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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

[3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

! yes 0

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

Clinical Experience and Use of Vigabatrin (Sabril®) in
Subjects with Infantile Spasms
Protocol number: 1-A

6. Clinical trial phase

Phase 111

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
cnrolled 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,
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* 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.

* 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.

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

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
EEG) 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,
strength

Not applicable.

15. Concomitant therapy

The subjects were frequently treated with other AEDs

and concomitant therapies. All subjects treated with other
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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 cssential for the subject’s well-
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.

16. Efficacy evaluation criteria

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.

17. Safety evaluation criteria

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 etiology groups.

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

* 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 normal and abnormal
ophthalmologic examination results.

18. Statistical methods

The primary efficacy analysis of this study used a chi
square (x2) 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.

The secondary efficacy analyses used the ¥2 test to

compare the proportions of subjects in the high- and low-
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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.

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

of

study

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)

20. Efficacy results

In the analysis of the primary efficacy endpoint, 11%
(25/221) of the subjects were free of spasms for 7
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 efficacy
endpoints in causing spasm cessation in subjects with IS.

21. Safety results

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.
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22. Conclusion

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
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 unrelated to
vigabatrin. Most AEs and SAEs were not classified as
related to vigabatrin, with only 5 SAEs ascribed to
vigabatrin. The safety profile was similar for subjects in

the low- and high-dose vigabatrin treatment groups.

Applicant (Marketing
Authorization Holder)
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3BiT npo KainiuHe BUNPOOYBaHHS

1. Hassa nikapcekoro 3acofy (3a HasBHOCTI -
HOMEp PeecTpaniiiHoro NOCBIAYEHH)

CABPUJI®, rpany.s st 0paiasHOro posuusy, mo 500

Mr
2. 3auBHUK TOB «Canodi-Asecntic Yipainay, Yxpaina
3. Bupo6uux IMTATEOH ®PAHIL{IA

4, ITposeaeni nocnigkenHHs:

! TaK C mH

SIKIIO H1, OOIPYHTYBaTH

1) Tun nikapcekoro 3acofy, 3a KM NPoOBOAMIACS
abo nnaHyeThes peecTpantis

Jlikapcekuii 3aci6 3a noBHUM JOCKE (ABTOHOMHE
/A0Che), iHmmit nikapcskuii 3aci6, HOBa Aitoua pewoBHHa

5. [losHa Ha3pa KIiHIYHOTO BHOIpPOGYBaHHI,
KOMOBAHHIT HOMED KJIHIYHOTO BUNIPOGYBaHHS

Kminiunmit  1ocBig Ta  3acTocyBaHHS Birabatpuny
(Cabpun®) mauieHTam 3 iHGaHTHIBHHMH CIA3MAMK
Howmep npotokony: 1-A

6. ®asza kaiHIYHOTO BUNIPOOYBaHHA

[ Pasa 111

7. Ilepion mpoBeACHHS KNIHIMHOrO BUNIPOGYBaHH

Iepioa nposencuus gocmimxenns (poxu): 1996-2002
Jlara BKMIOYCHHS Nepworo nauienta; 22 ciuns 1996
POKY

Hata 3aBepIICHHS TOCHIAMKCHHS OCTAHHIM NAUiEHTOM: 2
kBiTHA 2002 poky

8. Kpaimu, ge¢ mposoamnocs  kmimiume|CILA

BHITPOOYBaHHS
3amnadoBana:
Crnouarxy nmanyeanocs 37-40 namienris.
daktuuHa:

9. KinpkicTs pocmipkysaamux

Y nporokon Oymu BHECEHI MOMpaBKH, 1O T03BOJSIOTH
BKTHOYCHHS 10 250 mauientis. Kom zocnimkenns 6ymo
HNPHIIMHCHO, B HBOMY B3SUIM y4acTh 3aragom 227
AL EHTIB.

10, Mera ta
BHNIPOOYBAHHSA

BTOPUHHI  wimi  KaiHiYHOrO

Merow naHoro gocmimkenHs Oyaa ouiHka Ge3nckd Ta
epexrusHocTi Birabarpuny (Cabpua®) y nauientis
BIKOM 10 2 pOKiB i3 Brmepme AiarHOCTOBAHUMH
iHanTHABHUME criazmamu (IC).

11. Ausaiia kIiHITHOrO BUNpoGyBaHHS

Ue pocnimxenns Gymo pospobiicte sk 6araTouenTpose
PAaHIOMI30BAHE  3BHUYANHE  CJHINEG  JOCTIIKCHHS
TPHBATICTIO Bin 14 10 21 aHa 3 BigkpuTHM rHYYKHIM
03YBAHHSM Ta HOBFOCTPOKOBHM CIIOCTEPEKEHHIM
NAUIEATIB i3 Brepme aiaraoctosannmu IC.

12. OcroBHI KpuTepii BKIOYCHHS

» Hiarnos IC.
» liarsocTnyui xputepii.
* Bix: meHme 2 pokiB, TPHBAZiCT BCTAHOBIEHHS

aiaruo3y [C we Ginpiie 3 micsimis.
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* Maca Tina: He mcHue 3.5 kr.

* MPT a6o KT romosroro mosky nporsrom 12 micsuis
[0 BI3UTY BHXiTHOTO piBHS [N NiATBEpIKCHHSA
BIACYTHOCTI IIPOTPECYIOHOTO YPaKCHHS.

* Tunosa xaptina EET y nauienta.

* INauient He pearysas Ha BHYTPIIIHBOBCHHE GOMIOCHE
BBeZeHHs 50 Mr mipumgokcuHy (y  BiamoBigHMX
BHITATKAX).

. Mauient OTpHMYBAB cTabinbHy J03y
nporueniientuarux npemapatie (IETT), npussasennx
He 3a nokasannam IC (y BianoBinHux Bunagkax).

* Ilpu nposeaenni opramsmonoriunoro obCTeKEHHS y
MAaLi€HTa TATONOrIMHAX 3MiH HE cmocTepiranocs abo
HaTooriyni 3MiHu 6ynu cTabinbHHMM.

* Bysio miamucano indopmoany sroxy.

13. HocnimxyBanuii nikapcbkuii 3acif, cnoci6
3ACTOCYBAHHS, CHuIa Iii

Cabpun® (piraGatpun), Tabactkn mo 500 wr,
epopalIbHO

[lic1t  Bisuty BuXizHoro pisHs mamientn Gymu
PaH/IOMI30BaHI I8 OTPUMaHHS BUCOKuX 103 (100-148
Mr/kr/aess) abo Hmsbkux g03 (18-36 MT/Kr/1eHb)
Birabarpuny nporsirom nepuux 14 nuis gocmimxerns. V
paMKax OHUX PEHHUMIB JO3YBAHHS MALIEHTH OTPUMYBAIH
[03H, PpO3paxoBaHi 3a Macow Tima. Birabarpun
MOCTAYABCs Y BUIIAAL TabCTOK i3 prekowo no 500 mr y
TUBILIKAX 13 HE3AMACKOBAHHM MAPKYBAHHSAM | BBOAMUBCS
MEPOPAIbHO ABA pa3w Ha AEHb, 33 BHHATKOM BHIAJKIB,
KOJIH 3arasibHa 103a Oyna <250 mr/acHs, y TakoMy pasi
J03BOJIAIOCA A03YBAHHA OJAMH pa3 Ha AeHb. Ocobu, sxi
3OIACHIOBANM  forasa, He Mamu  iHdopmamii  mpo
PAHAOMI3ANII0 BiraGaTpuHy, 103y THTPYBANH HPOTATOM
7-neHHOro nepiody, a MoTiM 7 AHIB BBOZHTH MOCTIHHY
103y. SIKINO y nauienTa NpUIHHSIHCH CIA3MH NPOTArOM
mepmHx 14 1HIB  iKyBaHHA, BiH TPOAOBKYBAB
OTPUMYBATH JIKYBAHHS [I€ TPOTATOM CEMH IHIB A0
noyatky ¢asu JIKyBaHHS 3 THYYKOK 03010
OuirroBanus i3 BHKOPHCTaHHAM
enextpoennedanorpadii 3 Bizcomarmsnom (EEL 3
BIICOHATIIOM) BUKOHYBAJM MPOTArOM 3 AHIB micms
CBOMOTO OHA 3 MOMEHTY NPHNHHEHHA crasMiB. ko
NALIEAT HE A0CATaB KIIHIMHOro cTany 6e3 cnasmis o 14-
IO IHS, BiH BCTYNaB y $hasy NiKyBaHHS 3 THYYKO0 HO30K0
TIPOTATOM BiA WIOHAliMeHme 2 THXKHIB i A0 3 pokiB.
[Ipotsirom upoOro mnepioxy mO3yBaHHS Birabatpuny
30imblryBanocs a0  3MEHmIyBAaTOCK HA  PO3CYR
pocaiaanka. Lsuaxkicrs smikn He Morna nepesumysaTn

25-50 Mr/kr B neHb HA NIOTHKHCBIN OCHOBL.
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IInanosana Tpusanicts nikysamus: miEiMyM | Micsup i
MAaKCHMYM 3  DOKM 3 DeryIfpHHM  [OZANbIIHM
CIIOCTEPCIKCHHSAM.

14.  Tlpemapar nopisEsHHS, mo3a,  crocib|| He 3acrocomyerncs.
34CTOCYBAHHS, CHIa aif

Hauients wacto orpumysanu immi ITEII i CymyTHi
METOAH NiKyBaHHS. Yci mamienty, ski OTPHMYBAIH IHIL]
HEIl, nosunni Gynu orpumysarn CTabinbHy 703y 10
BKIIOYEHHS B JOCHLKCHHS. Y Xomi AocaimkeHHS
NpHIOM Tpenaparis, ski 6ymn weobxiani mms 300poB's
Mami€HTa, PO3NOYMHABCS 460 HPOJAOBKYBABCS HA PO3CY
pocninauka. Yei cynyrui IEIT Gyan 3apCECTPOBaHI B
IPK nmamienta. Opnak nauientd ne mormm OTPHMYBATH
AKTI',  koprukocrepoiam, BAJNBIIPOEBY  KHCIOTY,
benbamar abo Syap-sxi inmm AOCTKyBaHi npenaparw,
KpimM  BiraGaTpuny, mnporsrom OepmmHX 2 THXKHIB
IOCTIIIKEHHSI,

15. CynytHs Tepanis

[lepsunmoio kinUEBO0 TOUKOKW MBOTO JOCTI IKECHHSA
Oymna wacTka maUiEHTIB, y SKHX He Oyno cmaswmis
MpOTAroM 7 IHIB MOCHINb, 10 MOYMHAIOCH Y MeKax
16. Kpurepii ouinku epexTusHOCTI nepurkx 14 nHiB nikyBaHHs BirabaTpuEHOM.

Bropunni kinnesi toukn edexrusroCTi MoCTimREHMS
OLHIOBAH BIACYTHICT criazMis 6e3 Bukopuctauus EET
3 BIICOHATTIAOM.

Bynu nposeacni HacTynHi oninku 6eamexn:

* Hacrora Bcix HeGaxaHHX  sBHmI (H:D),
KIacH(DIKOBAHUX 33 KIACAMH CHCTCM OpraHis, 38's130K 3
JNiKyBaHHAM BirabaTpuaoM i Tskkicrs HSI.

* Yacrora HS, mo summkamm B nepmi 2 THkKHI,
KIaCH(IKOBAHMX 32 KIACAMH CHCTEM OPraHis i 403050
Birabarpuny.

* Posnoain HA ua erionoriuni rpymu.

* Posnonin cepitosaux mebaxanux spmmg (CHS) na
erionoriuni rpymu.

17. Kpurepii ouinku 6esnexu | * Hacrora sumuknenns CHS 3a knacamm cmcrem
OpTaHiB i 3B'S130K 3 TIKYBAHHAM BiraGaTpurOM.

* Yacrora sizxmiens maGopaTopHHX mOKa3HHKIE BIA
HOPMH 3 BUKOPUCTAHHIAM MaKCHMAABHOTO 3HAYCHHS 715
KO)KHOTQ MAMIEHTA.

* Hacrora BimxuieHs 1aGopaTOpPHUX MOKA3HUKIB BiA
HOPMH 3 BHKOPHCTAHHAM MiHIMAIBHOTO 3HAYCHHS s
KO)KHOTO TAIEHTA,

* BianosiaHicTs Mik OUIHIOBAHHAM  BiIXHICHB
Ma0OPATOPHHX MOKASHUKIB Bil HOPMHM AOCTITHHKOM i
1a60paTOPHEMH KPHTEpisMIL.
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* Yacrota HasBHOCTI Ta BixcyTtHOCTI matomorii 3a
PE3yTBTATAMH O(TAIBMOJIOTIYHOTO 0BCTEKEHH S,

Y  nepeuHHOMY amanisi  edexTHBHOCTI  LBOTrO
AOCHIUKEHHS BHKOPHUCTOBYBABCS TECT xi-kBampar (x2)
AL IOPIBHSHHS 4ACTKH NMALIEHTIB y rpymax TIKyBaHHS
BHCOKMMH T2 HH3BKHMH J03amu Birabatpuny, y axux
NPUIMHMINCE CHA3MM, BUIIOBIAHO 10O BH3HAYCHHS
HCPBHHHOI KIHIEBOT TOYKH — NPHIHHCHHSA CNA3MiB.

