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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes C no If not, substantiate

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

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

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

Pharmacokinetics of vigabatrin in healthy elderly subjects following
a single 1.0 gram oral dose (protocol 71754-1-C-023).

6. Clinical trial phase

I Phasc I

7. Period of the clinical trial

From March, 4, 1991
To March, 7, 1991

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 12 subjects
Actual: 12 subjects

10. Goal and secondary objectives of]
the clinical trial

To evaluate the pharmacokinetics of vigabatrin in elderly volunteers
and compare the results to those in young volunteers. To determine the
effect of age-related changes in the absorption and disposition of]
vigabatrin.

11. Design of the clinical trial

An open-label, single-dose study

12. Main inclusion criteria

Healthy, elderly (ages of 65 and 90 years old, inclusive), male
volunteers, who were within 15% of their ideal body weight.

Non-smoker.

Written informed consent.

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

Vigabatrin 500 mg tablets
Oral administration (fasted)
Dosage: single dose 1.0 gram (2 tablets)

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

Not applicable

15. Concomitant therapy

Concomitant medications were not allowed during treatments days or
washout periods. Enzyme-inducing or —inhibiting agents were not
allowed within one month of dosing.

16. Efficacy evaluation criteria

The plasma concentration data and pharmacokinetic parameters:
Area under the plasma concentration-time curve (AUCjqr)

Maximum the plasma concentration (Cmax)
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Time to reach maximum the plasma concentration (Tmax)
Plasma terminal phase half-life (Ti2)

Apparent systemic clearance (CL/F)

Renal clearance (Clr)

% drug excreted in the urine (recovery in urine)
Apparent volume of distribution (Vav)

Adverse events, medical examination, vital signs, electrocardiogram,

17. Safety evaluation criteria clinical tests (blood biochemical tests, hematological tests, urinalysis)

|18. Statistical methods Descriptive statistics, a linear regression analysis.

19. Demographic characteristic of] 12 male subjects, mean age 75.3 years old (range: 65 to 89); weight:
study population (gender, age, race,||61.4 - 93.6 kg; Caucasian - 10, Hispanic - 2.
etc.)

Researchers investigated the changes in plasma vigabatrin
concentration after a single oral administration of 1.0 g vigabatrin
(tablets) to 12 elderly, healthy subjects. Vigabatrin had a Tmax of 0.81
hours and elimination half-life of 7.49 hours (table below). Apparent
systemic clearance (CL/F, 1.33 mL/min/kg) and renal clearance (CLr,
0.77 mL/min/kg) in older patients was also seen in younger patients
(CL/F: 1.64 mL/min/kg, CLr: 1.21 mL/min/kg). No significant
difference was observed in the pharmacokinetic parameters of the two
populations, except for these lower values. Vigabatrin renal clearance
in older subjects was 36% lower than in younger subjects.

Pharmacokinetic parameters of vigabatrin in young and elderly
subject, mean (SD)

Parameter Elderly N=12) [ Young (N=24) |
AUCint (ug.h/mL) 167.8 (31.22) 145.94 (19.96)
Conax (ug/mL) 35.67 (5.65) 36.71 (9.28)

20. Efﬁcacy results Timax (hIS) 0.81 (0 ].5) 0.90 (035)

Tin 7.49 (0.73) 6.98 (0.75)

CL; (mL/min/kg) 0.772 (0.199) 1.205 (0.252)
CL/F (mL/min/kg) 1.334 (0.208) 1.639 (0.215)

Vay 0.857 (0.107) 0.989 (0.157)

% Recovery 55.5(12.3) 71.4(11.2)

Note: PK data for young subjects is quoted from study 71754-1-C-
014.

Creatinine clearance per subject obtained from this study and from a
study (71754-1-C-014) in younger subjects was used in a merged data
on systemic clearance and renal clearance, and this data was used to
perform linear regression analysis on a population of patients with a
wide age range (19-89 years). As a result, it was shown that the
apparent systemic clearance correlates with age and creatinine
clearance, and the apparent systemic clearance of vigabatrin decreases
by 0.7% per year. Since creatinine clearance, which is an index of renal
function, decreased at a rate of about 1% per year of age, the decrease
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in vigabatrin clearance with age can be explained by the effect of age-
related decrease in renal function.

Single 1.0 gram oral doses of vigabatrin were well tolerated in this
elderly subjects population. Adverse events were reported by 2
subjects. One subject reported mild loose stools, lightheadedness, and
sedation possibly related to vigabatrin. A second subject reported a
21. Safety results mild increase in blood pressure of unknown cause two hours post
dosing with a transient return to normal be 8 hours and clevated blood
pressure in the final examination. There were no clinically important
changes during treatment in any clinical laboratory, hematology, or
urinalysis parameter,

The pharmacokinetics of vigabatrin after a single oral administration
of 1.0 g vigabatrin (tablet) was investigated in 12 healthy elderly male
subjects aged 65 years or older, and was compared with
pharmacokinetic parameters from a study on young healthy subjects
(71754-1-C-014 study).

In elderly subjects, the Tmax of vigabatrin was 0.81 hours and the
elimination half-life was 7.49 hours. The Tmax was similar to that of]
the younger subjects (0.90 hours), but the elimination half-life tended
to be longer than that of the younger subjects (6.98 hours). The Cumax
was similar in both populations (young: 36.71 pg/mL, old: 35.67
pg/mL), but a trend of higher AUC in older subjects than in younger
subjects (young: 145.94 pg h/mL, older: 167.08 png.h/mL) was noted.
The difference in AUC was considered to be due to the fact that renal
22. Conclusion clearance (CLr) was about 36% lower in the elderly than in the young
subjects.

Creatinine clearance per subject obtained in this study and from a
study on young subjects (71754-1-C-014), formed a merged data set
on systemic clearance and renal clearance including subjects of a wide
age range (18 to 89). Performed a linear regression analysis was shown
that the apparent systemic clearance correlates with age and creatinine
clearance. The apparent systemic clearance of vigabatrin decreased at
a rate of 0.7% per year with age, and the creatinine clearance, which is
an index of renal function, decreased at a rate of about 1% per year
with age. Therefore, this decrease in vigabatrin clearance can be
explained as a result of age-related decrease in renal function.

