, i y miteit. Ui mepiogm ti2 6ymu 3HAuHO
KOPOTIIMMH, HUK Yy Jopocaux. Pospaxosanmii 06’em posnoniry
KOJIMBABCSA y Aiana3oui Bix 2,01 xo 4,63 a/kr.

3a moKa3HMKaMH KOHUEHTpauii B mrasmi KPOBI M 4ac TpUBaIOro
3aCTOCYBaHHA HE NPONEMOHCTPOBAHO HAKONMMEHHS JKOIHOLO 3
CHAHTIOMEpIB.

21. PesynbraTu 6e3ncku

He sacTocoshe.

22. BucHoBOK (3aKmoucHHs)

Pesyneratu  aamoro mocnimxenms CBITUATh, O BIK YMHUTH

HE3HaYHHUH BILIUB HA haps

3asBHUK (BJIACHUK peecTpauiifnoro TIOCBITICHHS) .
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

I e C no If not, substantiate

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

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

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

A Double-Blind 4 Period Crossover Study to Evaluate the
Effects of Vigabatrin and Ethanol, Alone and in
Combination on Psychometric Performance in Human
Volunteers

Protocol number: 097-WUK 12

6. Clinical trial phase [Phase I
|7. Period of the clinical trial October 1990 to March 1991
8. Countries where the clinical trial was conducted|| UK

9. Number of study participants

Planned: 12 subjects
Actual: 12 subjects

10. Goal and sccondary objectives of the clinical
trial

The objective of this randomized, double-blind, multiple
dose, 4-period crossover study was to determine any
possible psychometric interaction between sub-chronic
doses of vigabatrin (1500 mg bd) and ethanol (0.6 g/kg)
in 12 healthy, male volunteers. Concentrations of the
vigabatrin in plasma were measured following dosing by
HPLC, and ethanol was measured by gas
chromatography.

11. Design of the clinical trial

Randomized, double-blind, multiple dose, 4-period
crossover study.

The study consisted of 4 study periods, each lasting 4
days. During each period, vigabatrin (3x500 mg bd) or
placebo was given for 48 hr. During the 48 hr pre-
treatment morning sessions the volunteers were restricted
to the unit for 3 hr for observation. During the pre-
treatment evening sessions, the volunteers returned to the
unit for their evening dose of vigabatrin or placebo.

On the third day after recording the baseline
measurements, the volunteers reccived 1) vigabatrin
(1500 mg) plus ethanol (0.6 g/kg); 2) vigabatrin (1500
mg) plus placebo ethanol; 3) placebo viJggbatrin plus
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cthanol (0.6 g/kg); or 4) placebo vigabatrin plus placebo
ethanol. Each treatment was administered in a double-
blind, randomized crossover manner.

Vital signs were recorded 1, 2,4,8, 12 and 24 hr after
dosing.

Venous blood samples were taken immediately before
the dose. Additional blood samples were taken at 0.5, 1,
15,2,3,4,6,8, 12, 24, and 48 hr after dosing, The
samples of blood were divided into two portions, 4 mL
into fluoride/oxalate tubes for ethanol analysis and 6 mL
into heparinised collection tubes for vigabatrin analysis.
The plasma was separated and the samples were stored at
-20°C until completion of the study and until analyzed.
Vigabatrin was analyzed in plasma by a HPLC method,
and ethanol was assayed by gas chromatography.

The subjects were 12 healthy, adult, male volunteers. The
subjects were deemed healthy based on medical histories,
12. Main inclusion criteria physical exam and clinical laboratory tests. The physical
examination, hematology and clinical biochemical
screens were repeated on completion of the study.

Vigabatrin (3 x 500 mg) tablets
Repeated oral administration

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

Dose: 1.5 g
14. Comparator, dose, method of administration, | Not applicable.
strength
15. Concomitant therapy Concomitant drug; Ethanol

Pharmacokinetic Calculations

For vigabatrin, area under the plasma concentration-
time curves for 12 hr (AUCo-12, memol/L*hr and AUC (o-
=) were calculated. Peak concentrations (Cmax,
nmol/mL) and time to peak (Tmax, hr) were obtained.
For ethanol, Cmax and AUC values are in units of]
mmol/L and mml/L*hr, respectively. Data are presented
as mean and (SD).