18. CraticTuyni meromu Yy BTOPHHHOMY aHai3i eexTusHOCTI
BHKOPDHUCTOBYBABCSL TECT X2 I/ MOPIBHAHHA YACTKH
MAUIEATIB Y rPymax JiKyBaHHs BIrabaTpHHOM y BHCOKHX
| HH3BKHX 032X, y SKHX [PHTHHHIHCE criazmu,
BIATIOBIZHO 110 BiANOBIAHNX BU3HAYCHD KiHICBOT TOUKH.
Anani3 Gesnexn B upoMy HoCHiIKEHH] GyB IpPOBEACHHUIT
3 BHKOPHCTAHHAM ONHCOBOI CTATHCTHKH.

[amientn BikoM 10 2 pokiB 3 macow Tima 35 xri
OutbLue,

I'pyna sucoxoi no3u: 108 namiertis /107 manientis
19. Nlemorpadiuni nokasmukm aocmimkysaHoi]| womosiuoi crari; 45 / xinouoi crari; 61
nomyssuii (craTs, Bik, paca, Tomo) Bik 0,6 poky (8in 0,1 no 1,7 POoKy)
I'pyna nusbkoi gosu: 114 nauientis / 114 nauienris
40710Bi%01 cTaTi; 63 AkiHowoi crari; 50
Bik 0,6 poky (aiana3on 0,1-1,7 poky)

B ananisi mepsunHOl KiHNEBOi TOUKH eekTHBHOCTI y
11% (25/221) nauienTis cnasmu 6yau  Biacyrsi
NPOTSroM 7 AHIB MOCHiNb, NOYMHAKOUM 3 Tepmux 14 nmis
JTIKYBaHHA BirabaTpuHOM, 3 ninTBepmkennsm EEL 3
BICOHATIAOM TPOTATOM 3 fHIB Ticis OPHITHHCHHS
CrnasMmiB, 3 OULIBWIOW BIAMOBiUWO B rpymi JiKyBaHHS
BHCOKOK0 0300 TMOPIBHAHO 3 TPYNOIO JiKYBaHHSA
HH3bKOKO J03010.

Ouinky mikaps Ta ocobu, ska 3ailicHIOE IOTIIsIA,
NPOAEMOHCTPYBAIH OKPALICHHS AK Y CPYT 3 HH3BKO,
TaK 1 B rPyIi 3 BUCOKOIO 1030K0, 31 3MiHOIO Bia «ISrKOro
TIOKPAIEHHA» [I0 «TTOMIPHOTO MOKPAIIEHHS» IPOTATOM
3-micsuHOro mepioxy.

Taxum annom, Birabatpun 6yB edekTHBHMIT 3a71eKHO
Bl 03H Ta MO PSAY KiHUEGBHX TOUOK cexTusHOCTI
11010 NPUIHHCHHS CNIA3MiB v manienTis 3 IC.

20. Pesynbtaty edexrusHocTi

Iporarom yeworo nocmimxenns y 93% 3 222 namienris
3 ckemosuuielo B koropti Gesneku Gymo B mimomy 2002
Hebakannx  ssuma  (HS), 3 axux 1586 Oymm
yHixanbuumn. Haiibinbm wactumu HS Oymn indexnii
AuxaibHuX wisixis (114), cepenniii otut (88), nipexcis
(61), nparismuBicTs (56) i BipycHi inderuii (42).

21. Peaynbratn 6e3nexu




000076

Yactora nebaxkanux ssun 6yma 01HAKOBOKO B rpynax
3 BUCOKOIO | HH3BKOK 103050,

Birabatpun edexrunnuii npu nikysaHHi nagienTis 3 [C
1 nobpe mepenocutbes. EdextnricTs susnauanaca 3
BUKOPHCTAHHSIM SIK KNIHIYHHIX, TaK i
enekTpodisionoriunmx mokasnukis. Yacrora sixmosineii
Y NAUI€HTIB y Ipymi JiKYBaHHS BHCOKOW X0300 Oyna
CTATHCTHHO 3HAYMMO BHIIOK, HIX Y MauieHTiB y rpymi
NIKYBaHHS HH3BKOI0 703010. Llx PI3HHIIA B NPHUIHMHCHHI
CNasMiB MK TPYNamu 3 BHCOKOK i HU3BKOIO 10300
MOYHHANACA NPOTATOM MEPUWIOrO0 THXKHA Tepamii i
MPONOBKYBaNa 3OLIBIIYBATHCA MPOTATOM HACTYIHHX
Kibkox THxkHiB. YacTora penmausis Gyna HH3BKOIO,
GLIBINCTS maunieHTiB NOCATIH  CTiHKOTO TTPUNHHCHHAS
CIa3MiB.

I'nobaneni ouinropanus, nposeeni aikapeM i oco6oro,
110 3/HCHIOE 0TS, TAKOK T ATBEP I e(eKTHBHICTE
Birabarpuny npu mikysaumi IC. Timekm 19 3 222
NAUIEHTIB NPUNMHATH  JTiKYBAHHS BiraGaTpunom B
pesymprati HSl a6o CHS;, 6 Taxmx sumankis 6ynu
knacudikoBani sk He mnOoB'w3aHi 3 BirabarpuxoMm.
binbuicts HSl i CHl me 6Gymu knacuikosani sk
nos'ssani 3 Birabarpumom, i Timekm 5 CHS 6ymu
BifHeceni 1o BiraGatpuny. Ipodine Gesnexku 6Gys
AHATOTIYHHMM y TALIEHTIB Y rpymax TKYBaHHI HH3BKOO
Ta BUCOKOIO 2103010 Birabarpuny.

22, BucHOBOK (3aKTr049cHHs)

3asBHHK (BracHMK
peecTpaniiinoro
TIOCBITYEHHS)
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

|

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

-

! yes C no If not, substantiate

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

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

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

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 T ]
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 clderly subjects to
an oral dose of 1.5 g (R, S)- y-vinyl GABA.

L1. 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 Ist test day.

1.5 g (R, S)-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 2,4and 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

cardiac,
story of]

Subjects did not have liver, kidney,
gastrointestinal, or hematological diseases, no hi
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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
of administration, strength

1.5 g (R, S)-y-vinyl GABA was administered orally as 6
hard gelatin capsules of 250 mg/capsule.

14. Comparator, dose, method of administration,
strength

Not applicable.

15. Concomitant therapy

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.

16. Efficacy evaluation criteria

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°, 15”,
W, 45,10, 2,5,4,6.8, 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:
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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.c., mean and standard
deviation.

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

of

study

6 healthy, elderly volunteers (3 male, 3 female). The
mcan 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
climination 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 clderly patients.

Subjects reported two subjective side-effects, headache
(3 subjects) and tiredness (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 clderly
Jbatients. 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)

8 ‘:F’* ’
Dltng oV
— >
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3BiT npo kniniune BHIPOOYBAHHS

1. Hassa nikapcekoro 3acoly (3a HasBHOCT] -
HOMEp PCECTPALIHHOTO MIOCB TueHH)

CABPUJI®, rpanynu ans OpasbHOTO po3uuHy, no 500
Mr

2. 3asBHHK

TOB «Canogi-Asentic Yxpaina, Ykpaina

3. BupoGuux

LIATEOH ®PAHILIIS

4. ITpoeeneni gocaiakerns:

1 O mi

TaK SIKINO Hi, 06IpyHTYBaTH

1) Tan nikapcpkoro 3acoby, 3a IKUM NpoBoAMAaCs
a0 nianyeTbes peectpanis

Jlikapeekuii 3aci6 3a moBHUM 0ChE  (aBTOHOMHE
A0Che), IHIWHI TiKapchKuii 3aci0, HOBa ni0ua peuoBMHa

5. TloBHa wasea kmimiumOrO BHIIpOOyBaHHs,
KOOOBaHUIT HOMEP KIIHIYHOTO BUTIPOOYBaHHS

®apmakokineruka R(-)- i S(+)-enanTiomepis Y-BiHig-
I'AMK y 3aoposux A06pOBONBLIB TiITHBEOTO BIKY micias
NICPOPATLHOTO BBEACHHS PALIEMATY.

Howmep nporokony: 71.754-1-7

L6. ®asa kriniuHOro BUNPOGYBaHAs

I[CDa'sa I

IZ. lepiox nposenenns kriniusoro BUNpoOysanHs

Cepnens 1982 poky

8.  Kpaiau, nc KIIHIYHE

BUNIPOOyBaHHs

NPOBOAMIOCH

Himeuunna

9. Kinexicts gocmimrysammx

3amnanosana: 6 ociG
®dakTiana: 6 ocib

10, Mera ma Uit KiiHiyEOoro

BUNPOOYBaHHS

BTOPHHHI

Lhii:

1) Bussauwuru dapmakoxineTaky R i S (-
eHaHTiomepis  y-Binin-TAMK (BiraGarpuny) micns
OAHOPA30BOr0 MCPOPAIBHOTO BBCACHHS PaLeMiuHOL V-
Bini1-I'AMK 3n0oposum A06POBOIBLAM TITHBOTO BIKY.
2) BusHauuTH nepeHocuMicTs NEPOPANTEHOTO BBEICHHSA
L5 r (R, S)-y-pinin-TAMK Y 380poBux 100poBOabLiB
JIITHBOTO BiKY.

11. Ju3aiin kainiusoro BHNpoOyBaHHs

Hocaimkenns 3 oaHOPA30BUM BBEICHHSIM Ta ONHUM
NEpIoaoM.

Hocnizkenns nposoaunocs nsa OHI mocmime A
KOXHOTO 00poBombLs. J{06poBossLi npudbysaiu a0
BIIUTIJICHHS ¥ CTaHi HaTme BpaHui 1-ro AHs TecTyBaHHS,
L5 r (R, S)y-Binin-TAMK BrOzmmm NEPOpaIbHO y
BUITIAAI 6 TBEPAMX SKCIATHHOBHX Karmcyr mno 250
mr/kancyra 3 300 ma somm o 8 FOAMHI PaHKY.
Mobposombui sunusams 200 ma Boau wepes 2, 41 6
TOZMH MiCHsS PaHKOBOI 03M i OTPUMYBAIIH CTAHAAPTHY
Ky 1 piauny no Gaskauuo uepes 8 roauH micis npuiiomy
03H.
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Hobposonsui 3Haxonmmmes Y BinaizeHHi mportsrom 24
TOJMH 1 [IOBEPTATHCS 3HOBY uepes 36 1 48 roauu micms
BBCACHHS no3u. Skmo wmimivEl  cHMOITOMY Oyiu
BUICYTHI, IM 103BOMIS/1ACH AKTUBHICTE 110 OaxaHHIO yepes
48 ropun micas OPHHOMY JO3H.

Y noGpoBonsui He Byrmo 3axsoproBaus MEYIHKH, HUPOK,
cepus, LLTYHKOBO-KHIIKOBOTQ TpaKTy abo
FCMAaTOIOrIYHUX 33XBODIOBAHb, B AHAMHE3] He Oymao
HapkoMaHii abo meuxiaTpuunoi SAICKHOCTI, a TaAKOK
Oyap-sikux ozHak HEBPOIOriyHux abo MCHXIATPUYHAX
BIAXHICHB.

Bys mposenenmit ¢isuxansamii OrJIfn, BKIIOYAOYH
odransmonorivke Ta HCBPOJIOrT4HEe 0GCTex)eHH, mob
NIATBEPANTH BIACYTHICT BiIXMIcHD,

Y BuX He 6ymo kmimiuHo 3HAYYINHX BIAXHICHB 33
pe3yabTatamMi  maGoparopromy CKPHHIHTY,  mio
CKIIaAaBCA 3 HACTYIMHOTO:

- 3araibHUE aHATI3 KpoBi, dopmyna KPOBi, KilIbKICTH
TpomMOOLHTIR

- aHani3 cewi, BRIIO9aroun pH, IHTOMY Bary, KpeaTHHin,
LYKOp, 6110K, MIKPOCKOMIYHE AOCTIIKCHH S ocany

- AHANI3 CHPOBATKM 3 BH3HAYCHHAM [JIFOKO3H, a30Ty
CEY0BHHM, 3aranbHOTO GimipyGiny, mysmuoi docarazu,
ACT, AJT, JIAT, ceuomoi KHCIOTH, KpCaTHHiHY,
3aranbHOro Ginka, aneGyminy, Kansmio i dbocdopy.

EET 6e3 kniniuno 3mauymmx sizxurens.

IucemoBa indopmosana 3rona 6yna orpumana six
KOXHOTO A0OPOBOMBLS, 3amy4eHOro a0 HPOBEACHHS
OCTIKCHHSI,

12. OcuosHi kputepii BkmoucHus

L5 r (R, S)-y-Binin-TAMK (Birabarpun) BBOAMIH
TCPOPAILHO Y BUTJIAAL 6 TBEPAMX KCAATHHOBUX Kancy
1o 250 mr/kancymna.