A single oral dose of 1.0 g vigabatrin to healthy, elderly male subjects
was well tolerated,

Applicant (Marketing
Authorization Holder)
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3BiT npo kiainiYHe BUOpOOyBanHs

1. Hazea nixapcekoro 3acofy (3a
HASBHOCTI - HOMEP peecTpauiiiHoro
[OCBIAUCHHS)

CABPUJI®, rpanymu 15 OpansHOro posdnny, no 500 mMr

2. 3aaBHHK

TOB «Canodi-Agenric Yipaina», Yrpaina

3. BupoGuuxk

ITATEOH ®PAHIIIA

4. ITpoBcacH AOCTIKCHHES:

1 TaK O s

AKIIO Hi, 00rpyHTYBaTH

1) Ttanm mikapcekoro 3acoby, 3a
AKHM NPOBOAMIACSA a0 IIAHYETHCS
peecTparis

Jlikapcbkmit 3acif 3a mOBHMM A0CBE (ABTOHOMHE JOCHE), IHIIMI
nikapehKuii 3acid, HOBA AiK0uA PEeYOBHHA

5. TllosHa Hazea  KJIHIUHOTO
BUTIPOOYBAHHSA, KOJOBAHHH HOMEp
KIIHIYHOTO BHIIPOOYBAHHS

DapMaKoOKIHETHKA BIrabaTpHHY ¥ 340POBHX CYO’ €KTIB JITHBOrO BiKy
nicia opHopa3osoi nepopansHoi 1034 1,0 rpam (mporokom 71754-1-
C-023).

|6. ®asa KIHIYHOrO BHNPOOYBaHHS

daszal

7. Tlepion mpoBeneHHS KIIHIYHOTO
BUMPOOYBAHHS

3 04 6epesna 1991 poky
ITo 07 Gepesns 1991 poky

8. Kpaiau, ne nposommiocs
KIIHIMHE BUTTPOOYBaHHS

CHIA

9. KinpkicTb AOCTIAKYBAHUX

3annanosana: 12 cy6’exTis.
®axriuna: 12 cy6’exris.

10. Mera Ta sropunHi UiT

KJIIHIYHOTO BUITPOOYBaHHSI

Ouinuta dapmakokieTuky BirabaTtpuny y Jo6pOBOMBLIB TITHEOrO
BiKy Ta MOPIBHATH PC3yNBTATH 3 PE3yabTaTaMH y A0GPOBOJBIIB
MOJI00T0 BiKy. BusHaunTu BruinB BIKOBHX 3MiH HA BCMOKTYBAHHS Ta
posnoain Birabatpuny.

11. usaiis kIiHISHOTO
BUNPOOYBAHHS

Binkpure, 0aHOA030Be A0CTIKEHHS

12. OcHoBHI KpuTEPii BKIIOYEHHS

3n0poBi yonoBikH-106pOBOBLI TiTHEOrO Biky (Bix 65 no 90 pokis
BKJIIOYHO), i3 MAcow Tina B mexax 15 % Bix ineansHol Macu Tina.

Bes HIKi,I[."lHBOT 3BHYKH ITATIHHS.

Migmacanns Gopmu iHPOPMOBAHOT 3roaM.

13.  HocaymwxyBanuii nikapebkuii
3aci6, cmoci® 3acrocysanHs, cuma
it

Birabarpun 500 mr taGnersu
Iepopanere 3acTocyBaHHs (HATIIE).
Hosysauns: ogHopasosa nosa 1,0 rpam (2 tabaerku)

14. Tlpenapar nopiBusHHS, 103,
Croci0 3aCTOCYBaHHA, Cia mil

He 3acrocosuo

15. Cynytus Tepanis

CynyTHe MeAMKAMEHTO3HE JIKYBaHHS HE J03BOLIOCE Y  AHI
MIKYBaHHs Ta TIPOTATOM MepioxiB BuMuBaHHI. DepMeHT-HIYKYIOU
qu —iHridyroui 3acobu He O3BOSUTMCA BIPOJOBXK OFHOTO MicCSIS
nepes JO3YBAaHHIM.
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Hani xoHuenTpauii B mmasmi kposi Ta QapMaxoKiHETHUHI
TIOKa3HHKH:

[Tnoma nig xpusoro koruerTpauis-yac (AUC )

Maxkcumansna konnenTpauis B miasmi Kposi (Crax)

Yac nocarHeHHs MaKCHMAIbHOT KOHUEHTpaLil B 1w1a3Mi kpoBi (Tmax)

Ilepion HamiBBHBeACHHS y TepMinanbHiii dazi (T1x)

Buaumuii cucremunii kiaipenc (CL/F)

Hupkoswuii knipenc (Clr)

% mpenapary, mo BUALISETLCS 13 Ceuer0 (BiIHOBICHHS y ceui)

Buaumuii 06’em posznoginy (Vas)

16. Kputepii ouinku epekrusrocTi

[To6iuni siBuwIa, pe3ynbTaTd (iSMKAIBHOrO OOCTEXKEHHS, OCHOBHI
MOKA3HUKH  JKUTTEAIANBHOCTI,  eNeKTpOKapiiorpama,  KITiHIYHI
naboparopui mocmimxenss (Oioximiueuii aHamis KpoBi, 3aranpHuii
aHaji3 KpoBi, aHAm3 ceui)

17. Kputepii ouinkn Ge3nexu

18. Cratuctiuni Meroau Meroau onucoBOi CTATHCTHKY, aHATI3 TiHiHOT perpeci.

19.  Jlemorpadiuni  nokasuuku| 12 wonosikis, cepenniit sik 75,3 poky (miamazon: 65-89); maca Tina:
nocnimkysanoi momymsanii (crats,|61,4-93,6 kr; esponeoianoi pacu — 10, JATHHOAMEPHKAHI — 2.
BIK, paca, TOIIO)