Psychological and Physiologic Evaluation

Psychologic Tasks

Saccadic Eye Movements

Pharmaco-EEG

Ll?. Safety evaluation criteria Clinical Evaluation for adverse events

16. Efficacy evaluation criteria

No description of the statistical methodology was given
18. Statistical methods in the Project Report. None of the Appendixes were
included in the manuscript.
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12 healthy male subjects, the mean age of the subjects
was 24.3 years (range: 20-37) and weight 81.4 kg (range:
55.3-112.3)

Pharmacokinetic Evaluation

There were no statistically significant differences in
Cmax, Tmax, T1/2 elimination, or AUCy.17 of vigabatrin
when given in combination with ethanol than when given
alone. The Tmax range was 0.5 to 2.0 hour when
vigabatrin was administered alone but when vigabatrin
was co-administered with ethanol the Tmax range was
0.5 to 4.0 hour. This trend towards a slowing of]
absorption of vigabatrin by ethanol was anticipated
because the latter is known to delay gastric emptying,
especially when given in high concentration.

There were no statistically significant differences in
Cmax, Tmax and AUCo.. of ethanol when given alone
than when given in combination with vigabatrin.

The pharmacokinetic data indicate that there is no
interaction after sub-chronic dosing with vigabatrin and a
single oral dose of ethanol.

Psychological and Physiologic Evaluation

Psychologic Tasks. The only effect on mood was on
20. Efficacy results hedonic tone which was largely due to the effect of]
ethanol. There was a suggestion that the combination
with vigabatrin seemed to counteract the effect of ethanol
alone.

The effect of drug treatment on performance was
restricted to the tapping task; all active treatments
increased the inefficiency of performance. There did not
appear to be an interaction between treatments since one
did not make the activity of the other worse.

Saccadic Eye Movements. The dynamics of saccadic
¢ye movement parameters were not affected after sub-
chronic vigabatrin administration when compared with
placebo. Ethanol alone and in combination with
vigabatrin showed a suggestion of some impairment of]
peak velocity, peak and mean deceleration and of peak
and mean acceleration, one hour after dosing.

Pharmaco-EEG. The statistical analysis did not reveal
any consistent treatment effects across the channels or
frequency bands. However, there was a trend towards the
combination treatment producing a greater power.

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

At the post study medical examination, all subjects
were well and there were no clinically significant
differences in clinical laboratory or ECG parameters
from pre-study measurements. Eleven of the 12 subjects

21. Safety results
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reported 21 adverse events, 9 of which occurred on the
combination of vigabatrin and ethanol. Some of the
adverse events (such as tired and lightheaded) were
logged as two adverse events. Two of the adverse events
occurred on placebo alone. None of the events were
ascribed to be due to the treatment by the Clinical
Investigator.

Vigabatrin alone and in combination with ethanol was
well tolerated. Adverse events were reported by eleven
subjects in the course of the study. Tiredness, drowsiness,
lightheadedness and nausea were reported more
frequently. None of these were severe in nature.

Pharmacokinetic data indicate that there was no
interaction following sub-chronic dosing with vigabatrin
and a single oral dose of ethanol.

There was no effect of the drug ecither alone or in
combination on arousal and general activation
dimensions of the mood test. The only effect on mood
was on hedonic tone; this was largely due to the effect of]
ethanol. There was a suggestion that its combination with
vigabatrin seemed to counteract the effect of ethanol
alone. There was no effect of the drug alone or in
combination on syntactic reasoning, but all the active
treatments  increased the inefficiency of tapping
performance.

Vigabatrin alone or in combination with ethanol
showed no statistical significant effect on the dynamics
of saccadic eye movement parameters or on EEG
recordings.

22. Conclusion

Applicant (Marketing
Authorization Holder)

0 Wi b
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3BiT npo kainiune BUNpoGyBanHs

1. Hassa mikapcskoro 3acoby (3a HassaOCT] -

CABPUJI®, Tabnetku, BKPHTI ITIBKOBOIO 060I0HKOIO,

HOMEp PEECTPALIHHOIO NOCBiAYCHHS) no 500 mr
2. JasiBHUK TOB «Canodi-Asenric Yxpainay, Yipaina
3. Bupobuux I[TATEOH ®PAHI[IA

4. ITposeneni gocaimkeHHs:

: TAK O mi
1

SIKIO Hi, 06rpyHTYBaTH

1) Tun nikapeekoro 3acoby, 3a sxum MPOBOHIIACH
abo nnanyeTsCs peectpanis

Jlikapcbkuit 3aci6 3a mOBHUM mOCKE (aBTOHOMHE
A0che), MmN nikapebKuii 3aci6, HoBa nioua PeYOBHHA