13. Jlocmizxysaunii nikapcskuii 3acib, cnoci6
3aCTOCYBAHHA, cuia il

14, TIpenapar NOPIBHSIHHS, A03a, cnoci6|He 3aCTOCOBYETHCA.
3aCTOCYBAHHS, CHIIA il

Hobposoneui me npuitmany KONHHUX [Ipenaparis
noctiino,  abo  Gyme-skmx npenaparis,  mo
BIAMYCKAFOTBCS 3a peuentoMm abo 6e3 peuenra, abo
AOCTKYBAHHX TNpEmaparTis OPOTAroM 2 THKHIB 10
novarky gocmmxenss. [puitom inmmx npenaparis y
XOml UBOTO MOCHImKEHHT He AosBonsaseda. Ha wuac
AOCIIKCHHS. HE N03BOJNATMCH HAmoi 3 kodeinom i

15. Cynyrus tepanis

AJIKOroIeM. n
Kniperc kpeatuniny:
16. Kpurepii ouinkn epexrusnocti Konuenrpamuiio KpeatuHiny B masmi (CCr) pusnagamm

10, uepes 24 roaunu 1 48 rogun micas BBCICHHS NO3H.
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Knipenc KPCaTHHIHY po3paxoBysanu 3a
KOHUCHTPALISAMH KPEAaTHHIHY B masmi KpoBi uepes 24
roauHM 1 48 rogus micus TpHIOMY J03H, CKCKpCUiro
KPEATHHIHY i3 cedero 3 inTepsanamu 0-24 i 24-48 roaum.
Kpim Toro, krmipenc kpearuniny (CICr) omimioBanu 3a
(opmymoro Kokpodra i Toara,

DapmakokineTnka:

Kpos:

3pasku kposi o6'emom 5 mn Opanu no i uepes 5, 15",
30', 45, 1 romumy, 2, 3, 4,6,8,12, 16 i 24 roaunu mics
NPHHOMY TO3H.

Kpos nepemocumn  y  dnakonn 3 TENapUHOM,
UEHTPH(YryBasiy, a miasmy 3aMopoxkyBaH i 3Gepiranu
npu -70°C no nposeaerus aHadizy.

Ceua:

Cewy 36upanu nporarom 1sox 24-roguHHuX nepiojis,
TMOYHHAKYH 3 OHA BBCOCHHS npenapary. Koxnui 24
TOAMHN BHMIpIOBanH 0f'eM cewi, anmkBoTy 36epiramm,
3aMOPOKYBAIH i 30epirann npu Temneparypi -70°C mo
NPOBCACHHS AHATI3Y.

Cy6'exTuBHi cumntomu:
Koxwnoro no6posonsus wacto ONHTYBAH  1OXO
Cy0'eKTHBHHX CHMMITOMIB.

DizukanbEmii ormsa:

Koxen no6posoneus Oy  obcrexennii nepex
NPUHOMOM 1103# i uepes 48 roauH micis uporo. OcHoBHi
TIOKa3HUKH  KUTTEALIBHOCTI  (BKIFOYANOUH OyabC |
apTepianbHuit THEK micas 10 XBHANH TeKaHHs Ha CHHHI
1 Y BEPTHKAIbHOMY TIOIOKEHHI Micist CTOSHHS IPOTATOM
2 xBunMH) peectpyBanu 10 i wepes 1,2, 3,4,6,12,24 1
48 roaun micis MPHIHOMY JO3H.

Jlaboparopuwuii MoHiTopusr:
JlaGoparopuuii amanis TMOBTOPIOBAN uepes 24 i 48
TOJIHH TTiC/IS BBEACHHSA npenapary.

7. Kpurepii ouinkn Geanexu

Bye nposenennit amanis KOHLEHTpauiii y-sinin-CAMK
(Birabarpuny) B mmasmi i ceyi.

Bushauenns mmow  nig KPHBHMM  NJa3MaTH4HA
KOHLEHTpamis - wac mposommiocs wmeronom RIP-
PO3TYIIOBYBAHHA 1 METOZOM TpameLii.

st (apmakokineTnyrmnx napaMeTpis Oyna
TPEACTABACHA ONMHCOBA CTATHCTHKA, TOOTO cepeame
3HAYCHHS i CTAHJAPTHE BiIXHICHHSL.

18. Craructuuni Mmeroau

19. Jemorpadiuni nokaszuuku AOCTIKYBaHOI| 6 310poBHX A00POBOTBLIB TiTHBOTO BiKky (3 YOJIOBIKH,
nonyusiuii (craTs, Bik, paca, TOwo) 3 xinku). Cepenniil ik 1100pOBONbLIB CTaHOBHB 64,7
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Poky (aianason: 60-75); spict 167,8 e (miamason: 157-
178); maca tina 71,5 kr (miamazon: 58-89).

20. Pesynsratu edexrusHOCTI

Y 5 3 6 nobpoeomsuis CMOCTEPIraIocs IMBHAKE
BCMOKTYBaHHS  y-BiHiT-TAMK  micng [IEPOPATBHOrO
BBC/ICHHS 3 MAKCHMANBHIMU KOHUCHTpaLisMH Mix 0,5 i
1,0 roa micas npuiiomy nosu. OgHak Y OZHOTO
100pOBOJIBLS crnocTepiranocss  Gilen  noBinbHEe
BCMOKTYBAHHS 3 MAKCHMAJIbHOK KOHIUCHTPALIE uepes
3 romumm micas NpHHOMY 103u. Makcumaneni
KOHUCHTpawii R (-)-eHanTtiomepy 3aputm Oyiu BumMH,
nbx S(+)-enanriomepy. lle mosxe BKA3yBaTH Ha 6igem
WIBAAKE BCMOKTYBaHHS R (-)-enantiomepy. Sx BapiaHT,
TIPHUHHOK LBOTO SBHLLA MOXKYTh OyTH Pi3Hi NOYATKOBI
XapaKkTEPHCTHKH PO3MOZiy.

Konuentpauii B mmasmi KpOBI Manm HaitGinemi
IHTPAIHANBIAYAIbHI KOTHBAHHS B inTepBani 3-12 roaus.
[Iporsrom nworo IHTEPBANY MOXHA NPHIYCTHTH
MPONOBXKCHHS (peHOMCHIB posmoainy. 3 immoro boky,
TAPAACALHE 3HIDKCHHS KOHLUCHTpaWii B mmasmi KpoBi
Oyno BusiBneHO wepes 16-20 rox micas BBCICHHS [O3H
AUt 000X eHaHTiOMEpiB.

Busenenns i3 ceuero, a Takox HHUPKOBHI KiTipeHc 060x
CHAHTIOMEPIB 3anexann Big Qynxuii Hupok. Opgnak
KiHLEeBUH Tiepion HAMIBBHBEACHHS, OLiHEHMUI] METOI0M
POSTYIIOBYBAHHSA, IEMOHCTPYBAB 3BOPOTHY 3aNEKHICTE
Bia dyuxkuii nupok. [ToscHenns moxe TIONIATaTH B TOMY,
WO MeHmi 06'eMH PO3NOAINY y nauieHTiB 3 HusKUMM
KIIPEHCOM KDPEATHHIHY | HImkamm KJIIPEHCOM y-BiHi-
['AMK npuseoaumn 10 6inbur BHCOKHX KOHUEHTpawiii y
T1a3M1 NPOTAroM mepioay criocTepeikeHHs Big 2 mo 12
nic/a BBEACHHA 103U, Y CBOKO uepry, ui OLabI BHCOKI
3HAYUCHHA B MUIa3Mi, MOKIHBO, 3irpanu [EBHY POJIb B
KOMIICHCALT 3HIDKEHOT HUPKOBOI eimMinaii] 3a paxyHoOK
NOCHIICHHA MO3aHUPKOBMX MEXAHI3MIB i, Tarum YHHOM,
MpU3BEIH 10 TNOPIBHAHHMX 3HAYCHb  3ArAJBHOIO
KIIPEHCY y PisHUX mozeif i 3BOPOTHOI 3a1€KHOCTI MiN
o6'emomM poamominy Vpss i koedinienToM emiminanii .
Le takox moxHa IHTEPNPETYBATH HACTYIIHUM YHHOM:
HHM HIKYE KITPEHC KPeaTHHiHy, THM [OBIIia taza
po3mnoziny, i unM nosma dasa posmozity, Tum Ginbuie
TPHBAIOUMH TIPOLEC PO3NOALTY MOKE BIIMBATH HA
KIHLEBHI rokazauk T1/2.

Kpim  rtoro, mpeacrasnene (bapmakokineTHe
JOCTIIKEHHS HE MICTHTH JaHUX, OTPUMAHHX TCas
BHYTPIUIHBOBCHHOTO BBeACHHS. OCKiTBKH pO3paxyHoOK

3aranbHOr0 KINPEHCY MiCAs nepopasbHOro npuiiomy
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3anexkuth Bia GlogoctymHocTi Ta J03H, MpPeACTaBaCH]
dapmarokineTnyni PO3paxyHkn  MOkyTe  Gytn
CIIOTBOPCHI 3HHKCHOO OlomocTynHicTIO y ux manienTin
JTITHBOTO BiKY.

Hobposonsui  mosinommm npo asa  cy6'exTuBHI
noGiuni eekTH: ToNOBHMI Ginp (3 nobposombug) i
BTOMJIIOBAHICTE (2 A06poBONbIA).

Koguux kiinivuao SHAIYWHX 3MIH [IPH NPOBENCHHI

nabopatoproro CKPHHIHTY  He criocTepiramocs.
Hopieusiuus 3nauenHs (apTepianbroro THCKy, mekaum i
CTOSYH, 4 TAKOX YACTOTH MyIbCy), BUMIPAHNX B TOJHHY
0 i uepes 48 TOMMH, 3 BUKOPHCTAHHAM  t-TECTy
Crbronenta ans mapuux 3paskis, npoaeMoHCTpyBano
sHauyme (p < 0,05) 3HDKeHHS sk CepPEeaHBOro
21. Pesynbsratu Gesnexn CHCTOTIYHOTO, Tak i AiACTOTiYHOTO apTepiaTbHOIO THCKY
nexayun. Kpim toro, cnocrepiramocs 3Hadyme (p < 0,05)
SHIDKCHHSA JIACTOMIMHOrO apTepiaibHOTo THCKY CTOAYH 3
roauan 0 1o rogunn 48 micis NPUHOMY J03H, A TaKOM
3OLIBIICHHS YaCTOTH My/bCY CTOMYH.
B immomy saxmoummii Qisukaneuuit  ormax  me
TPOACMOHCTPYBAB KOAHUX 3MiH TOPIBHIHO 3 BUXiMHHMY
pesyabraramu. Brus ma aprepiansumii Tiek i qacToTy
MyAbCy, IBHAWIE 33 BCE, MOB'M3aHMH 3 mesKHM
XBHIIIOBaHHAM 100pOBOIBLIB Ha NOYaTKy npoueaypu
OCIIDKEHHSI.

Peayneratn  npozemoncrpysamm, mo noripuicHa
(ynkuis Hupok i sHmKCHHS KIipeHcy KpeaTusiny 10 60
MJI/XB HE MEPCILKOTKAIOTH BUBCACHHIO Y-BiHiT-TAMK y
UMX MaLi€HTIB JITHBOrO Biky. Oxmax NOBTOPHI [03H 3
IHTEpBATOM Yy 8 rtomum MOKYTh TIPH3BECTH 10
TiABUIICHHS KOHIGHTpALi y TiasMmi Kposi BHaciizok
MeHWoro of'eMy posmominy B oci6 3i 3HHIKEHOIO
¢ynkuiero Hupok. 3okpema, y msox Haicrapimmx
A00poBonbuiB (BikoM 75 i 69 pokiB) Gynu maiiHwkui
ob'emu posmominy i waiimmKyi 3HAYCHHA KJTipeHCy
KpeatuHiHy. 3  iHwioro Ooky, mpeacrasaserscs
HeoOXinHumM nopiBHsTH Ui dbapmaxokinerinuni nani y
oci6 miTHROTO BiKy 3 AGHHMH, OTPUMAHHMH B X0/
lHmoro  pocmimkenms  y MOJIOOHMX  3ZOPOBHX
AOOPOBOMNBLIB 3 BHMKOpHUCTAHHSM  TOrO caMoro
AHATITHYHOTO  METOYy. ITonepenni  pesynsratn y
MOIOZUX 310POBHX AOOPOBOMBLIE 3 BH3HAYCHHSIM
KOHUCHTpawli B maasMmi MmeTomom aMIHOKHCIIOTHOTO
amamisatopa  ceiguare npo  Te, mo mepiox
HamiBBUBENCHHS Y-Binin-TAMK moske OyTu KOpOTIIHM

22. BucHoBok (3akmoucHus)
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S ~ i ¥ 5
e ‘{E,’.“:"h%mnnx MIOACH, HDK Y 310poBMX 10GpOBOMBLIR

[ 7RO N
ABEHTIC |2 |
YKPATHA Bofniny 3
3assHUK (B1acHUK R s 7o 7
peectpariiinoro R 7
[OCBITYCHHA) : 1.