HocminHukn BHBYAIH 3MIHH KOHUEHTpauiif siraGarpuuy B mmazmi

KpOBL MiCAd OJHOPA30BOI  MEPOpPANbHOI  J03H  BirabarpuHy
1,0 r(rabnerkn) y 12 3m0poBux H0GpoBOIBLIB MTHEOTO BIKY. Tmax
sirabatpuny cranoBuB 0,81 roaumuu, nepioa HamiBBHBeICHHS — 7,49
roguHM  (aus. Ttabmummo Hmkue). Buanmuil cuctemmmii  kmipec
(CL/F, 1,33 mn/xs/xr) Ta nupkosuii knipenc (CLr, 0,77 mu/xp/kr) y
cy6’eKkTiB MITHROTO BiKy NOPIBHIOBANMCS 3 TAKUMH Yy Cy0 eKTiB
monoaoro Biky (CL/F: 1,64 ma/xe/kr, CLr: 1,21 ma/xs/kr). V manux
ABOX TMONYIALISX HE CHOCTCPIranocst CYTTEBHX BiAMIHHOCTEH Y
(papMaKOKIHETHYHMX IOKASHUKAX 33 BHHATKOM OLIBII HH3BKHX
BHILE3a3HAYCHUX ToKasHUKiB. Hupkosuit wiipenc siraGatpuny vy
cy6’extip nitHboro Biky Oys Ha 36 % HmkuuMm, HiK y cy6 ekTiB
MOJIOIIOTO BiKY.

20. Pesynerati edexTuBHOCTI : ; ; i
DapmakoKiHETHYH]I MOKA3HUKK BirabaTpuny B cy6’ €KTiB MOI0J0TO Ta

JITHBOTO BiKy, cepenHe 3Hadenusa (CB)

TMokasHuk Cy6’extn Cy6’exTi MOJIOA0TO
JITHBOTO BIKY BIKY
(N=12) (N =24)
AUCiqt (Mxr.roa/mn) 167,8 (31,22) 145,94 (19,96)
Cinax (MKT/MIT) 35,67 (5,65) 36,71 (9,28)
Tinax (rom) 0,81 (0,15) 0,90 (0,35)
Tia 7,49 (0,73) 6,98 (0,75)
CL: (Ma/xB/kr) 0,772 (0,199) 1,205 (0,252)
CL/F (ma/xB/kr) 1,334 (0,208) 1,639 (0,215)
Vab 0,857 (0,107) 0,989 (0,157)
% BIAHOBIEHHA V ceui 58.5(12.3) 71,4 (11,2)
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Ilpumitka: dapmakokineTnuni nadi cy6’ekTiB MoTOZOro Biky
HaBeaeHl 3 focnimxenns 71754-1-C-014,

O6’enmani nami npo wrpeHc kpeatnHiny cy6’ekTiB  1BOrO
AOCTIDKEHHS Ta Cy0 €KTIB MOJI0AOTO BiKY 3 Zocmimkenns 71754-1-C-
014 BHKOpHCTOBYBANHCA MUl BUBYCHHA CHCTEMHOIO T4 HHPKOBOTO
KITIPEHCY, a TaKoXk /I8 aHamisy nimiiinoi perpecii B nomyssmii
NAIEHTIB i3 MMPOKUM BikOBHM nianazonom (19-89 poxis). Sk
pesynbTat, Oy/no MNPOACMOHCTPOBAHO, LI0 BHAMMMIT CHCTEMHHI
KIIPCHC KOpETIO€ 3 BiKOM i KIIPEHCOM KpPEeaTHHiHY Ta BHIMMMIA
CHCTEMHHI KiipeHC Birabarpuny 3 BikoM 3HMKYeTBCS Ha 0,7 Yo/pik.
Ockinbku KIIPEHC KPEATHHIHY, SKHIl € MAPKEPOM HUPKOBOT (yHKILT,
3 BIKOM 3HMKyBaBCS npubmmsHo Ha | %/pik, 3HIOKEHHS KIipeHCY
BIrabarpuHy 3 BIKOM MOXXHA IOSCHUTH TIOB'A3aHUM 3 BIKOM
NOriPIICHHSIM HHPKOBOI yHKLUiI,

Opnmnopasosa nepopansia go3a BiraGatpuny 1,0 rpam  mobpe
nepeHoCcHIacs B miii momyssiuii cy6’exriB niTHboro siky. [Ipo moGiumi
ABHIIA TOBIAOMISIH JABa cy6’ektn. Ogun cy6 ekT moBizomMus mpo
JIETKOTO CTYMNEHs PiAKi BHIOPOXKHEHHS, IEPEAHEIPUTOMHN CTAaH Ta
ceaaTuBHUi e(EKT, MOMUINBO MOB'53aHI 3 npuilomom siraGaTpuny.
Inmmit  cy6’ekT NOBIZOMHB NPO JIEFKOr0 CTYNEHA ITiABHILCHHS
apTepianbHOro THCKY 3 HCBIZOMOI NIPUYMUHHM Yepe3 ABl FOAMHH MiCs
NpUAOMY 103M 3 THMYACOBHM MNOBCPHCHHSM [0 HOPMH uepes 8
TOJMH, TIPH MPOBEIEHHI OCTATOYHOrO OOCTEKEHHs apTepianbHMii
ek Oys miasumieHui. [lix wac nmikyBauHs He cmocrepiranocs
KTHITHO 3HAYYUX 3MiH y pe3yabTartax KiIiHiuoro mabopartopHoro
ofcTekeHH (3arampHUIA aHATI3 KPOBI, 3araIeHUH aHamis ceui).

21. PesyneraTu Gesncku

@apmakOKIHETHKY BirabaTpuHy micasi 01HOPA30BOTO TEPOPAILHOIO
npuitomy 1,0 r Birabatpuny (tabrerkn) gocaikysamu y 12 3n0posux
YONOBIKIB JITHROrO BiKy (65 pokiB i crapuie) Ta MOPIBHIOBATH 3
(apmakoKiHeTHUHMMH MApAMCTPAMHM 3 JOCHUKCHHS 33 Y4ACTIO
3710pOBHX Cy6’€KTIB MOOAOTO BiKy (mocaimkenns 71754-1-C-014).