5. IlopHa Hassa xaiHiuHOrO BUNpoOyBaHHs,
KO/IOBAHMH HOMCP KTiHIYHOTO BUNpoOyBaHHs

Honsiiine cmine nepexpeche pocmimkcHHs 3 4
NEPiOAAMH IS OUIHKH BILTHBY BirabaTpuHy Ta eTaHomy
OKPEMO Ta B KOMGiHALIT Ha ICHXOMETPIYHI TOKA3HUKH y
100poBOIbLiB

Howmep nportokony: 097-WUK 12

[6. Daza KiHIYHOr0 BANPOGYBaHHs

Daza 1

7. Ilepiox npoBeaeHHS KIIHIYHOTO BHITPOOYBaHHA

3 xosTHA 1990 poky no Gepesns 1991 POKyY

8.  Kpaiuu, KIiHIYHE

BUTIPOOYBaHHSA

pi (S NPOBOAHIIOCH

Bemuka bpuranis

9. KinekicTs rocmizxysanux

3annanosana; 12 oci6
®akrauna: 12 ocib

10. Mera Ta
BHITPOOYBAHHS

BTOPHHHI Uinl  KIIHIYHOIO

Mera nporo pamzomizoamoro monsiitHOro ciimoro
MEPEXPECHOT0 AOCIIIKEHHS 3 GaraTopazoBUMy 103aMH
T4 4 nepiofaMH MOMrana B TOMY, 100 BUZHAMHTH Oyab-
AKY MOXINBY TCHXOMETPHYHY  B3aEMOIII0  MDK
cyOxpouitnuMH n03amu Birabatpuay (1500 mr asivi Ha
100y) i eranony (0,6 r/kr) y 12 3n0poBux 100pOBONBITIB
4010Bi40i1 cTaTi. KonuenTpauii Birabarpuny B mmrasmi
BUMIDIOBAIM [iCIS BBEACHHS MO3H 33 JONOMOLO
merony BEPX, a eramon sumiproBann 3a nomomoroo
razoBoi xpomarorpadii.

L1. Muzaiin kninigHoro Bunpobysants

PanpomizoBane  momsiiine  cmine nepexpecHe
AOCTIKEHHs 3 DaraTopasoBuMu 103amu a 4 nepiogaMu.
Hocnimxennst cknagamocs 3 4 nepioaiB, KOMKEH
TpuBanicTio 4 nHi. Y koxHOMY mepioni BirabaTpun
(3 x 500 Mr gBiui Ha 106y) a6o naane6o 3aCTOCOBYBAIHU
npotsaroM 48 roamu. Ilporsrom 48 rogun mim uac
PAHKOBHX CCaHCIB Tiepea JIKyBaHHAM A06poROIBIII
3HAXOAHINCS Y BIAALICHHI OpoTsroM 3 romums s
cnocrepexerns. Ilim wac Bewipmix ceancis nepen

JKYBaHHAM 106POBOABII MOBepTamMcs 0 BiLmiICHHS
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UL OTPUMaHHSl BewipHBOi 703u BiraGatpuhy aGo
naauebo.

Ha Tpertiit nens nicus PeeCTpauii BUXIAHMX MOKA3HHKIB
106posone  oTpHMyBamn 1) siraGatpun (1500 mr)
nmoc eranon (0,6 r/kr); 2) Birabarpun (1500 Mr) mmoc
maaucbo eranony; 3) miane6o BirabaTpuny nmoc eranon
(0,6 r/kr); abo 4) mrane6o BiraGaTpuHy mmoc miaue6o
cranony. Koxauil Bapiant nikyeauus NPOBOAUBCS
NOABIHHUM  CHIMUM  PAaHAOMIZOBAHHM MEPEXPECHHUM
MECTOIOM.

OCHOBHI MOKA3HUKH KHUTTEASIBHOCTI peecTpyBanucs
uepes 1, 2, 4, 8, 12 i 24 rogusu micus BBEJACHHS J103H.