000088

Clinical Trial Report

L. Name of the medicinal product
(number of registration certificate, if
Evailabie)

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

l?.. Applicant

]LS&noﬁ-Aventis Ukraine LLC, Ukraine

l§. 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 I
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(-)-
of y-vinyl GABA after repeated oral administ
mixture to healthy male volunteers.

and S(+)-enantiomers
ration of the racemic

11. Design of the clinical trial

Oral doses of racemic R,S-y-
administered to healthy male volu

vinyl GABA (vigabatrin) were
nteers. 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 sup
250 mg of drug.
Dosage: single oral dose, either 0.5 gorlg

plied in hard gelatin capsules containing

14, Comparator, dose, method of
administration, strength

Not applicable.

]l 5. 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 ti2.. The time points between
approximately 4 and 12 h were regarded as the second compartment,
yielding tip .

The following parametrs were calculated:

- individual half-lives;

- area under the plasma concentration curve extrapolated to infinity
(AUC.ing);

- total body clearance (Clr);

- apparent volume of distribution (aVp).

16. Efficacy evaluation criteria

17. Safety evaluation criteria Not applicable.

18. Statistical methods Not applicable.

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

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 ti2q¢ = 1.60 and 1.76 h ; t12p = 6.09 and 5.46 h for the
0.5 gand 1 g dose regimen, respectively. The corresponding plasma
half-lives for the S(+)-enantiomer were tiza = 4.02 and 338 h ;
tinp=6.03 and 5.56 h. Since plasma concentrations of the R(-)-
enantiomer always exceeded the plasma concentrations of the S(+)-
enantiomer, AUCo.inf of the R(-)-enantiomer was larger and thus Clt
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(+)-cnantiomer 40.2 and 41.3 %, Since AUCq.ud
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.

20. Efficacy results

21. Safety results Not applicable.

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

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 enantiomer,
S(+)-y-vinyl GABA, is an active GABA-transaminase inhibitor, the
results are of clinical importance.

Applicant (Marketing
Authorization Holder)
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3siT npo kainiune BHIIPOOYBAHHS

1. Ha3Ba nixapcekoro 3acoby (3a
HaABHOCTI - HOMEP peecTpaniiiHoro CABPUJI®, rpanyau ans OpanpHOro po3unHy o 500 mr
[OCB1AYCHH)
2. 3asBHuK TOB «Canodi-Arenric Yxpaina», Vpaina
3. BupoGuuk ITATEOH ®PAHI[IS
4. TIposeaeni nocaimxenns: 1 TaK C  wm SKIIO Hl, 00rpyHTYBaTH

1) un nikapeskoro 3aco6y, sa sxum
nposoaumacs  abo  naaHyerses
peecTpauin

Jixapcexuit 3aci6 3a moBHUM AOChE (ABTOHOMHE OCHE), IHIIMiL
MIKapchKuii 3aci6, HOBa miroua PeUOBHHA.

®apmakokineruka R(-) Ta 3(+) enantiomepis y-init-T AMK nics
TICPOPATLHOTO  mpHHOMY paueMiyHoi cymimmi R,S-y-Binin-IrAMK
310POBUMH 100DPOBOJIBIISIME.

[Iporokon Ne 82-DL-09-ST.

6. asa kniniunoro Bunpobysanns | dasa I

5. Ilowa wmasea  wrimiunoro
BUNPOOYBAHHSA, KOZOBaHME HOMep
KIIHIYHOrO BUOpoGyBaHHs

7. Ilepion nposeneHHs kriHiuHOrO
BHIPOOYBAHHS

8. Kpainu, 1e nposommnocs kuiniune Gpanuis
BUTIPOOYBAHHS

Harta 3Bity 15 ueppus 1982 POKy.

3annanosano: 4 smoposux A06poBOIBII.

DaxTHaHO: 4 310poBHX 106poBonBIIi.

Ouinntn (apmarokinetnxy R(-) Ta S(+) enanTiomepin Y-BiHII-
F'AMK micas nosropHoro [EPOPAIEHOrO 3aCTOCYBAHHS pPalEMiuyHOT
CyMiLi 370POBHMH A0GPOBOABIIIMY.

9. Kinmskicts nocmimxysanux

10. Mera ta Bropummi wuini
KIIHIYHOTO BUNPOOYBaHH:

310poBHM 10GPOBOIBIAM HOMOBIYOT cTaT NIPH3HAYAIH IePOPaILHO
pauemiunnii R,S-y-pinin TAMK (siraGarpun). Josu cranoBuan 05
abo 1 r. IMicas nepmoro npuiiomy 36upamu cewy nporsirom 24 rogum.
Hpyry mosy y-sinin TAMK MpHHMaTH Yepes 24 ronuHu, a Hagami — 3
§ Huzaiin KJIHIYHOTO [TpeTsoi 10 woeToi ao2m kowui 12 roa. Ilicast ocrammboi no3u
BUNpPOOYyBaHHS BiaGupanu 3pazku KpoBi uepes 0,5, 0,75, 1, 2, 3,4,6,8, 12 roa micms
NpHIfOMY i 3HOBY 36HpanH nobosy ceuy. Ceny Ta 3pasku miasmu KpOBi
aHamsysaan Ha R(-)- Ta S(+)-cnanriomepn y-sinin 'AMK 3a
AOTIOMOTrOI0 KOMOIHOBAHOTO MeTony rasosoi Xpomarorpadii/mac-
ciexrpomerpii (GC-MS-COMP).

3m0posi 106poBobLI YonOBIHO] CTari, skl nianucanu indopmosamy
3roay.

R.S-y-inin TAMK (siraGatpus) mocrasascs y (opmi Teepmmx
HCNATHHOBHX KAINCY, IO MICTITE 250 Mr npernapary.

Hosysaums: onnopazosa nepopanesa 1oz3a, 0,5 rato 1 r.

14, Tlpenapar nopisusHES, 103a,| He 3acrocosme.

c1ocib 3acTocysasHs, cuna il

15. Cynyras epanis He 3actocosre.
16. Kpurepii ouinku epexrusnocti Anani3 papmakoxiseTurn

12. OcHoBHi kpuTepii BrMHOYCHHS

13, Jocaimxysauuii JKapChKHi
saci6, crioci6 sacrocysanus, cia mii
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3HIKEHHS KOHIEHTPALLiA ¥y TLIa3Mi KPOBI aHATI3YBAH 32 OMOMOT010
aHami3y NiRilHOI perpecii, posrmaaaoum Yacosi Touky npHOIH3HO BiA
0,5 no 3 rox sk mepury asy posnaay, s pesynsraTi woro OTPUMYBAIH
TOKA3HUK  ti2e. Yacosi Toukm npuGmmsso six 4 o 12 rog
PO3MIAANUCs K Apyra (ba3a, B Pe3yabTaTi 40ro OTPUMYBanu ti.p.

Byau pospaxosani taki napaMerpu:

- OKpemi niepiogu HATBBHBEIEHHS;

- TI0ILA Mi KPHBOK KOHIEHTPALii B mia3mi KPOEBI, GKCTpano1b0Bana
10 HeckiHueHHOCT (AUC.inf);

- 3aransHuit Kiipenc (Clr);

- BuauMuii 06'em posnoniny (aVp).

17. Kpurtepii ouinku 6esnexn

He 3actocosne

18. Crartuctuuni meroau

He s3actocosne.

19.  Iemorpadiuni

BiK, paca, Tompo)

MNOKA3HUKY
MOCITIIKYBAHOT  monmymsinii (crats,

Yei 206posoasui Gymu uonosiuoi crati sikonm Bia 25 10 32 poxkis.

20. Peaynpraty eekruBHOCTI

Pesyawtarn ananisy papmaxoxinernxn

Makcumanshi kouueHTpaLii Yy IIa3Mi KpOBi ABOX cHaHTiOMepiB npu
3aCTOCYBAHHI 060X 103 MOCATATMCA y BCIX BHMazKax IIPOTATOM
l romien  nicas npuiioMy  octaHHbOi n03u.  Makcumanbmi
KOHUeHTpauii R(-)-cuantiomepa y-Bimin TAMK y maasmi Kposi
3HAYHO NCPEBHINYBANH BiANOBIH] KOHIEHTpaLii S(+)-enanTtiomepa 3
npudau3HuM  cmiBBiasomernsM 2:1 R BigHOCHO S-enanTiomepa.
ITicas MakcumaibEnx 3HAYeHD crocTepiranocs ABohasHe 3HHKEHHS
KOHICHTpauiii B rmuasmi kpoei o6ox cHanTiomepis. Ilepiogn
HAMIBBUBCACHHS 3 MAa3Mu KpOBI 715t R(-)-enantiomepa cranosumu
t12a = 1,60 Ta 1,76 rox; tinp= 6,09 i 5,46 rox IIPH PEKHMI 103YBaHHS
0,5 ri I r signoeizno. Bignosixui nepioan HaniBBUBCACHHS S(+)-
CHAHTIOMEPA CTAHOBHIH t120=4,02 i 3,38 roa; tizp = 6,03 1 5,56 rox.
Ocxinbxn koHUeHTpanii R(-)-enanTiomepa B maasmi KPOBI 3aBiKaM
TEPCBUINYBANN KOHLCHTpawii S(+)-cHanTioMepa, 3HaYeHHS AUCqins
R(-)-enantiomepa 6yno Gimbiunm, i, Takum unnoMm, Cly i aVp Oyam
MCHIIHMH A7A R(-)-emanriomepa. /lo6oBe BHBEmEHHS HE3MIHEHOTO
NPENapary i3 CCUCkO MiCs MEPIIOT HO3M CTAHOBHIO 33.6 12423 % min
R(-)-enantiomepa Ta 22,5 i 292 % A S(+)-enantiomepa npu
3acrocyBadni 1034 0,5 r ta 1 r Biznosimuo. Taxum YHHOM, BIJHOCHA
exckpeuiss R(-)-enantiomepa 3 ceucro cranoBHTa 59,8 Ta 58,7 %, a
S(+)-enantiomepa — 402 ta 413 %. Ockimsxu OPH NOPIBHAHHI
3HAYCHb, OTPHMAHKX Micas npuiiomy 0,5 i [ r, AUCo.inr361apmmnacs
BABIUi, a iHWi (hapMakokineTHuHi napamerpu, taki sk aVp i Clr, me
IMIHMIHCH,  MOXKHA FOBOPHTH  1IpO  JiHIHY  3ajexHICTS
(bapmakokiHeTHky Bia go3m.

21. PesyastaTtu Gesnexu

He 3actocosne.

22. BrcHOBOK (3aKTI0ueHHS)

Omucannit Meron GC-MS-COMP 10380118 OJHOYACHO BH3HAYUTH
R(-)- i S(+)-enanriomepu y-sinin TAMK s plaMHax opraizmy nicmas
TICPOPATEHOrO  mpuitoMy — pameMmiusoi  cymirui. Peayneraru
ACMOHCTPYIOTB, IO CHAHTIOMEPH MAOTh Pi3HY dapmaxokiretuxy y

nodposonkmis. Ockitbkn uume oxum eHauTiomep, S(+) y-pinin
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~TPAHCAMIHA3H, PE3YNBTATH

FAMK, € aktuBHIM inTiGiTopom FTAMK
MAIOTh KTiHIYHE 3HAYCHH,

3asBHUK (BIACHHK peecTpauiiinoro nocsiaucHs)
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Clinical Trial Report

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

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

2. Applicant Sanofi-Aventis Ukraine LLC, Ukraine
3. Manufacturer PATHEON FRANCE

4. Trials conducted:

0

E | 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-4 1-ST).

6. Clinical trial phase

Phase I

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, 4and 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

I5. 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,
electrocardiogram, electroencephalogram.

serum,  urine,

18. Statistical methods

Descriptive statistics were used.

|
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19. Demographic characteristic of] 6 cpilepsy patients — 4 males and 2 females between ages of 25 and
study population (gender, age, race, || 59 years
etc.)

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 highest dose administered.
The means and ranges associated with cach dose of vigabatrin are
presented in table below.

Mean and range of CSF concentrations of vigabatrin at selected doses

70, Bffieans sesults _Dose of N 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 2.8-74
[ 3 5 7.88 5.7-9.73
4 1 9.45 -
4.5 1 10.82 -

[ 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 obseryed. Similarly, no changes in
21. Safety results electrocardiographic or clectroencephalographic 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.

Chronic oral administration of 1,15,2,3,4and 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

22. Conclusion the highest dose of 4.5 g/d vigabatrin with the minimal concentration
being 0.24 nMol/ml after 1 g/d.

Chronic adminig] of vigabatrin for up to 188 weeks was well
tolerated i “ afvees. observed in any of the clinical or
biochcn;j{:@;éamigg;ipns nducted.