V cy6’exriB mitHboro Biky Tmax BirabGarpuny cranosus 0,81 rogmuu
Ta mepion HanmiBBUBCACHHS — 7,49 romueu. Tmax 6yB moaibuum npu
nopisHAHHI 13 cy6’ekTamu Monomoro siky (0,90 rommmu), Tomi sk
NCPioa HAMIBBUBEACHHS OyB A0BIIMM HIK y Cy0’€KTiB MOJIOAOrO BiKy
22. BucHOBOK (3aKkIr09eHHs) (6,98 romunn). Cmax Gyma momibHor B 060X momymswmisx (cy6’ekTu
MOIOAOro BiKy — 36,71 MKr/ma, miTHOro Biky — 35,67 Mkr/™mi), ane
cnoctepiratacs tenaeHuin 10 6iasmoi AUC y cy6’exris niTHOrO Biky
(cy6’extn momomoro Biky — 145,94 mxr.rog/mia, miTHBOrO BIKy —
167,08 mxr.ron/ma). Pizanng 8 AUC 6yna posuinena, sk nos’s3aHa 3
M QakroM, mo mupkosuii kaipere (CLr) y cy6’exris nitaboro Biky
Oys mpubmmsno wa 36 % HmKYEM TOpIBHAHO i3 cy0 exkTamMm
MOJIOZOrO BIKY.

OG’enmani nami npo KiipeHc KpeaTuHiHy Ccy0’ekTiB UBOro
AOCTIUKEHHst Ta cy0 €KTiB MOJOZOrO BiKY 3 IHINOrO AOCTIIKEHHS
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(mocmigxenna 71754-1-C-014) BHKOPHCTOBYBATHCS A BHBUCHHS
CHCTEMHOI'O Ta HHPKOBOTO KJIPEHCY B Cy0 €KTIB IUMPOKOrO BIKOBOTO
manasony  (18-49  poxis).  Amamis  nimiliEOi  perpecii
NpOJCMOHCTPYBAB, IIO BHAWMHN CHCTEMHHH KITIPEHC KOPEIoE 3
BIKOM Ta KIIPEHCOM KpeaTHHIHy. Bumumuii cuctemmmii wmipenc
Birabatpuny 3 BikoM 3mmkyBascs Ha 0.7 %/pik, a kiipeHc
KPEaTHHIHY, AKuil € MapkepoM HHpkoOBOI ¢yHKUii, 3 BikOM
3HWKyBaBCa npubamsno Ha 1%/pik. Takum unsOM, L 3HIKCHHS
KIIPEHCY BirabaTpuHy MOXKE MOACHHTH BIKOBMM MOTiPIICHHSM
HHPKOBOI PyHKLIT,

Opnuopaszosa mepopansha gosa siraGatpuny 1,0 rpam  moBpe
TIEPEHOCHIIACH 3XOPABUMH Cy6’ €KTaMHU JITHBOTO BIKY.

3asBHuK (Bmacuk
peecTpariifHoro
ITOCBITYCHHSN)
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes O no If not, substantiate

1) type of the medicinal
product, by which
registration was conducted
_|lor planned

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

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

Pharmacokinetics and metabolism of vigabatrin following a single dose of *C-vigabatrin
in healthy male volunteers (protocol 71754-1-C-027).

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From February 25, 1991
To March 3, 1991

8. Countries where the
clinical trial was conducted

USA

9. Number of study| Planned: 6 subjects
participants Actual: 6 subjects
10. Goal and secondary|| To evaluate the plasma concentration-time profile of “C-vigabatrin and intact vigabatrin,

objectives of the clinical
trial

to determine the degree of metabolism of 'C-vigabatrin following oral administration,
and to isolate and identify any urine metabolite(s) of vigabatrin

11. Design of the clinical
trial

An open, single dose study

" 12, Main inclusion criteria

Healthy male volunteers between 18 and 55 years old (inclusive), non-smokers, to be
within 10% of their ideal body weight range. All subjects have signed an informed consent
form.

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

"C-vigabatrin solution 100 mg/mL
Oral administration of a single dose (fasted)
Dosage: 1.5 gram (15 mL of solutions, containing 50 uCi *C)

14. Comparator, dose,
method of administration,
strength

Not applicable

15. Concomitant therapy

Concomitant medications were not allowed during the study period or for 2 week prior
to treatment, except enzyme-inducing or —inhibiting agents which were not allowed within
1 month of dosing. OTC medications could not be taken during the study or 1 week prior
the study.




000030

The 'C and vigabatrin plasma concentration data.
The plasma and urine pharmacokinetic parameters: plasma concentration-time curve

16. Effi luati . E :

- Y Seslanlion (AUC), peak plasma concentration (Cumax), time to peak plasma concentration (Tmax),
plasma terminal phase half-life (T1/2), renal clearance (Clr), % drug excreted in the urine,
oral clearance (CLyo) and apparent volume of distribution (V).

17, Sufey  evaluation All 'fxdverse evcpts were recorded w1t.h description, dat_e of t_:nnset, date _event resolved,

il severity, any action taken, an evaluation of drug relationship, and ultimate outcome.

Serious adverse events would be reported to the monitor immediately.

18. Statistical methods

The '*C and vigabatrin plasma concentration data were fitted to a two-compartment
model with first-order absorption. The plasma and urine pharmacokinetic parameters were
calculated by model independent techniques. The percentage of “C excreted in the urine
and feces was calculated by the mass balance technique.

19.
characteristic  of
sopulation  (gender,
[race, etc.)

Demographic

study
age,

6 healthy male subjects aged 22 to 45 years

20. Efficacy results

The mean urinary excretion rates of '*C and vigabatrin were 95.41% and 81.96%,
respectively. Urinary excretion of vigabatrin equivalent corresponded to 82% of dose,
vigabatrin lactam (chemically degraded metabolite) corresponded to 1.23% of dose, and
unidentified metabolites corresponded to 3.19% of dose. However, these metabolites
were not detected in plasma. It was shown that when vigabatrin was orally administered,
almost all of it was absorbed and most of it was excreted in the urine from the kidney as
unchanged form with almost no metabolism.

The apparent volume of distribution (Va) for *C in plasma was 1.01 L/kg. The '*C
concentration ratio in erythrocytes and plasma increased to 0.3 to 0.8 carly after
administration, suggesting that vigabatrin in plasma and erythrocytes quickly reached
equilibrium.