3pasku BeHO3HOI KpOBI Opamu Gesnmocepennro nepex
BBCACHHAM no3u. Jlonarkosi 3pasku kposi Gpanu uepes
05,1,1,5,2,3,4,6,8,12,24i 48 TOIHH MIC/Is BBEICHHS
A03H. 3pasku kposi Oymm po3aineni Ha ABi nopuii: 4 mu
y npoGipku 3 propuaom/okcanatom mis aHaTi3y eraHomy
Ta 6 M1 y TmpoGipkH 3 remapHHOM A IPOBEACHHA
aHamizy Ha BiraGatpum. [nasmy sigoxpemmosam,
3pasku  30epiramm mpu -20°C o 3aBCPIICHHN
JOCTIIKEHHS 1 10 NPOBEACHHS aHANI3Yy. BiraGarpun
BU3HAYaIM B mmasmi meronom BEPX, a eramon
BH3HATATH METONOM ra30B0i Xpomarorpadii.

Y nmocmimkenni  npuiivanm yuacts 12 3moposux
AOPOCINX 10OPOBONBLIB uOMOBINOI cTati. Ha nigcTasi
aHaMHE3y,  (I3MYHOrO  ormAmy Ta  KTiHiYEEX
12. OcroBHi kpuTEpIT BKIOYEHHS mabopatopuux  amamizis  Gyio BH3HAYECHO, 1[0
A00poBONBII € 3m0poBMMH.  Di3HKATBHMI oy,
reMaToNoriuni Ta KmiHivHI Gioximiudi anamizm Oynu
TIOBTOPCHI NIC/IsE 3aBEPIICHHS AOCITIKCHHS,

. o % . . [Birabatpuu (3 x 500 Mr) Tabaerku
13. HMocnimxysanuit Jikapcekui 3acib, croci6f
[losTopue nepopansue BBesenns

3aCTOCYBAHHA, CHIA Aii .
Y ’ A | Hoza: 15r

14, Tlpenapar nopismsuus, no3a, cnoci6) He 3aCTOCOBYEThCSL.
3ACTOCYBAHHA, CHIIA T

[1.5 . Cynytus repamis CynyrHiii npenapar: etanon

PapmakoxineTnuni DO3PaxVHKH

Hns siraGatpuny 6yna pospaxosama mioma i
KpHBHMH NJIa3MaTHYIHA KOHUEHTpauis-vac 3a 12 rogun
(AUC .12, memoas/m*rog i AUC (0-0). By Buznaueni
16. Kpurepii owinku epextusnocti MaKCHMaNbHI koHueHTpauii (Cmax, HMOIIB/MJI) 1 9wac 1o
MaKkcHManbHO1 koHuenTpauii (Tmax, rox.). s CTAHOIY
3naueHns Cmax i AUC Brasani B 0ZMHMISIX MMOTB/T i
MMI/T*ron Bignosimmo. Hani NPEACTAB/ICHI Y BHTIANI
cepennix 3ua4eHs i (CB).
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Hcnxonoriuna i dizionoriuna OLIIHKA

Ilenxonoriuni rectn
Caxamuusni pyxn oueit
®apmaxo-EET

ll 7. Kputepii ouinku 6e3nexu : Kniniuna onjinka nebaanux ssumny
Y IPOEKTHOMY 3BiTi OMHC CTATHCTHYHOT METOLOIONT HE
18. Cratucruuni meroau HaBoauTeCst. JKommuit momatox me Gys BKmOuCHHE B

KOMIUIEKT JOKYMEHTIB.

12 3n0poBux 106poBobLiBE T0K0BIYOT CTaTi, cepeamiii
Bik 106poBonbLiB cTanoBuB 24,3 poky (miamason: 20-
37), a Maca Tina - 81,4 xr (zianazon: 55,3-112,3).

®apmaxokiHeTHuHa ouinka

He  coocrepiranoce  crarucruuno SHATYIIHX
BiAMIHHOCTEH y mOKa3HMKax Cmax, Tmax, TI1/2
BuBCICHHS 460 AUCi.12 siraGarpumy mpu mpuifomi y
KOMOIHALI] 3 €TAHOIOM NOPIBHIHO 3 mpuiioMoM OKPEMO.
Hianazon Tmax cranosus Bix 0,5 no 2,0 rogusu, xomu
BiraGaTpuH  3acTocoByBaIH OKPEMO, alleé  KOJH
BIrabarpuH 3acTOCOBYBANH CHigbHO 3 CTAHOJIOM,
alamazoH Tmax CTaHOBHB Bin 0,5 no 4,0 roguun. I
TCHICHUISA 10 YNOBUIBHCHHA €TAHOIOM BCMOKTYBaHHS
BiraGatpuHy 6yna O4YiKyBaHOK, OCKiTbKH €TaHON, IK
BIZIOMO, 3aTPUMYE CIIOPOKHEHHS MITYHKA, 0COBTHBO npH
TpHitoMi y BUCOKIi KOHUEHTpaLii.