A STV 9
PET WERFORS W\w:&?é‘/f
e 22 /& /]

Applicant (Marketing
Authorization Holder)
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3BiT npo kaiHiume BHIPOGYBaHH s

1. Hasea nixapcskoro 3acoly (3a

HABHOCTI - HOMep peecTpamiiiHoro CABPUII®, rpanymu ms OpaIbHOrO po34HHY, Mo 500 Mr
NOCBLIYCHHST)

2. 3asBuuK TOB «Canodi-Asenric Ykpaina», Yipaina

3. BupoGauk | TATEOH ®PAHILIL

4. Iposeneni nocmimxenns: : | TaK C =i SIKINO Hi, 06IpyHTYBaTH

L) min nikapeskoro 3ac00y, 3 siKitM Jlikapckuit 3aci6 3a moBHuM OCbe (ABTOHOMHE HOCKE), iHuMii
: H )i un
npoBoZumaca  abo  muamyerscs P - A ’

peectpanis MKAPCHKUA 3aci6, HOBA miroua PEUYOBHHA

5. IloBma wmasea wmimigmoro Konnenrpauii BirabaTpHHy y CHIHHHOMO3KOBIii pianHi, oTpuManiit
BHNPOOYBAHHS, KOAOBAHMIL HOMEP|| IIAXOM  CYOOKUMMITANBHOT myHKwiT, Yy TNamieHTIB 3 eminencieio
KIIHIYHOrO BHOpoGyBanHs (mporokon 84-L-41-ST).

(6. ®aza kiniuHOrO BHIIPOOYBAHHES " Qazal

7. Ilepion nposexenus KiainigHoro| 3 mororo 1981 POKY

BULIPOOYBaHHs ITo Bepecens 1984 POKy
8. Kpaitn, ne nposomumocs kninivne| Higepmanam
BUNPOOYBAHHS

3amnanosana: 6 manientis

9. Kinekicts nocnia BAHHX Y
Ky Daxruyna: 6 nauienTis

Bussaunrta konuentpaii BirabaTpuHy y cnHHHOMO3KOBIi piauHi,
10. Mera ra BTOPHHHI  1ini||oTpuMariii muismxonm CyOOKUMTITANBHOT MyHKLji (cyGokuumiransna
KJIIHIYHOr0 BUOpoGyBanus CMP), mnicns tpusanoro 3aCTOCYBAHHA pISHHX 403 npenapary

NauieHTaM 3 enizenciero.

1. Huzaiin KJIIHIYHOrO

IMpocre crine JOCTIIKCHHS Gararopazosux no3
BUITPOOYBaHHs

Hopocni nanientu 3 eniienciero, ki Haganm indopmoBany sroxy, 3

12. Ocuosni kputepii sxmoucHuy . . ; .
BIZOMOIO BIATIOBIAZIO HA EPOpaIbHE 3ACTOCYBAHHA Birabarpuny,

Birabarpun, kancymn no 250 mr

[epopansre 3actocysanna (HaTme), aBa pasu Ha 100y.

Ho3n: 1,1,5,2,3, 412 4,5 r/noGy.

Tanientn cnocrepirammes nporsrom 158-188 rtwkHiB Tpusamoi
Tepanii BirabaTpumoM.

13, Tocnimxypannii TIKAPCHKHIT
3aci0, croci6 3aCTOCYBAHHA, CHNIa Jii

14, Tlpenapat nopiBHsHHSL, 7033, He sacrocosno,
cnoci6 3acTocysanHs, cua mii

[Tpotneninentuuni npemapaTi:  auerasonamin, kapGamasemin,
15. Cynyras Tepanis KroGaszaM, wiIOHazemam, miazeman, CTOCYKCHMIZ, METCYKCHMIZ,
MIPUMIZOH, HATPIFD BATBIIPOAT.

16. Kpurepii oninkn edexrusuocti Konuenrpanii Birabarpuny y CMP.,
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ODisukanbHe OOCTEKEHHN, 3aTanbHuIl aHAm3 KpOBi, GioxiMiuHmii

17. Kpurepii ouinkn Geanexu : : : . :
BEEpRon aHam3 Kpo.1, anam3 ceui, EKT, EET.

18. Craructuuni Metoau 3acTOCOBYBANNCs METOIM OMHCOBOT CTATHCTHKLL 1

19.  Jlemorpadivni  moxazmuxu| 6 NALIEHTIB 3 eNiTencieo — 4 4onoBiky Ta 2 KIHKH, BIKOM Bix 25 mo
AOCHILKYBaKOT monysmwmii  (cTars, |59 POKiB.
BIK, paca, Towo)

Iepopansre 3acTocysanns BiraGaTpuHy NPH3BOAMIO 4O MiHIHOIO
AO3O3ANCKHOTO ~ 3POCTAHHA  KOHUCHTpaWiii  npemapary B
cyboxunmitansriit CMP. Kounentpauii siraarpuny 8 CMP 6ynu s
Aiamazoni Bix 024 HMmoms/MI npu nosysamni | r/mo6y mo 10,82
HMOJIb/MJI TIpH 103yBaHHi 4,5 r/noby (naiiBuina 3aCTOCOBYBAHA 403a).
Cepenne 3navenns Ta mianason KOHUEHTpaLiil mas koxwuHOI n03m
BirabaTpuny npeacTasicHi y Tabmmui npkie.
Cepenne snauenns Ta gianazon KOHIEHTpauiif sirabarpuny 8 CMP
npu BHOpaHHX no3ax

20. Pesynpratn edexTnBHOCTI . Apsa . Cepenie Hianason
Birabarpuny 3HAYEHHSA
(r/noby) KOHILICHTparii
y CMP
(EMOJIB/MIT)
1 6 1,41 0,24-2,52
1,5 7] 3,7 3,1-43
[ 2 4 4,68 2874
3 5 7,88 5,7-9,73
4 1 9,45 -
I 4.5 1 10,82 -

Tpusane nikysanns siraGarpurom aobpe nmepenocutocs. MpoTsarom
OCTaHHBOrO POKY JIKYBAHHSA NPO NOBIYHI PEAKIiT HE MOBIAOMILIOCS.
He cnocrepiranocs kniniuno SHATYIMX 3MIH apTEPiabHOTO THCKY,
HaCTOTH MyNBCY, MACH TLTA 9H PEKTATBHOL TeMneparypu. Takox He
21. Peaynsratn 6e3nexu BHSBJICHI 3MiHH B pesynstatax EKT ta EET.

He criocrepiranocs kninigwo 3HAYYIMHX BIAXWICHB Y PE3YIBTATAX
3arajibHOTO aHami3y Kposi, GloxiMiuHOro aHami3y KpoBi Ta aHamiy
CCYi, a TAKOXK B PE3yJIbTATAX HEBPOIOTTYHOTO Ta 0(TanbMONOriaHOro
obcTexenp, ki Oy B Mexax HOpMH Y BCIX mamieHTis.

Tpusane nepopansre sacTocysaunHs Birabarpuny B nosax 1, 1,5, 2, 3,
4 1a 4,5 r/no6y 6 nopocaum nauieHTaM 3 CIINCCIEI0 MPU3BOAWIO A0
MIHIHHOTO 10303aNeKHOro 3POCTAaHHA KOHUCHTpauil npenapary s
cybokuunitansniit CMP.

Maxenmansha xornentpamis 10,82 HMOms/MI cTIoCTCpiranacs npu
3aCTOCYBAHHI BirabaTpuHy B HaiiBumiii 1031 4,5 r/100y, MiHIMaIBHA
koHucHTpauist 0,24 umons/mn — npu 3aCTOCYBAHHI mpenapary B 103i
1 r/m06y.

22. BucrOBOK (3aKmouenHs)
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Tpusane 3acrocysanns Birabatpuny Bnpozosx nepiony mo 188
THXKHIB J00pe mepeHocmmocs Ges CHOCTEPCIKYBAHNX BIAXHIICHD Y
Pe3ysbTaTax npose, iHIMHEX Ta GioxiMiynmEX 06CTEKCHD.

ac

3aseHuk (Bracug PET Y @i
peecTpauiiinoro HIKOY
HOCBITICHHS)
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

i 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 I

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 effects 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 ecither to have been unfit for Neurosurgery, or
already to have had neurosurgery for their epilepsy.

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

l] 5. 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, homocamosine, 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 each patient, in which were recorded the date and type of]
each 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 Cuux at 3 h. Cuax values ranged
from 323 to 866 nmol/ml. Thereafter, blood concentrations declined
with terminal half-lives (t1,2) which ranged from 4.0 to 5.1 h. The mean
ti2 was 4.5 h+ 0.3 h and the mean AUC.ivr was calculated to be 181.5
£ 313 umol/ml/min. The extrapolated portions of the AUC
contributed between 1.7 and 4.9% to the AUConr. 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 Vkg/ 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-lincar decrease in CSF vigabatrin
concentrations between 6 h and 24 h similar to that in blood one can
approximate the ti2 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 followin g
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.

No significant effect of this single dose of vigabatrin was seen 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.

21. Safety results

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

22. Conclusion

Applicant (Marketing
Authorization Holder)

P : /87
~§\\Jf‘f e QAN
# i
.}h{'& U™~

> 2
BN e



000103

3siT mpo kainiune BHNpPoGyBannas

1. Haspa nikapcekoro 3acoGy (3a

HAABHOCTI - HOMEp peecTpauiifHoro CABPHIJI®, rpanynu a1a opaabHOro posuauny, mo 500 mr
MOCBLIUCHHS)

2. 3asBHHUK TOB «Canoi-Apenric Vipaina», Ykpaina

3. BupoGuuk [TATEOH ©PAHIIIA

4. [Iposeneni gociaxKeHHs: ! TaK C  wmi SIKIIO HI, 00rpyHTYBaTH

1) Tun nikapeskoro 3acoBy, 3a sikum
NpoBoZMmacs  abo  MIaHYeThCs
peecTparis

Jlikapepkuit 3aci6 3a moBHMM m0che (aBTOHOMHE IOChE), IHIIMHA
aikapchKuii 3aci, HoBa Airoua peuoBHHA

BrumB oxnopazosoi mosu siraGarpury wa xomuentpauii y CMP
sarambHol Ta BiibHOI [AMK, romokaprosuny, 5-T1OK ta I'BK vy

NaUi€eHTiB 3 eninencieio micas cepii moMBaTbHuX myHKLiiT (mporokon
097-319),

E(Da'ja KJIHiYHOrO BunpoOysanus | daza |

5. Tloema wHa3ea  wmixiuHOrO
BUNPOOYBAHHS, KOIOBAHMIL HOMep
KIIHIYHOTO BUIIPOOYBaHHS

7. Ilepion nposeaenns kminiusoro| 3 09 uepsus 1985 poky
BUTIPOOYBAHHS 1o 04 rpyass 1985 poxy

8. Kpainu, ne nposoaunocs kninivune| IIseuis
BHNPOOYBaHH

3annanosana: 11 mamienTis.

9. KiteKicTh AOCTIIKYBAHHX R
R i ®axrruna: 11 nanienTis.

Bupunty y naientis 3 eninenciero Tpusanicts edexry 0AHOPA30BOI
Ao3u BirabaTpuHy Ha Gioximiuni nmokazaukn CMP, a Takox KriHivHi
C)CKTH HA 4ACTOTY Ta TPHBATICT ENMIENTHYHMUX NPOSBIB.

10, Mera Ta BrOpHEHHI wuini
KTIHITHOTO BUNIPOOYBaHHs

L1, Huzaiin KiinigHoro|| Biakpure, 3 0HIEIO rPYTIOR, 0HOL030BE AOCTIMKEHH S i3 7-IEHHIM
BUNPOOYBaHHsI NEPIOIOM CHOCTEPEIKCHHS

Yel naumi€HTH 3 BiZOMHM 3aXBODIOBAHHSM HAa CHIICHCIE0 3
pehpakTEpHHMH 10 METHKAMEHTO3HOTO JiKyBAHHS MAPLIANbHUME
HaazaMy i3 CEpeIHBOI YACTOTOK IIOHANMEHIIE 4 Hamaan/Micsiis.
[Moroune mikyBaHHs mpuHANMHI OZHUM, aie He GLIBIIE HIK IBOMA
IHIDMMH  OPOTHENUIENTHYHUMH npenapataMu. [lamiedTH moBuHHI
Oyrn nosuicTio oGCTEHKEHHMHE 3 MPHBONY critencii Ta He MOBHMHHI
OyTH kamaumaTamu Ui Helpoxipyprigsoro BTpY4aHHA abo Bke
TIEPEHECTH HEHPOXIPYPrivHE BTPYYaHHS 3 MPUBOMY eIiiencii.

12. OcHoBHi kpuTepii BRIrOUCHHN

BiraGatpun, nopomox B canre no 500 wmr.

13, Jocaimxysanmit  nikapeskuii| Mepopamshe 3aCTOCYBAHHA,

3aci0, cnoci6 sacrocysanms, cuna aii| 50 mr/kr (paxTnuna 1032 BapiroBana Bix 45,5 mr/xr go 54,7 mr/xr,
cepenHs — 45,5 mr/kr).

14. Ipenapar nopisusnus, 703a,| He sactocosHo.
¢nocid 3acTocyBaHHA, cuaa il
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[MpunaiiMui oauH, ane He GLIbIIC BOX IHIIHX NPOTHENIICIITHYHHUX

15. CynyThs Tepanis sfieapans,

Bioximiuni mapxepu npurnivenns TAMK-T (tpascaminasu TAMK):
saranbHa AMK, simewa TAMK, romokaprosmn, romosaiinosa
kucinora ([BK), S-rinpokcninonourosa xucnora (5-I'OK).

EdexruBnicts Tepanii su3navanacs uuisxom BCOCHHS [LOJCHHHUKA
HAMAAIB KOMKHUM MAUIEHTOM, B SKOMY BOHM dikcyBanm gary Ta Tum
KOKHOI0 Hamaxy (3 abo Ge3 BTpaTi ycBiZOMICHHS Ta reHepanizaui).