Pharmacokinetic parameters of 'C and vigabatrin after a single dose of “C-vigabatrin
(solution) in healthy volunteers

Pharmacokinetic parameter

M : Mean (standard deviation)

Dose casurement R e
target " G AUCu Va : Tin e

(ng/mL) (ﬂg-h"’nﬂ‘) L (h) (h) ('Vu)

i 4 42.84 175.99 1.178 0.58 7.72 81.96

. igabatrin (6.19) (31.76) (0.140) (0.20) (0.85) (22.71)

= Mg ; 4879 248210 1.010 0.67 9.51 95.41
(6.57) (45.19) (0.136) (0.26) (2.32) (18.74)

? ug E¢/mL (Cumax); pg Eq.h/mL (AUCi)

21. Safety results

Vigabatrin was well tolerated by all 6 subjects. Only one subject reported an adverse
event (mild tiredness of 10 hours duration) ascribed as possibly related to vigabatrin. No
subject discontinued the study. There were no clinically important changes during
treatment in any clinical laboratory, hematology, or urinalysis parameter.

22. Conclusion

Vigabatrin undergoes minimal metabolism as 82% of 1.5 g doses was excreted

unchanged in the urine. Only 1.23% of total dose was excreted as vigabatrin-lactam,
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indicating this is not an important metabolic pathway. The lactam was monitored in this
study because it is a chemical degradation product. Other unidentified metabolite(s) in the
urine accounted for 3.19% total dose. Neither vigabatrin-lactam nor these metabolites
could be measured in the plasma.

Applicant (Marketing
Authorization Holder)

= .u.,a ;
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3BiT npo kainiune BANPOSYBaHHS

1. Hazga nikapcekoro
sacoly (3a HasBHOCTI -
HOMEP peecTpauiifHoro

CABPWI®, rpasymu 115 opaasHoro posuusy, mo 500 mr

MOCBITYCHHN)
2. 3asBHUK TOB «Canogi-Asenric Ykpaina», Ykpaina
3. BupoGuuk [TATEOH ®PAHILIISA

4. TIposeneni nocaiKeHHS:

TaK C Hi AKIIO Hi, 00TPyHTYBATH

1) Tam nikapeskoro 3aco6y,
3a AKUM TpoBoxuaacs abo
M1aHYETHCS PEECTPALIs

Jlikapcexuii 3acib 3a NOBHUM A0CKE (ABTOHOMHE A0ChE), IHIIMIE mKapcekHit 3acif, HoBa
ZiI0Ya PEYOBHHA

_II5. Nosua nasea xniniusoro
JMIPOOYBAHHS, KOJOBaHMIA

®apmakokineTuka Ta Metabonism BirabatpmHy micns ommopasosoi gosm  C-
BirabaTpuHy y 310poOBMX HOIOBIKiB-100poBonbLiB (mpoTokon 71754-1-C-027).

KIIHIYHOrO BUNPOOYBAHHS

HOMEp KJIIHIYHOTO
BUIIPOOYBaHHS
6. ®Daza KJTIHIYHOI'O
dasal
BHIIPOOYBaHHS
7. Tlepion nposexenns| 3 25 motoro 1991 poky

ITo 03 Gepesns 1991 poxy

8. Kpaiuu, ne nposoauaocs
KIIHIYHEC BHIIPOOYBAHHS

CIIA

9
TOCTIIIKYBAHUX

KinexicTs

3annanosana: 6 cyb’exTiB
PaxTuaHa: 6 cy6’exTin

10. Mera Ta BropuHHi wimi
KJIHIYHOrO BUNpoOyBaHHS

Bupanty npodine korueHTpauis B miasmi kposi — uac *C-Birabarpuuy Ta iHTaKTHOTO
Birabarpuny, Bu3HaUMTH CTynins Merabomismy '*C-sirabarpumy micis TEPOPaIBEHOTO
34CTOCYBAHHSI TA BUALTUTH i inenTH(iKkyBaTH MeTabonit(u) BiraGarpuny B ceui.

11, Jduzaiis  wiigivHOTO

BHIPOOYBaHHS

Biakpute, 0a4HON030BE HOCTI PKEHHSL

12, Ocuosni
BRIIOYECHHS

KpHTEpIi

3noposi wonosikn-noGposonsui BikoMm Bix 18 10 55 pokie (Biir0uHO), 63 mKiATHBOI
3BMYKH MATIHHA, 3 MAcor Tima B Mexkax 10 % Bix imeansnoi macw tina. Ilizmucanns
dopmu indopmosaroi 3roan.

13. Hocaimxysaunii
mikapcekuii  3aci6, cmocib
3aCTOCYBaHH, chia ail

"*C-pirabarpus, pozuns 100 Mr/ma
[lepopanbne 3acTocyBaHHA 0HOPa30B0T 103K (HaTIIE).
Hosysanns: 1,5 rpama (15 ma pozuuny, uo micrars 50 mxCi Q).

14. Tlpenapar nopisBHsAHHS,
1034, crocid 3acTocyBaHHS,
cuia mil

He 3acrocosHo.

15. CynyTas Tepamis

CynyTrs Tepamisi He A03BOIATACH MiZ 4ac JOCIIKEHHSA Ta 3a 2 TWKHI 40 mpHAOMY
A03H, 34 BHHATKOM (epMeHT-iHAyKylouux abo —imribyiounx 3acobis, ski He
Z03BOIISIIHCS 32 BNPoaoBk | micsus nepen nosyeanssiM. Bespeuentypsi npenapartu e
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AO03BOIBLIMCS NI 4aC AOCIIKEHHSI Ta BIIPOIOBK | THXHS NMEPEX AOCIIIKCHHSIM.

Hani koruenTpauii '*C ta siraGaTpuny B miasmi kposi.

DapMaKOKIHETHYHI NOKA3HHUKH B [UIA3Mi KPOBI Ta Cevi: KPHBA KOHLEHTPALis B m1asmi
Kkposi — yac (AUC), MakciMaibHa KOHIEHTpaLis B m1a3Mi KpoBi (Cmax), 9aC ZOCATHEHHS
MakcuManbHOT KoOHUeHTpamii B rmasmi kpoBi (Tma), mepion wHamiseuBEICHHS Y
Tepminanphiit gasi (Tiz), nupkosnii kiipenc (Clr), % npenapary, mo BrAiIAETbCH 13
ceuero, opaneuuii kiipenc (CLyo) Ta BuguMuil 06’em posmoniny (V).