He  cnocrepiranoce  crarucruumo SHATYIIHUX
BinMiHHOCTeH B mokasmmkax Cmax, Tmax i AUC g
CTAHOIy NPH MPHIIOMI OKPEMO NOPIBHAHO 3 HPHITOMOM y
koMOinamii 3 BiraGaTpuHOM.

dapMakokiHeTHYH] nami BKA3yKTH Ha BIACYTHICTB
B3aemMoaii y pasi  cy6xponiunoro 3aCTOCYBAHHN
Birabatpuay Ta omHOpa3oBOi NnepopameHOl  A03H
eTaHoIy.

Hewnxonoriyna i diziogorivaa ouinka

Icnxonoriuni Tectn. €aunmm edpexrom Ha HacTpiii 6ys
TCAOHICTHYHUI TOH, SIKMiT B 3HAuHIi Mipi 0ByMoBreHHI
giero etanomy. Bymo BucioBneHo OPHITYLIEHHS, 110
koMmOiHamis 3 BiraGaTpuHoM BiporimHo HEHTpamizye Airo
CaMOro €TaHouy.

Bruus MEIMKAMEHTO3HOTO JKYBaHHS Ha
TPaLE3ATHICTB GYII0 OGMEXEHO TECTOM MOCTYKYBAHHS:
BCI  aKTMBHI  MeTOAM  JiKyBaHHS NOTIpLIYBaIH
npauesgatHicte. Bsaemonii Mix Meromamu He Oyno,
OCKLIBKH OZHH 3 HHX HE NOTipIIyBaB e)eKTH iHmIOTO,

Cakammyni  pyxu  oweii. [Iunamixa napaMeTpis

CAKaIHYHHX PyXiB O4YCH He 3MIHIOBaIacd mic/s

19. Jlemorpadiuni mokaznuku AOCIIKYBaHOT
nomyssinii (craTs, Bik, paca, Tompo)

20. Pesynstatu eexruBrOCTI
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CYOXPOHIYHOTO BBEICHHS BiraGaTpuny nopissHO 2
nyaue6o. Etanon okpemo i B kom6inarmii 3 BirabarpurHOoM
NPOACMOHCTPYBAB BIPOTIMHICTE AESKOTO HOTIPIICHHS
MKOBOI  WIBMIKOCTI, MiKOBOrO i CepPEeIHBOro
YTOBUTBHEHHSA, 4 TAKOXK TIKOBOTO | CEepPEeaHBOrO
TIPHCKOPCHHSA YEPE3 FOAMHY TiCHs npHiioMy.
Dapmako-EET. Crarucruunmii aHami3 HE
TPOACMOHCTPYBAB SKOAHHX CHCTEMATHYHMX e(EKTiB
IKYBaHHS y PI3HUX KaHATAX a60 YacTOTHUX JiarmazoHax.
Onmax  crmocrepiranacs Temgenmis  no TOTO, IO
KOMOIHOBaHE 1iKyBaHHS mOpPU3BOAMTS 10  Gimbmioi
HOTYXKHOCTI,

IIpu mMeananomy obcreskenni micas JOCHIIKCHHS Bei
A06posonkLi Gymu 310poEi, i He Oymo »xoaHuX KIiHIYHO
3HAYYIHX BIAMIHHOCTEH B KiiHIYHMX nabopaTopHux
napamerpax abo mapamerpax EKT TOPIBHSHO 3
TIOKA3HHKAMH IO NPOBENCHHS MOCHimKeHHs. V 11 3 12
100poBosIBLIB criocTepiranocs 21 nebaxane asuoie, 9 3
21. PesynsraTn Gesnexn IKHX  BHHHKIM  TIPH  3aCTOCYBaHHI  koMOiHawii
Birabatpuny i erasony. Jesxi 3 moGiaumx ABHIL (Taki 5K
BTOMJIIOBAHICTh T 32MaMOPOYCHHS) peecTpyBanHcs AK
ABa  moGiuEux sBuma. Jlpa HeGwkammx SABHIIA
crocTepiramics npu npuiiomi Tineku naaue6o. XKoxwe 3
IUX SBHI KTIHIMHUE TOCHIAHUK HE BBAKAB HACTIAKOM
JIIKYBAHHA.