16. Kpurepii oninku epextusHocTi

IToGiuni peakuii Ta HOBI KiHiuHi sBHmA noBHHHI Gy BikcyBaTHCs
woaenHo. [Iposoauaocs onurysanHs KOKHOTO NALIEHTA Ha IIPEAMET
Cy0’€KTMBHHMX CKapr, pe3y/JIbTarTH 3aHOCHIHCS B IHIHBIAYaTIbHY
peecTpauiiHy KapTKy.

17. Kpurepii ouinxu 6e3nexu

CratucTuuHmH anHamis KoHueHTpauiii y CMP saransnoi T'AMK,
simbnoi 'AMK, romokaprosuny, 5-TTOK ta I'BK BUKOHYBABCs
TIABKH Y THX TALIEHTIB, y skuX OyTu HassHi Bei madi. 3MiHm B gaci
AHATI3YBATM 32 JIONOMOTOKX AMCTICPCiiiHOro amamizy MOBTOPHUX
BUMIpIOBaHb. SIKIMO 3aranbHuii TecT GYB CTATUCTHYHO 3HAYYIUM
(tobro p < 0,05), pobsmi KOETPACTH Misk KOHTPOTBHHMH 3HAYUEHHIMHE
Ta BCIMA HACTYNHMMM YACOBHMH TOYKAMH. BHKOPHCTOBYBAOCH
kopuryBasHs bBondepowni, mo6 migTpuMysaTH piseHB MOXHOKH
o < 0,05 mpoTIroM ychoro JoCHimKEHHS.

Bsaemo3p’a3kn Mixk saransuoro TAMK i 5-TTOK Ta misk 3aragpHOI0
FAMK i I'BK 6ymu gpocmimkeni 3a 10moMorow anamisy mieiiHOI
perpecii.

19.  [lemorpadiuni  nokasnuku| Yomnoiku - 6, xinku - 5.
nociimkysanoi nomymauii  (ctars,| Bik (pokis): 21-46.
BiK, paca, TOIO) Maca rina (xr): 50,0-85,0.

dapMakokiHeTHRa

Birabatpun mBuHAKO  BCMOKTYBaBCS — WHCAT  MEPOPATLHOTO
3acrocysanns. MakcumanpHa koHueHTpauis (Cmax) JOCSTANACH BiKE
depes 1 rox y BCIX mauwieHTiB, 32 BUHATKOM mamienTa 9, y axoro Cuax
crocrepiranacs yepes 3 rox. 3uaueHs Crax BapitoBazn Bix 323 10 866
HMOJIB/MJI. Y MONaTbIIOMY KOHIEHTPAWii B KPOBi 3HWKYBAMHCH 3i
3HAUCHHSIMH NEPiOAy HaniBBUBCACHHS y TEPMiHATBHIH dazi (t12) Bia
4,0 mo 5.1 roa. Cepease 3uauenss ti2 craHoBmwno 4.5 + 0.3 rom.
20. Pesynerati edexTHBHOCTI Pospaxosane cepenne snauennss AUCo.ny cranosmmo 181,5 + 31,3
MEMONB/MII/XB. ExcTpanonsosani wactian AUC cranoBumm Bix 1,7 no
4.9 % Biag AUCo.nr. 3aransuuii kaipenc (Clr) sapitosas Big 1,61 mo
2,97 mn/xB/kr 13 cepennim sHazenHaM 2,20 + 0,39 ma/xs/kr. Bumvmii
06’em posnoainy (aVp) sapirosas sig 0,56 no 1,15 m/xr i3 cepeanim
sHaueHHsM 0,85 = 0,16 n/kr.

Birabarpus ta Gioximiuni mapkepu y CMP

[pounkaenns sirabarpuny 8 CMP rakosk 6yno 10cTaTHBO BUCOKHM,
fioro konuentpauii y CMP uepes 6 rox nicns no3yBaHHS CTaHOBMIM

18. Cratncruuni metoon
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9,3 £2,6 % xorneuTpanii y xposi (gianazon = 5,0~13.2 %). Yepes 24
rox KoHueHrpauii BiraGarpuny 8 CMP cramosumm 119 + 56 %
KOHIEHTpauli y kpoBi (mianason = 6,5-25,1 %). V Beix namienTis
xoHuenrpauii 8 CMP 6ynm mmkue mexi sussraenns (0,10 amMons/min)
qepes 72, 120 ta 168 rox nicas gosysanns. Sxmo NpPHNYCTHTH JIOT-
JHIHHE 3HUKCHHS Koﬁuem‘pauu Birabarpuny 8 CMP mix 6 i 24 roz,
nogiGHe 10 TAKOro y KpoBi, MOXHA NMPHOIHM3HO OLIHMTH, MmO ti
sirabatpuny i3 CMP Gyae npubaunzno 6,5 ro.

Xoua xoHucHTpauii sirabatpuny 8 CMP y seix manientis Gyau Ha
pisri 10 EMOIB/MI1 wepes 6 rof1, He y BCiX MALIEHTIB HA el MOMEHT
Hacy CrocTepiralocs 3pocTaHHS piBHiB 3aranenoi TAMK, simsnoi
I"TAMK a6o romokapuosuny. ¥ uiit gacosiii Touni y mauienTis 1, 4, 8,
9 1a 11 coctepiranocs mineumenns y CMP xonuenTpauii 3aransHoi
I'AMK 6Ginbe nixk ga 30 %, Tond sk y pemTa 6 nauieHTis 3611 meH s
KOHUEHTpauii cranoBmwio six -1 go 12 %. V ocrammix namiesTis
koHueHTpauii sarateHoi TAMK 36impmmumics timskm wepes 24 Ta
HaBiTe 72 roa micas 3acTocyBaHHs BiraGaTpumy. Konuenpauii
saransHol TAMK samumammces snmmmu 3a pisai nepen 203yBaHHSM
MaiDke y BCIX Maui€eHTiB ynmpoaossx 1 TikHA micas 3acTocyBaHHS
BiraGaTpuHy 3a BUHATKOM MALIEHTA 6, y AKOr0 KOHLCHTPALS
saraneHOi [AMK  smmsunacs g0 piBHIB nepen  ao3yBaHHAM.
MakcnmanbHi KoHueHTpauii aocsrammes mik 24 Ta 168 rom Ta
craHosun Bin 125 mo 234 % Bin koHueHTpauiit 10 mosysanus. Y
OutbmiocTi BHMANKIE KOHUEHTpamii 3aramsuoi TAMK smimiosanmcs
NapaleNbHO 3 KOHUCHTPALISIMH FOMOKAPHO3HHY, A71¢ HE 3aBKIH 11010
sinbHoi [AMK. Cepemni Bemmunmam Gymu pospaxosami ams 7
TMauienTiB, A1 Akux Oynu HasBHI Bei pesyabraru. 3Minu B yeix Tppox
OIOXIMIYHHX BHMIPIOBAHHIX 6me 3HAYYLWUMMH IPOTAITOM Mepiomy
nocnipkenns. [linpmmenns pisnis 3aransnoi TAMK Gyio snauymmm
BIKE 4epe3 6 rox micas 403yBaHHs Ta 3aJMANoCck TakuM 10 120 rom.
[loaibuuM  uymHOM,  3HAUymIC  MiABHINCHHS KOHUCHTPALIH
TOMOKAPHO3HHY cnoctepiranocs uepes 6 rox, ane mo 120 rox
CIOCTEPIraocs: 3HMKEHHS OIMMKYC 10 PIBHIB NEpea MO3YBAHHAM i
Oinblie 3Hauyme He Bmpummoca 3 inmoro Goky, 3Hauyme
36iapenns koHuenTpauii BinbHoi TAMK crocrepiranocs uepes 72
Ta 120 rox.

¥ Beix mauientis cnoctepiranocs migsumenns y CMP kouuentpauiii
5-I'IOK ra I'BK nporsrom 7 nniB nics 3acrocysanus sirabarpuny,
X044 4ac MOYaTKy Ta BEJIMIWHA MiJBHILEHHS BAPIOBAIH Bi MaLieHTa
Ao nauierta. Makcumansre nigsumenns 5-I'TOK cranosmmo six 124
mo 577% sBin piBHIB mepex gosyBaHHAM, Toml sk ans [BK
MaKCHMANIbHE MIABMINECHHS PiBHIB cTaHOBHIO Bix 168 10 616 %. s
000X KMCI0T MAKCHMATbHI KOHIeHTpauii Gy oTpumani y nepion iz
24 o 168 roa ama Beix nanienTis. MakcuManbHe 3poCTaHHS PiBHS AL
['BK wmaitxe 3asiau 6ymno Sinswum, vixk 1rs 5-TTOK. 3minn 11g o6ox
mapkepis, 5-I'IOK rta I'BK, icrotHo sinpismsiucs mnpoTsrom
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mocnipxenns. Komnentpanii 5-TIOK cyTreso minpissmics Bix
KOHLEHTpauidl nepexn go3yBaHHaMm uepes 72 ta 120 rom, Tomi sx
xoHueHTpauii I'BK cyrreso Binpisusnucs sepes 72, 120 ta 168 rox.

[ozibuicTe Mik gesxume npodinavMu KoHUEHTpauil 3araqbHOI
['AMK Ta xonuentpamismu 5-CIOK i 'BK CHOHYKAIW 10 BUBYEHHS
MOJKIMBOIO B32a€MO3B 3Ky MUK MMM NOKa3sHUKAMH. B3aemoss’s3ok
M saranenoro TAMK i 5-TTOK Ta mix 3aransaoro TAMK i TBK
BHBUABCA 3 BUKOPHCTAHHAM aHAMI3Y NiHiHHOI perpecii. BeranosaeHo
MiHIHHY 327CKHICTE MK 3MIHOK KOHUCHTpawiii 3aransroi TAMK Ta
sMiHaMu  konuentpamiit 5-TIOK i TBK. 3wmimn KOHLCHTPALIH
saranboi [AMK nepenGavann 3minum  konuentpauiii  5-I'TOK
(p<0,001) 1 'BK (p <0,001). Koediuientn KOpeHHI.Iﬁ CTaHOBHITH
0,65 ra 0,82 Bigmosigno. Takox 6y70 BHABIEHO AiHIHHY 3a1€XKHICTD
mik I'BK ta 5-TTOK (p <0,001, r=0,72). MeHm BupasxeHum GyB
B3aeM03B 5130k Mixk TBK i 5-T IOK T4 TOMOKAPHO3MHOM, a TAKOMXK MIXK
I'BK 1 5-T'IOK Ta Binsnorw TAMK.

[TpoTsAroM CceMHACHHOTO TEPiOAY CHOCTEPEIKEHHS B LBOMY
AOCJTUKCHHI He BYII0 BHABIEHO 3HAYYLIOTO BILTHBY L€l 0MHOPA30BOT
JO3H slraGanHHy Ha TacToTy Hamazgis

HAsa nauieatn (Ne 9 i 10) ckapxuiuca Ha TONOBHMIT 6inb mics
nroMOaIbHOT MYHKIIT Micas TOTO, AK BOHHM HANOMSIIAIM, MIO® MmiTH
JOOMY HA KiTbKA TOJIMH 3 OCOOHCTHX NPUYHH.

Jlixyanns ronoBHOro om0 6yn0 YCHITHHM IUIAXOM HAXHIICHHA
TOJIOBH BHH3 Y MOJIOMKCHHI NIEKAYH MPOTITOM ABOX-TPhOX TOAMH, &
TAKOK 10AaTKOBOI rigparauil, Inmmx noGiunmx edekTiB  He
CIIOCTEPIraIncA.

21. PesynpraTn Gesnexu

PesynbTaTi mporo aocaiaKeHHs cBiauaTh, MI0 edeKT Bix BBCICHHS
ONHOPa30BOi fA03u BiraGatpuny Mmoxke Oyt TpuBamuMm. Skmio
MPUNYCTUTH, IO MPOTHENUICNTHYHA  AKTHBHICTB  Tpemapary
OB’ s13aHa 3 migeumenHaM konuentpauii TAMK y mosky, npo mo
22. BucHOBOK (3aK/1I0UCHHSN) CBIIYHTH BHUMIpPIOBaHi IcOHHeHTpauu y CMP, mosxnmBo, mpemapar
MOKHA OyA¢ BBOAMTH piiule, HiK N03yBaHHA omue a6o 1Ba pasu Ha
J.Ioﬁy, LI0 3aCTOCOBYIOTbCS HA mOTOuHMHA wac. [lns nepesipxn miei
rinoTe3u 3apa3s MPOBOAATEC KIIHIYHI JOCTIMKEHHA 32 y4acTio 3
CMLICNCIEO 3 gmop,ggcrﬁaﬂxm MEHII YaCTOr0 JO3YBaHHSI,

Jaseuuk (Brnacuk
peecrpariitnoro
MOCBIAYCHHA)
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Clinical Trial Report

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

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

2. Applicant

|_Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

| PATHEON FRANCE

4. Trials conducted:

! yes C no If not, substantiate

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

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

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

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

l. 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 thercafter.