16.  Kputepii  ouinku
edexTHBHOCTI

17. Kpurtepii  ouinku
besnexu

Yei nobiusi sIBUIIA PEECTPYBAMCS 3 OMMCOM, JATOK MOYATKY, AATOK pO3pimeHHs
ABHIIA, TSUKKICTIO, BACHTHMH 3aXOAaMH, OLIHKOIO 3B’S3KY i3 3aCTOCYBAaHHAM IpENapary
ta HacaiakoM. Cepiiosni moGiuni sBuma nosuEHI GymHM MOBITOMIATHCA MOHITOPY
Heraixo.

18. CrarucTHyHl METOIH

Hani xomuentpauii B nmasmi xposi “C Ta Birabarpumy Gyam mimirHami o
ABOKOMIAPTMEHTHOI MOACHI 31 BCMOKTYBAHHAM MCPLIOro mopsiaky. PapmaxokineTmyni
NOKA3HUKH B MIA3Mi KPoBl Ta ceui Oy po3paxoBaHi 3a JOMOMOIOK HE3AJICKHHX Bif
mozeni Meroguk. Bincorok 'C, mo BHBOAMTECA i3 ceuero Ta KamOM, pO3PAxOBYBABCA
MeToaoM OanaHcy Mac.

19. Hemorpadiuni| 6 3smoposux womoBiKiB BikoMm Big 22 10 45 pokis.
MOKASHHKM JOCTIIKYBAHOL
nonyasuli  (ctate,  BIK,
paca, Towo)
Cepenni Benuumnn Buainesus i3 ceucto '*C Ta Birabatpuny cranosumu 9541 % Tta
81,96 % signosinno. Buninenns i3 ceueio cksisanenta Birabatpuny cranoBmio 82 %
Bin m03w, Birabarpury Jakramy (xiMiuno gerpazosanmii Metabomit) 1,23 % Bix no3u Ta
He inentndixosannx meraGoniris 3,19 % sim mosu. Onmak ui meraomitn mHe Gyau
BHABICHI B Njasmi KpoBi. Bymo NpOZeMOHCTPOBAHO, WO TPH  TEpPOPATBLHOMY
3aCTOCYBaHHI BIralaTpHH MOBHICTIO BCMOKTYETECS TA BHBOJHTBCS NEPEBAKHO HUPKAMIL
Y HE3MIHCHOMY BHITISIAL Maiike 6e3 meraGonizmy.
Bupumuii 06’em posmominy (Va) ana C y mmasmi kposi cramosus 1,01 a/kr.
Cnissinsomenns konnentpauiii “C B epurpormrax Ta mmaami kpoei 3pocrano go 0,3—
0,8 Biapasy micas 3acTOCYBaHHs, BKAa3ylOUH HA T€, IO KOHUCHTpawii BiraGatpuny B
{120. PesynbraTn|nnasmi kposi Ta epHTPOLMTAX MIBHAKO AOCATAOTH PIBHOBArH.
exTHBHOCTI ®apmaxokinernuHi nokasunku *C ta sirabatpury nicias oxHopasosoi goau MC-

Birabarpuny (po3yHH) y 3M0POBHX H0GPOBOIBLIIB

(DapMakOKIHeTHTHHMIT TOKA3HUK

Cepenne sHaueHns (CTAHAAPTHE BUIXHICHHS)

Toss IlisoBe .
BH3HANCHAA. . Conx AUCit Vi T Tir ”““’C':jﬁ““"
h (MKr/™T)  (MK.TOA/MI) () (rom) (rom) Y(%}
Bitatiri 6 42,84 175,99 1,178 0,58 7.72 81,96
5 J 6.19) (176  (0.140)  (020)  (0.85) @271
e e p 48,79 248,21% 1.010 0,67 951 9541
(657) (4519  (0.136)  (0.26) (232 (18.74)

3 MET ExB/Ma (Cuax); MEr Exs.rog/set (AUCing)

21. PesynstaTu Oe3nexu

Birabatpun no6pe nepenocuses BeiMa 6 cyG'ektamm. Titekm ommE  Cy6 ekt

NOBIIOMISIB Npo TMOGiuHE SBHIIE (NETKOTO CTYNEHS MiIBHINEHA BTOMIIOBAHICTE
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tpuBanictio 10 roamH), Bu3HaucHe Ak {iMOBIpHO mOB’s3aHE i3 3aCTOCYBAHHSIM
sirabatpuny. Xoxen i3 cy6’ekris He BuOYR i3 mocmimkenns. [lig uwac JTIKYBaHHS HE
CIIOCTEPIrasocs KIHITHO 3HAYYIMX 3MiH y pe3ynbTatax GioxiMiunoro aHam3y Kposai,
3araJIbHOTO aHAJI3y KPOBi Ta aHAMI3Y ceyi.

22,

BucrHoBOK

(3aKTI0ICHHS)

BiraGarpun y nesnauniii mipi metaboutizyerses, ockinskn 82 % 1034 1.5 r BHAiTIIOCK
i3 ceuero y mesminesmomy surmsaai. Tinexu 1,23 % 3aransHoi 103M BHILIAIOCH SK
BiraGaTpuH-MakTaM, BKA3yIOUH, WO LE HE € BAKTHBHI MeTabomiuumit musx. Jlakram
MOHITOPYBABCs Y IBOMY JOCIIKCHH], OCKLIBKH BiH € MPOAYKTOM XiMIMHOT Jerpagauii.
Tawmii neinentudixosanuii Merabonir (Merabomitu) B ceui cranosus 3,19 % 3aranpHoi

Ao3u. Hi irabarpus-naxram, i ni MeTaGomiTn He BUSHAYATHCA Y NIA3Mi KPOB.

3ageunk (Bracux
peecTpaiiiinoro
MOCBIIUEHHSA)
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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 C no If not, substantiate

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

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

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

A definitive study evaluating the bioequivalence of vigabatrin
administered as uncoated tablets, film-coated tablets and oral solution
(protocol 71754-1-C-029).