BiraGatpun okpemo i B moeamammi 3 eramonom
nepeHocHses nobpe. IlpotsroMm mocmimkenHs v 1l
100pOBOMBLIB  crocTepiramnes  HeGarkai SIBHIIA.
Hactime  nosizomumimocs NP0 BTOMIIOBAHICTB,
COHJIMBICTB, 3aNAMOPOYCHHS i Hyzoty. XoaHe 3 Hux He
Oymo THKKIM.,

DapmakokiHeTHYHI maHi BKA3yIOTh HAa BIACYTHICTE
BiaeMoxii y pasi cyb6xpomigHOro 3aCTOCYBAHHA
BiraGaTpuuy Ta oaHOpasosoi NECpopansHOI  /103M
22. BucHoBoK (3akmoucHHs) €TaHoy.

He 6yno xonsoro smmBy ui NpenapaTy OKpeMo, Hi B
koMOiHAmil, HA TOKA3ZHWKH 30y/oKeHHs | 3arambHOT
aKkTHBaWii y TecTi HacTpow. €amHUM eexrom Ha
HACTpiil OyB refOHiCTHYHMIT TOH, KU B 3HAYHII Mipi
o0yMOBICHHH  niero eravony. Byno Bsucaosneno
TIPHIYIICHHS, WO koMOiHauid 3 BirabatpunomM Biporiamo
HCHTpami3ye airo camoro cranony. I[Ipenapar okpemo
abo B xomGiwamii He uuMHHB KOAHOTO BIUIHBY Ha
CHHTAKCHYHI MIDKYBAHHS, ane BCI AKTHBHI METOXH
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JTIKyBaHHS MOTIPLIYBAIH pe3ynsTati TECTy
NOCTYKYBAHHS,

BiraBatpun oxpemo abo B koM6inauii 3 eranozoM He
THHHB CTAaTHCTHYHO 3HAMYWIOTO BIIMBY HAa AHHAMIKY
napamMeTpiB CakagHIHAX PyXiB oueii abo EET .

3asBHUK (BIACHWK
peecTpatiiinoro
MOCBITYCHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

EAppIicmt

Sanofi-Aventis Ukraine LLC, Ukraine

[3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

I e C no If not, substantiate

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

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

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

Verification and Investigation of Drug Interaction
Between Vigabatrin and Phenytoin
Protocol number: 316

6. Clinical trial phase Phase I
7. Period of the clinical trial 1987
18. Countries where the clinical trial was conducted|JUK
e Planned: 12
9. Number of study participants Kobaal: 8

10. Goal and secondary objectives of the clinical
trial

The objective of this multiple dose, study with the
combination of vigabatrin and phenytoin was to
determine if multiple oral doses of vigabatrin (2-3 g
daily) for 6 weeks would alter the plasma concentrations
of phenytoin. Eight epileptic out-patient male and female
volunteers on stable phenytoin doses for at least one
month entered and successfully completed the study.
Plasma concentrations of phenytoin were measured in the
plasma and phenytoin metabolites were measured in
urine prior to, during and after co-administration of]
vigabatrin. Antipyrine clearance tests were conducted to
test for enzyme induction or inhibition, and protein
binding of phenytoin and vigabatrin was determined.

11. Design of the clinical trial

Eight epileptic out-patients participated in the study.
All patients had been on stable doses of phenytoin for at
least a month prior to the beginning of the study. Aside
from the clinical signs and symptoms of epilepsy, the
subjects had no other significant medical disorders based
on medical histories, physical exam and clinical
laboratory tests. All the patients were receiving other
anti-epileptic medications in addition to phenytoin.

Drug Administration and Study Conduct
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The study was conducted as an open trial. The patients
were receiving a stable dosage of phenytoin for at least a
month prior to the start of the study. At least two baseline
blood samples were obtained one week apart prior to the
start of the dosage of vigabatrin for the determination of]
anti-epileptic medication concentrations. Vigabatrin was
then added to the anti-epileptic regime, initially at a dose
of 1 g twice daily for a week and increased to 1.5 g twice
daily for 4 wecks. The dose of vigabatrin was then
decreased to 1 g twice daily for a week and then stopped.
Throughout the study the patients kept seizure records
and noted any adverse events,

Prior to the initiation of vigabatrin administration and
after four weeks of vigabatrin administration, an
antipyrine clearance test, plasma protein binding of]
phenytoin and urine concentrations of phenytoin
metabolites were determined.