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 (Tmax),
16. Efficacy evaluation criteria maximum concentration (Cmax), - area under the concentration-time
curve (AUC), half-life (t12), apparent total plasma clearance (CVF)and
apparent volume of distribution were calculated.

17. Safety evaluation criteria ]I 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 Cinin
and Cl (h) over 5 days for each enantiomer. The relation between the
different kinetic parameters and age was studied by lincar regression.

8. 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 ti»
averaged between 2.87 and 5.68 hr for both enantiomers of vigabatrin
20. Efficacy results in both infants and children. These elimination t1» were considerably
shorter than in adults. Calculated volume of distribution ranged
between 2.01 and 4.63 Likg.

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

21. Safety results Not applicable.

This study suggests age has little influence on the pharmacokinetics

22. Conclusion rariemn

Applicant (Marketing
Authorization Holder)
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3BiT npo kiiniuyxe Bunpodysanns

1. Hasga nixapcekoro 3aco6y (3a
HASBHOCTI - HOMEP peecTpaiiitHoro
[TOCBIAUCHHS)

CABPWJI®, rpasyau amis opansHoro posanuy no 500 mr

2. 3aaBHHUK

TOB «Canodi-Asenric Ykpaina», Yrpaina

3. BupoGruk

TTATEOH ®PAHLILI

4. IIpoBeneni QOCHIHKCHHES

: | TaK C  wi SKIIO Hi, 00rpyHTYBaTH

1) Tan nikapcekoro 3acofy, 3a SKHM

Jlikapcekuit 3aci® 3a MOBHHM JOChE (ABTOHOMHE AOCHE), IHIIMIL

npopogumacss  abo  mIaHyerses| . i :
. JMKapCeKUii 3aci0, HOBA JiK0Ya PCUOBHHA.
peecTpatiis
5. Iosma maizsa  wriniukoro| dapMakoOKiHETHKA CHAHTIOMEPIB paneMaTy BirabaTpuHy y HEMOBST

BUNPOOYBAHHS, KOZOBAHHH HOMEp
KJTIHIYHOTO BHITPOOYBAHHA

Ta JiTeil.
[Tporokom Ne 097-332.5.

6. Daza KMHIYHOTO BUIPOOYBaHHS

(aza |

7. Ilepion npoBeaCHHS KIIHIYHOTO
BHIpoOYyBaHHS

3 Bepecus 1988 p. 1o tpasus 1989 p.

8. Kpainu, ae nposoaumocs kIiHIYHE
BUNPOOYBAHHS

Ppaniis

9. KinpkicTs qocaimkyBaHux

3amanoBano: 12 namieHTiB.
®axruyno: 12 mauienTis (6 HeMoBaAT 1 6 miTeit).

10, Mera Ta BropusHi uim

KITIHIMHOrO BUIPOOYBaHHS

1. Busnauutu ¢apmakokxineruky R(-) ta S(+) emautiomepis y
HEMOBIIAT i AiTel Mic/Id MepoparbHOTO MPHIOMY OHOPA30BOI 103H
pauemiunoi ¢opmu BiraGarpuny.

2. Buzrauut (apMaKoKiHETHKY CHAHTIOMEDIB Y HEMOBIAT i AiTeil
nicsis 6araTopa’oBOro MEPOPANBLHOTO TPHHOMY paueMmiusoi dopmu
BiradaTpusy.

11. Husaiin KITHIYHOTO

BHNpoOyBaHHs

penmapar npusnavamm y surasai 0QHOpa30BOi MEpOPaiIbHOL 403H
50 mr/kr, mo K0aaBaTACA 10 BXKe BCTAHOBICHOI cXxeMu Teparrii. Yepes
24 roguuu micys npuitoMy OAHOPA30BOI 103U JIIKYBAHHS PALEMIYHOK
(opmoro sirabarpuny npoaosxkysanu 1030t 50 Mr/kr aBiui Ha 106Y.
3pasku BeHO3HOT KpOBi BiAGHpanK mepex NpuitoMoM mepIIoi 1031 Ta
uepes 0,5, 1, 2, 3, 6, 9, 12 ta 24 roaunu nicas npuiiomy. JloaaTkosi
3pa3ku Bizbupamu 10 i uepes | romgusy nicis npuitoMy paHKOBOI 103H
TpOTArOM 5 OHIB TiA ¥ac TpHBAIOro JjikysawHsa. KonmemTpauii
CHAHTIOMEPIB BUMIDIOBAIH MCTOAOM ra3oBoi xpomarorpadii/mac-
criexrpometpii (GC/MS).

12. OcHoBHI kpuTEpii BKAKOYECHHS

Hewmosnsara i gitn 3 pedppakreproro emizenciero.

Yei nauieHTH OynM  BIIIOHMEHI 10 BIAKPUTOrO JOCIIIKEHHS
eekruBroCTi Ta Gesmexw Birabarpuny y aiteit 3 pepaxTepHOO
eniTencien.

13, JocmimxyBauuii  Jikapcekwmit
3aci0, crioci 3acrocysanns, cuna aii

Ha3sga: siraGarpus.
Hosysanua: onnopazosa mepopansHa ao3a 50 mr/kr. TTicns usoro
TPU3HAYATN TOBTOPHI 1031 50 Mr/kr gsivi Ha g06y.
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14. Tllpemapar mnopiBusHHA, n03a,
crioci® 3acTocyBaHHA, CHiA aii

He 3acrocosne.

15. Cynyths Tepanis

Yel nauientn opHOwacHo otpumysann 1-3 immmi nporueninemraumi
npenaparw, a came kapbamasenin, knobaszam, eritoin, berobapGiran
Ta Batbnpoar. Jlikapceki 3aco0u He 3MIHIOBATHCS MPOTATOM YCHOTO
AOCTITKCHHS (PApMAKOKIHETHKH.

16. Kpurepii ouinku epexTuBHOCTI

DapMaKOKIHETHUHI [APAMETPH pO3PAXOBYBAIH 33 AOTMOMOTO
HEKOMMAPTMEHTHUX  MeTogZuk. JIns  KOKHOro enamiomepy
PO3PaxX0BaHO 4YaC J0 AOCHTHCHHS MAKCHMAIBHOT KOHLlC’,HTpaLIli (Taax),
MakcumatkHa  KOHUEHTpawiss (Cmax), TWIOmWA mia  KPHBOIO
xoruentpauis-uac (AUC), nepion namiBeupencuus (t12), BuguMuil
saranbHHM kaipenc 3 muasmu kposi (CUF) ta Bumumuii 06 em
po3noaLy.

17. Kpurepii ouinku besneku

He sacrocosue

18. Cratncrnuni MeToau

Mt ﬂOpIBHﬂHHﬂ (apMaxokiHeTHUHMX NAPAMETPIB y ABOX rpynax
HMIEH’I‘]B BHKOPHCTOBYBAIHA O,Z[HOCbaKTOpHHH m/lCHCpCII’IH“H aHai3
Anl  MapHHX  3HaucHb (aBa  chamTiomepw).  J[BodakTopHumii
muCnepeiinuil aHami3 114 MAPHEX 3HAYCHB (MOMEHTH YaCy NPOTSIOM
TPHBAJIOTO  3aCTOCYBAHHS) BHKOPHCTOBYBAIH 171t TIOPIBHIHHS
3Ha4CHBb Cmin 1 Cl (ron) IPOTSroM 5 AHIB 1718 KOIKHOTO caa.u'rmMepa
38'930K MDK PpI3HAMH  KIHETHYHHMH napaveTpamu  Ta BIKOM
AOCHIIKYBAIH 3 JOTOMOTO0 JIiHIHHOT perpecii.

19, Jlemorpadiuni  noxasuuxu
NoCTiKYBaHOT momymanii - (cTaTs,
BIK, paca, TOmo)

['pyna 1 (6 memoBnsr): | mauienT kinowoi crati Ta 5 mamieHTis
HONOBIYOl CTaTi BIKOM Bix 5 Micauis 10 2 pokis (cepenne 3HaucHHS
12,5 micauis).

I'pyna 2 (6 nireit): 2 nanienTs xkiHO4OT cTaTi Ta 4 MAUieHTH YOMOBIUOT
cTari BikoM Bix 3 10 14 pokis (cepenre snauenns 3,7 poxy).

20. Pesynerati ederTuBHOCTI

Pesyabrarn ananizy papmakoxkineTHKH

AUC ansa R(-)-cnanriomepa Oyna aemio GL1simnor, Hik Biamosizaa
AUC nas S(+)-cnanriomepa. Ilepion HamiBBuBemeHHS ti2 L 060X
CHAHTIOMEPIB BiraGaTpHHy CTAHOBMB y cepeaHboMmy Big 2,87 10
5,68 rox 1 y memosmst, i y nireit. 1{i nepiomm tin Gymm 3HAauHO
KOPOTIIMMH, HDK Yy aopociuxX. Pospaxosanmii 06’eM posmomizy
KonuBascs y aianaszoni Bix 2,01 mo 4,63 a/kr.

3a nokazHMKaMH KOHUCHTPAmii B miasmi kposi mig uac TPHBAJIOTO
3aCTOCYBAHHA HE TNPOAEMOHCTPOBAHO HAKONMHMYEHHA SJKOIHOTO 3
CHAHTIOMCPIB.

21. Peaynpratu 6e3nexu

He sacrocosne.

22. BUCHOBOK (3aKIFOUCHHSN)

Pesympratn gaHOro  aoCHimKeHHS cnl,:marb HI0 BIK YUHHUTH

HE3HAYHUI BIITHB HA (QapMaKoKiHe

3asBHUK (BIACHUK PEECTPALIHOrO NOCBIAYCHHS)
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Clinical Trial Report

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

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

2. Applicant

|Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

IPATHEON FRANCE

4. Trials conducted:

B

I ves C no If not, substantiate

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

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-WUK12

|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 secondary 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, cach 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 received 1) vigabatrin
(1500 mg) plus ethanol (0.6 g/kg): 2) vigabatrin (1500

mg) plus placebo ethanol; 3) placebo vigabatrin plus




000112

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,
1.5, 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
cxamination, 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

|17. Safety evaluation criteria Clinical Evaluation for adverse events

16. Efficacy evaluation criteria

No description of the statistical methodology was given
I8. Statistical methods in the Project Report. None of the Appendixes were
included in the manuseript.
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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)

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

Pharmacokinetic Evaluation

There were no statistically significant differences in
Cmax, Tmax, T1/2 elimination, or AUCy.12 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 trcatment 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
€y¢ movement parameters were not affected after sub-
chronic vigabatrin administration when compared with
placcbo. 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 cffects across the channels or
frequency bands. However, there was a trend towards the
combination treatment producing a greater power.

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 lighthcaded) 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,
lighthecadedness 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 either 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)
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3BiT mpo kainiuHe BUNpOOYBaHHS

F. Hazssa nikapcekoro 3acofy (3a HasBHOCTI - CABPUJI®, rpanynu s opansHOro posuuny, o 500
HOMEP PEECTPALiiHOTO MOCBiqUeHHS) Mr

f2. 3asiBHUK TOB «Canooi-Asenric Vkpaina», Yxpaina

3. BupoGrux [TATEOH ®PAHLIIS

4. ITposeneni nocninmkeHns: ! Tak C m SIKINO Hi, 00rpyHTYBaTH

1) Tan nikapeskoro 3aco0y, 3a sikum nposoannacs|| Jlikapcskuii 3acib 33 MOBHHM 10CHE (aBTOHOMHC
abo nuaHyeThCs peecTpanis 0Che), iHwMit ikapcebkuii 3aci6, HOBa Ail0Ya peuoBHHA

[loasiiine ciine mepexpecHe gocmimkenus 3 4
nepioAaMu 1S OUIHKH BINMBY BirabaTpuay Ta eTaHOMY
OKPEMO Ta B KOMOIHALIT HA ICHXOMETPHYHI IOKA3HHKH Y
100POBOMBIIB

Howmep nporokony: 097-WUK 12

6. ®asa kainiueOro BUNPOGYBaHHS ®aza I

5. IlopHa HasBa KIiHIYHOrO BUNpOGYBaHHS,
KOZOBAHUI HOMEP KNIHIYHOrO BUNPOOyBaHHs

|7. [lepiox npoBeaenns KiHiYHOrO BunpoﬁyBaHm["B #xoBTHsA 1990 poxy no Gepesns 1991 poky

8. Kpaian, ne nposommnocs — kriimiume(Beuka Bpuranis
BUNPOOYBaHHS

3annmanosana: 12 oci6

9. KinmexicTs nocm BAHHX -
. a S Daxtuuna: 12 ocib

MeTa mBOrO paHAOMIZOBAHOrO MOABIHHOrO cimoOro
NIEPEXPECHOTO AOCHLIKEHHS 3 GaraTopasoBHMI J03aMH
Td 4 NIepionamMu NOJIrana B TOMY, MO0 BU3HAYUTH Gyb-
SKY — MOMUINBY — TICHXOMETPHYHY — B3aEMOZII0 MK
10. Mera Ta sropuHHi uimi kninigHOTO|CYGXpOHIYHAMH KOzAMH sirabarpuny (1500 mr gsivi Ha
BHIIPOOYBaHHS 700y) 1 etanony (0,6 r/kr) y 12 3noposux noGpoBobuis
q0n0Bivoi crati. Konuenrtpauii siraGatpuny B miasmi
BUMIDIOBA/IH [ICAS BBEACHHS JO3H 32 A0MOMOTOM
metony BEPX, a eranon BumiproBanm 3a ZONOMOro0
razoBoi xpomaTtorpadii.