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

From November 3, 1991 to November 18, 1991,

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: 12 subjects
Actual: 12 subjects

10. Goal and secondary objectives of]
the clinical trial

To establish the relative bioavailability of uncoated tablets and film-
coated vigabatrin tablets compared to an oral solution and the
bioequivalence of vigabatrin uncoated tablets in normal, healthy, male
volunteers.

11. Design of the clinical trial

The study design was an open-label, randomized, balanced, three-
period complete crossover with a one week washout period between
freatments.

Treatment A: 1.0 gram single dose administered as two 500 mg
uncoated tablets, fasting administration.

1.0 gram single dose administered as two 500 mg film-
coated tablets, fasting administration.

1.0 gram single dose administered as 10 mL of 100
mg/mL vigabatrin oral solution, fasting administration.
Subjects were randomly assigned to one of three treatment sequences
(4 subject per sequence).

Treatment B:

Treatment C:

12. Main inclusion criteria

Recruitment was restricted to healthy, male subjects between of 18
and 55 years, who were non-smokers and non-users of tobacco, and
who were within 10% of their ideal body weight.

All subjects have signed an informed consent form.
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Vigabatrin

- US 500 mg uncoated tablets (UC [US] tablets)

- US 500 mg film-coated tablets (FC [US] tablets)

Oral administration of single doses of 2 x 500 mg uncoated tablets or
2 x 500 mg film-coated tablets.

Dose: 1.0 g.

Vigabatrin 100 mg/mL oral solution.
14. Comparator, dose, method of| Oral administration of single dose of 10 mL of vigabatrin oral

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

administration, strength solution (100 mg/mL).
Dose: 1.0 g.
Concomitant medication were not allowed during the treatment

15. Concomitant therapy ssasind

A difference in the bioavailability parameters. The following
pharmacokinetic variables statistically evaluated and summarized:
- Plasma concentration at each sample time
- Area under the plasma concentration-time curve (AUC)
16. Efficacy evaluation criteria - Maximum plasma concentration (Cmax)
- Time to reach maximum plasma concentration (Tmax)
- Plasma terminal phase half-life (t12)
- Amount of vigabatrin excreted in the urine
- Renal clearance of vigabatrin

All adverse events were recorded during cach treatment and washout
period with a complete description, date of onset, date the event
resolved, severity, any action taken, an evaluation of its relationship to
vigabatrin and ultimate outcome. Severe and/or unexpected adverse
events were reported to the monitor immediately as specified in the
protocol.

17. Safety evaluation criteria

Three analyses were done, one on the original data, one on the log
transformed data, one a nonparametric analysis.

For the original and log transformed analyses the model assumption
of variance homogeneity among treatments was tested with Levene’s
test on the residuals from the ANOVA, and the model assumption of]
normality was tested with Shapiro-Wilk test on each treatment group’s
residuals from the ANOVA. Adjusted treatment means, treatment
differences, and 90% confidence intervals for treatment differences
were calculated. Treatment differences and confidence intervals were
converted to percent difference from comparison treatment.

For the nonparametric analysis, point estimates of treatment means
and treatment differences were found using the Hodges-Lehmann
estimator associated with the one sample signed rank statistic. The
large sample approximation was used to compute 90% confidence
intervals for treatment differences. Again, treatment differences were
converted to percent differences.

18. Statistical methods
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19. Demographic characteristic of]| 12 healthy male volunteers
study population (gender, age, race,| Race: 10 Caucasian, 1 Black, 1 Oriental,
etc.) Age: between 21 and 44 years old.

Pharmacokinetic Resulis:

Results indicate bioequivalence of film-coated tablet to uncoated
vigabatrin tablet: the 90% confidence limits for AUC, Cmax and Tmax
for the differcnce between tablets are within 20% and the percent
differences are less than 7% for all three parameters. Additionally, the
film-coated tablets is bioavailable compared to the reference oral
solution based on the observation that the percent pairwise difference
in AUC-inf) was less than 1% and 90% confidence interval was well
within + 20%. The uncoated tablet was similarly bioavailable
compared to the reference oral solution within a percent difference in
AUC0-inp) of less than 2% and 90% confidence interval within £ 20%.

Analysis of urine data supports plasma based bioequivalence
findings. The comparison of excretion rate data of film-coated and
uncoated tablet indicates about 1% difference at 12 and 36 hours post
dose suggesting bioequivalence of two formulations.

The small difference observed in absorption between solution and
film-coated tablet (11% higher Cmax of the solution and 66% larger
Tmax of the film-coated tablet) were expected due to the nature of]
formulations. The difference in AUC0-inf) between film-coated tablet
and solution was less than 1%.

20. Efficacy results

Vigabatrin was generally well tolerated by all 12 subjects. Three
subjects experienced one syncope episode during the study. Each event
could be attributed to cases other than vigabatrin, though, in the
principle investigator’s opinion, one event might possibly be related to
vigabatrin use. Other adverse events were mild in severity and limited
events such as tiredness, headache, weakness and lighthcadedness. No
clinically remarkable findings were reported for any of the clinical
laboratory tests performed.

21. Safety results

The film-coated and uncoated vigabatrin tablets are bioavailable
compared to an oral solution.
The ﬁlm—coatgd and il ea.fcd v:gabamn tablets are bioequivalent.
A ucmmn J
Cy A 0 ARRIHTIET A ;i
Applicant (Marketing \ Gt ﬂ.ﬂa [«

Authorization Holder) \ XA a5¢ lf.&m

22. Conclusion

{Ji’"\) ,aol"" 4
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3BiT mpo kainiune BANPOOyBanHs

1. Hasea nikapcekoro 3acofy (3a

HasBHOCTI - HOMEP peecTpaliiiHoro CABPUII®, rpanynu ms opansHoro posunny, no 500 mr
[MOCBLAUCHHS)

2. SasBHuK TOB «Canodi-Asenric Vipainay», Yrpaina

3. BupoGuuk ITATEOH ®PAHIIIA

4. ITpoBencHi JOCTIKEHHS: : | TaK C w SIKIIO Hi, 0OrpyHTYBaTH

1) tun nikapcekoro 3acofy, 3a AkuM
nposoauIacs  abo  ruaHyeTwCA
pcecTparis

Jlikapcbkuit 3aci® 3a MOBHHM J0Che (ABTOHOMHE NOCHE), {HLIMi
nikapchkuii 3acif, HOBa Air0ua peuoBUHA

CreuianizopaHe JOCHIKEHHS 3 BWBYEGHHA O0Ii0EKBIBATICHTHOCTI
BirabaTpud TpH 3acTocyBaHHI y BHrIAAl Tabmetok 6e3 0GONOHKH,

TaOJICTOK, BKPUTHX MIIBKOBOK 0OOIOHKOK, TA PO3UMHY OPAIBHOIO
(mpotoxkon 71754-1-C-029).