Sample Collection

Venous blood samples were drawn between 0900 and
1000 hr during the baseline period and at 2,4, 5, 7 and 9
weeks after the start of co-administration of vigabatrin.
Plasma was separated from blood cells and frozen at -
20°C until assayed. The anti-epileptic drugs were assayed
using a Fluorescence Polarization Immunoassay (TDX -
Abbott) in a single batch. After hydrolysis of the
glucuronide conjugate of p-HPPH and measurement by
HPLC, the ratio of p-HPPH to phenytoin was determined
for the urine.

Antipyrine (600 mg) was orally administered after an
overnight fast, and saliva was obtained prior to antipyrine
administration and at 1,2, 3, 5, 8, 24 and 32 hr. The saliva
was frozen until analysis by HPLC analysis.

Aside from the clinical signs and symptoms of epilepsy,
the subjects had no other significant medical disorders
based on medical histories, physical exam and clinical
laboratory tests. Seven of the patients were diagnosed
with complex partial seizures, and one patient had tonic-
clonic convulsions.

12. Main inclusion criteria

Vigabatrin was then added to the anti-epileptic regime,
initially at a dose of 1 g twice daily for a week and
increased to 1.5 g twice daily for 4 weeks. The dose of]
vigabatrin was then decreased to 1 g twice daily for a
wecek and then stopped.

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

13. The investigational medicinal product, method
of administration, strength
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15. Concomitant therapy

All the patients were receiving other anti-epileptic
medications in addition to phenytoin. In addition to
phenytoin, 6 of the patients were receiving
carbamazepine, 3 were receiving clobazam and 3 were
receiving sodium valproate.

16. Efficacy evaluation criteria

The antipyrine half-life, area under the concentration-
time curve and clcarance were calculated. Plasma protein
binding for phenytoin and vigabatrin and the effect of]
vigabatrin on the binding of phenytoin were determined
by equilibrium dialysis.

17. Safety evaluation criteria

Throughout the study the patients kept seizure records
and noted any adverse events.

18. Statistical methods

The performance of the analytical methods during the
study was not provided in the Project Report.

19.  Demographic characteristic of

population (gender, age, race, etc.)

study

Eight patients (6 males and 2 females) entered and all
successfully completed the study. The mean age of the
subjects was 30.9 years (range: 17-51).

20. Efficacy results

Phenytoin concentrations appeared to be unaltered after
4 weceks of treatment with vigabatrin. A drop in phenytoin
concentrations appeared to occur (statistically
significant) after 5 weeks (4 weeks after start of full
vigabatrin treatment). Changes in concentration among
the other anti-epileptic drugs were not consistent and did
not reach statistical significance. There were no
consistent changes in the pharmacokinetics of antipyrine
in this population nor was there any differences noted in
protein binding, excretion of urinary p-HPPH/DPH ratio
or effect of vigabatrin effect on phenytoin binding to
plasma proteins.

An interaction between vigabatrin and phenytoin was
confirmed in this study. Plasma phenytoin concentrations
decreased 23% when patients were maintained on
vigabatrin for 4 weeks at full therapeutic doses. It is
surprising that a change was noted at 4 weeks after full
dosage but not after 3 weeks. The change could be the
result of clinical changes not necessarily related to the
concomitant dosage of vigabatrin and phenytoin. Since
no changes were noted in antipyrine kinetics, metabolism
of phenytoin as measured by excretion of p-HPPH
relative to DPH or in binding characteristics, the cause
for the change in phenytoin concentrations in plasma
remain unexplained.

21. Safety results

Four of the patients appeared to show a useful

therapeutic response to vigabatrin. The most common
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adverse events noted by the patients were drowsiness and
dizziness although none of the symptoms were severe.
Compliance as determined by medication record charts
was excellent.

This study confirmed that there is indeed an interaction
between vigabatrin and phenytoin. Mean plasma
phenytoin concentration was reduced by 23%. The
mechanism of the interaction is unclear, but it would
22. Conclusion appear that the more common causes, such as changes in
protein binding of cither vigabatrin or phenytoin, or
changes of enzyme activity as measured by antipyrine
half-life and clearance, can be excluded from the results
of this study.

i

3

v

Applicant (Marketing
Authorization Holder)