Panpomizosane  momsifine  caime nepexpecHe
AOoCaIpKEHHS 3 6araTopasoBMH J03aMu Ta 4 nepiogamm.
Hocmimxenns ckaamanocs 3 4 nepionis, koxeH
TpuBamicTio 4 ami. YV KkoxHOMy mepiomi sirabarpun
(3 x 500 Mr gBiui Ha 106y) abo maane6o 3aCTOCOBYBAIH
nporsirom 48 rogus. Ilporsirom 48 roamu mig wac
PaHKOBHX CCAHCIB mepex IiKyBaHHAM g06poBOJBII
3HAXOAMMHUCH Y BULIUVICHHI NPOTAroM 3 romus st
cnocrepexerns. Ilin wac Beuiphix ceancis mepex
TKYBAaHHAM J0OPOBO/IBII MOBEpTaNHCa 10 BiadiIcHHA

11, Qusaiin kaiHivHOrO BUDPOOYBaHHS
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Al OTPHMAHHS BeuipHbOi 103M Birabatpuny abo
niaueGo. _

Ha tperiit aenb micis peecTpanii BUXiAHHX NOKA3HHKIB
nobposonbli oTpumyBamn 1) sirabarpun (1500 wr)
mmoc eranon (0,6 r/kr); 2) sirabarpun (1500 Mr) mroc
nnaue6o eranoxny; 3) mnaneGo sirabarpuny mwuoc eraHon
(0,6 r/xr); abo 4) mraue6o Birabarpuny maoc mraue6o
craony. Kouuil Bapiant nikyBaHHs mnpoBoaMBCH
MOABIiHUM  CHINNM  PAHAOMI3OBAHMM  MCPEXPECHAM
METOIOM.

OcHOBHI mOKa3HUKH KHUTTEISIBHOCT peecTpyBanucs
uepes 1, 2, 4, 8, 12 i 24 roaunn nicis BBeenus 103M.

3paskn BeHO3HOI KpoBi Gpamn Oesmocepennno nepex
BBCACHHAM 103H. Jlonatkosi 3paskn kposi 6panu uepes
0,5,1,1,5,2,3,4,6,8, 12, 24 i 48 roaus nicis sBeaeHHs
1034, 3pasku KpoBi Oynu posaineHi Ha gBi nopuii: 4 mu
y npoGipku 3 propuaom/okcanaTom mis AHAIT3Y CTAHOLY
Ta 6 Mi y mpoGipkH 3 remapuHOM st IPOBEACHHA
aHanmisy Ha siraGarpus. Ilnasmy sizokpemsmosay,
3pasku 3Gepiranm mpu -20°C g0 3aBepcHHs
AOCHIKCHHS 1 OO NpPOBENEHHS aHami3y. Birabarpun
BH3HA4YanMM B mnasmi meromoM BEPX, a eranon
BH3HAYAIH METOIOM ra30Boi xpomarorpadii.

Y pocnimkensi npuiiManm  yuacte 12 3IOPOBHX
A0pocTHX 100poBoneLiB "omoBivoi crati. Ha migcrasi
aHaMHe3y,  QI3WYHOrO  OrmAgy  TAa  KJTHIuHMX
12. OcHOBHI KpUTEpii BKIIOUCHHS mabopatopHux  amami3is  6yno0  BuM3HAYeHO, 1O
mobpoBonei € 3p0poBuMH.  DisHkanbHWH  oram,
reMaTosoriubi Ta Kniniumi Gioximiudi asamisu Gyau
NOBTOPEHI NiC/A 3aBEPUICHHS TOCIIHKCHHS.

Birabarpus (3 x 500 Mr) Tabnerkn
[NosTOpHE NEpopabHe BBEACHHS
Hosza: 1,51

14, Tlpemapar mnopiBusHHs, gosza, cnoci6| He 33CTOCOBYETHCH.
34CTOCYBAHHA, CHJIA Ail

13. Jocnimkysanuii nikapeskuii 3aci6, cnoci6
3ACTOCYBAHHS, CHIIA Jii

15. Cynytus Tepanis CynytHiii npenapar: eTaHon

DapMaKkOKIHCTHYHI PO3PAX VHKH

HMns siraGatpuny Gyna pospaxosaHa mmoma mix
KPUBHMH TJIA3MATHYHA KOHUEHTpaUis-dac 3a 12 ronms
(AUC ¢.12, Mmxmons/*roa 1 AUC (p.). Byan suzaaueni
16. Kpurepii ouinkn edextunrocti MakcHManbHI KoHueHTpauii (Cmax, wmoxs/Mi) i yac 1o
MaKkcHManbHOT KoHuenTpauii (Tmax, rox.). lns eranony
3Haventst Cmax i AUC Bkasani B oguHumsx MMOIB/ i
MMwi/ir*ron siamosinno. [lani npeacrasneni y sarasai
cepenHix 3aa4ens i (CB).
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Ilcuxonoriuna i pizionoriuaa ouinka

TTeuxonoriuni TecTn
Cakaguuni pyxu oucit
®apmaxo-EET

|1 7. Kputepil ouinku 6e3neku Kniniuna oninka neGaxanux ssum

Y IpOEKTHOMY 3BiTi OMUC CTATHCTHYHOI METOXOIOTT He
18. CratucTuuni Meroau HaBOANThCH. JKomuuid gozaTok He GyB BKIIOUGHHI B
KOMIUIEKT JOKYMEHTIB.

12 370posux 106poBobLiB YOMOBIUOT CTAT, cepeaniit
Bik 100poBomkwie cranosus 24,3 poxy (miamasom: 20-
37), a maca rtina - 81,4 kr (giamazon: 55,3-1 12,3).

DapMakoKiHETHYHA OLIHKA

He  cnmoctepiramocs  cratuctuumo  smauymmx
BiIMiHHOCTeH y nokasHukax Cmax, Tmax, TI1/2
susenekns 460 AUC).i2 sirabarpuny npu mpwitomi y
KOMOIHALIT 3 CTAHOIOM IOPIBHSHO 3 MPHIIOMOM OKPEMO.
Hianazon Tmax crasosms Bix 0,5 1o 2,0 roguaM, koMM
BirabaTpuH  3aCTOCOBYBANTM  OKpeMO, aje  KOIH
BIrabaTpuH 3aCTOCOBYBATH CHIBHO 3  ETAHOIOM,
Aianason Tmax cranosus sin 0,5 1o 4,0 ronumu. Lia
TCHICHLIS JI0 YMOBUILHEHHS €TAHOJIOM BCMOKTYBAHHS
BiraGatpuny Gyna OYiKYBaHOI, OCKITBKH CTAHON, AK
BLIOMO, 3aTPHMYE CIIOPOKHEHHS IITYHKA, 0COBIHBO pH
NPHHOMI y BHCOKIH KOHUEHTpaIi.

He  cnmocrepiramoce  crarmcruumo  smawynmix
BiaMmiHHOCTeH B mokasumkax Cmax, Tmax i AUCqw,
CTaHONY MPH NPUHOMI OKPEMO MOPIBHAHO 3 NPUHOMOM y
koMOiHamii 3 BiraGarpurom.

DapmakokineTHyHi aHI BKasyloTh Ha BiACYTHICTB
B3aeMOAli y pasi CyOXpOHIMHOro 3acTOCYBaHHS
BirabatpHHy Ta OZHOPA3OBOI NMEepopaabHOi  HO3HM
eTaHOoIy.

Hcuxomoriuna i dizionorivyxa oninka

[cuxonorivni Tectr. €aurnM ehekrom Ha HacTpiii OyB
TENOHICTUYHUI TOH, AKMIl B 3HAYHIH Mipi o6ymoBIeHHI
Alero erarony. Byno BucioBneno mpunymenns, mo
komOiHauis 3 BirabarpuHoM BiporiaHo HeiiTpanisye airo
CaMOr0 €TaAHOMY.

Brunus MEIHKAMEHTO3HOr O TKYBaHHS Ha
NPaLe3AaTHICTb GyTo OOMEKEHO TECTOM TIOCTYKYBAHH
BCI  aKTHBHI  MCTOAM  JTKyBaHHs HoripiyBau
npauesaatHicTe. Bzaemonii mix metozamu me 6Gyio,
OCKUIbKH OZIHH 3 HHX HE MOTIPIIyBaB e)eKTH {HmOTO.
Cakanuumi  pyxu oueil. [lumamika napamerpis
CAKAZHYHMX PYyXiB OYCH HE 3MIHIOBATACH TiCas

19. Jlemorpadiuni noxasauku ocmimkysanoi
nonysuii (crats, BiK, paca, Tomo)

20. Pesynsratn epextusHOCTI
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CYOXPOHIYHOr0 BBCICHHS BIrabaTpuHy NOPIBHAHO 3
niaueo. Eranon oxpemo i B komGinauii 3 sirabarpusom
TPOJICMOHCTPYBAB BIPOTiAHICTh JESAKOr0 MOTipIICHHS
MKOBOI  WIBHAKOCT, MKOBOTO i  CEPEaHBOTO
YUOBUTBHEHHA, a TAKOK MiKOBOrO i CEpeaHBOro
NPHCKOPCHHS YCPE3 TOAMHY Micis npuiioMy.
®apmako-EET . Crarucrrynmii aHamiz He
NPOJACMOHCTPYBAB JKOZHUX CHCTCMATHYHHMX e(EKTiB
TIKYBaHHS y PI3HHX KaHATaX 260 YaCTOTHHX Jiana3oHax.
Onmnax  cnoctepiranacs TeHAeHUisx 0 TOrQ, IO
KOMOIHOBaHE JIIKYBAHHS NPH3BOAUTL A0 GinbuIOL
MOTYKHOCTI.

21. PesynbraTtu Oesncku

Ilpu meanuHOMy OGCTEKEHHI MiCIs OCALKCHHES BCi
A06poBomkii Gy 300poBi, 1 He BYIO KOJHUX KITIHIYHO
3HAYYIONX BIAMIHHOCTEH B KIIIHIYHHIX nabopaTopHux
napamerpax abo mapamerpax EKI mopismsHo 3
TOKA3HHUKAMHE 10 TMPOBEINCHHA mochigxenus. Y 11 3 12
no0posonsuiB cnoctepiramocs 21 nebaxane SBHILEG, 9 3
AKHX ~ BHHUKIH  HOPH  3aCTOCYBaHHI  KOMOiHamii
Birabatpury i erasony. lesxi 3 moGiunnx sBUm (Taki sx
BTOM/IIOBAHICTh Ta 3AMAMOPOYCHHS) PCECTPYBANLHCS SIK
nBa  mobiunnx sBmma. JIsa  HeGakanux SBHIIIA
CroCTepiranucs mpH npHiiomMi TinekH mane6o. Yosme 3
LUMX SIBHIL KIIHIYHUI DOCHIHMK HE BBAYKAB HACTLIKOM
JTKYBaHHA.

22. BUCHOBOK (3aKIr04EHHS)

BiraGartpun okpemMo i B TOeaHaHHI 3 eTaHONOM
nepeHocuBes  a06pe. [lpotarom mocmimkenns y 11
noGpoBonbUiB  cmocTepiramimcs  HeGaxkaHi  sBHIIA.
Hacrime  nopizommsamocs  nmpo  BTOMIOBaHICTD,
COHJIMBICTB, 3aNAMOPOYCHHS 1 HyaoTy. JKoaHe 3 HHX He
OyI0 TIKKUM.

dapMakoKiHETHYHI NaHi BKA3ylOTB HA BiACYTHICTB
B3AEMOAli y pasi CyOXpOHIYHOTO  3aCTOCYBAHHS
BirabaTpuny Ta OZHOPa3oBOi MEPOPATBHOI  A03M
€TaHoy.

He Gyno sonnoro BrumBsy Hi npemapary oKpeMmo, Hi B
komOinanii, Ha nokasuuku 36GyMKEHHA | 3aranbHOI
akTHBaUii y Tecti Hactpor. €auEuMM edekToM Ha
HACTpiH OyB reQOHICTHUYHMI TOH, AKUH B 3HAYHI Mipi
oOymoBnenuii gmiero  eramony. Bymo  Bucnoemeno
NPHIYINEHHS, WO koMGinauia 3 BirabatpuHOM BiporigHo
HelTpanisye air0 camoro eraHony. Ilpemapar okpemo
abo B xoMGiHauii He 9HHMB >KOTHOrO BHNWBY Ha
CHHTAKCHYHI MIDKYBAaHHS, al¢ BCI AKTHBHI METOIH




000119

NIKYBAHHS NOTIpIIyBaIu pe3yneTaTti TecTy
MOCTYKYBAHHS,

BiraGatpuu okpemo abo B komGinanii 3 eraHonoM He
MHHB CTATHCTHYHO 3HAYymIOTO BIUIHBY HA AMHAMIKY
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3asBHuK (BIACHUK
peecTpauiiHoTo
MOCBITMCHHS)