6. ®asza kIIHIYHOTO BHIPOOYBaHHS | ®Paza |

5. Iloera Hassa  KIIHIMHOrO
BUNPOOYBAHHS, KOMOBAHHI HOMEp
KJIIHIYHOTO BUIIPOOYBaHHS

7. Ilepion nposeaenns kainiusoro| 3 03 mucronana 1991 poky
BUNIPOOYBaHHS ITo 18 mucronana 1991 poxy.

8.  Kpaimm, nae nposogumocs| CIIA
KIIHIMHEe BHIPOOyBaHHs:

3annanosana: 12 cy6 exris

9. KinpKICTs HOCHIHKYBAHHX ;
Gt e o Qaxruuna: 12 cyd’exrin

Busnauuta signocHy Giomoctynsicte Tabaerok 6e3 06oMOHKH Ta
10. Mera Tta BrOpuHHI uiNi|[TaGNETOK, BKPATHX MIIBKOBOI O0GONOHKON, MOPIBHAHO 3 POIUHHOM
KTIHIYHOTO BHIIPOOYBaHH opanbHuM, Ta 010€KBiBaICHTHICTE Birabarpuny y Burasai TaGnerok
6e3 06OIOHKH Y 3I0POBHX HO0JI0BiKiB-106POBOIBIIIB.

Binkpute, pannomizosame, 30anaHCOBAHE, 3 TPHOMA MNCPIOIAMH,

NCPCXPECHE JOCAULKEHHS 3 OJHOTHKHEBMM IMCPIOZOM BHMHBAHHS

MIK TIKYBaHHAMH.

Jlikysanus A: ogHopazosa no3a 1,0 rpam (aBi TaGmerku 6e3
obononku no 500 mr), Hare.

Jlikysanns B: omwopazosa moza 1,0 rpam (msi tabmerkm, BkpwuTi
IUIIBKOBOKO 000710HKO10, 1o 500 Mr), HaTine.

Jlixysannsa C: oanopaszosa no03a 1,0 rpam (10 ma pozuuny opanpHOro
sirabarpuny 100 Mr/mi), sarme,

Cy6’extam  pamjomi3oBaHO mpH3HaYanach OZHA i3 TPHOX

NOC/IIA0BHOCTEH MiKkyBaHHA (4 Cy0’€KTH Ha TOC/TIIOBHICTD).

11. lnu3aiin kniniyHOro
BUNPOOYBAHHS

Brmiouennss 710 mocmimkeHHs — OOMeKyBamocs  3J0POBHMH
JosioBikamy, BikoM Big 18 mo 55 pokis, 6e3 WKiAIMBOI 3BHYKH
NajiHHs T 3 MAcoko Tina B Meskax 10 % Bix izeansHoi Macu Tina.

ITignucanns hopmu iHbOpMOBaHOT 3rou.

12. OcHoBHI kpHTEPIT BKIIOYCHHS
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Birabarpun

- Tabnerkn 6e3 oGomonku no 500 mr;

13. Jlocnimkysanuii  nikapchkmii|| - TaGneTkH, BKPUTI MITIBKOBOK 06010HKO0, 10 S00 M.

3aci6, cmoci6 sacrocysamms, cmmal| Ilepopamere 3actocyBamHS oxHopasoBoi mo3u (2 Tabnerkn 6e3

mil obonoukn mo 500 mr aGo 2 TabmeTkw, BKpHTI IUTBKOBOIO
obonoHkot0, 1o 500 mr).
Hoza: 1,0 r.

Birabatpus, pozuus opansamii 100 Mr/a.
14. Ilpemapar nopisnsmms, no3a,| Ilepopamshe 3acTocyBamms ogmOpaszoBoi mosu 10 M PO34HHY

cnoci 3acToCyBaHHs, CHUIa aii opanbuoro BiraGatpuny (100 mr/mn).
Hoza: 1,0r.
15. Cymyras Tepania CynyTHs Tepanis He 203BOILIACH 1A 9aC TEPIOAY MIKYBAHHSL..

Binminnicts  y  nmokasmmkax  Giogmoctymmocri.  Hacrymmi
dapmaxokimeTHuni  3minni  cTaTMCTMuUHO  ouiHIOBanMcs  Ta
PE3IOMYBAJIHCH:

- Konuentpanis B niasmi kposi B xoxHiii wacosiit Touni 3aGopy
3pasKiBs

- [1nowma nin xpusoro koHueHTpauis B masmi kposi-uac (AUC)

- Makcumanbaa koruesTpanis B maasmi kposi (Cumax)

- Hac nocarnenHs MaxcuMManbHOI KOHLEHTpauii B miasMi kposi
(Timax)

- llepion HaniBBuBEnCHHS ¥ TepMinanbHii dasi (t12)

- Kinekicts BiraGatpuny, mo BHAIIAETECS i3 CCUCHO

- Hupxosuii knipenc pirabarpuny.

16. KpuTepii oninku epekTHBHOCTI

Yci nobivHi sBAMA PEECTPYBATHCS Mi 4AC KOKHOIO JiKYBAHHS Ta
TNEPiOAy BUMHBAHHA 3 TOBHHM ONHCOM, JATOK TOYATKY, JATOM
PO3PILICHHS SIBUILA, TSHKKOCTI, BXKHTHMH 3dX0aMH, OMIHKOIO 3B SI3KY
13 3acTocyBaHHAM Birabatpuny Tta Hacmiakom. Tskki Ta/abo
HeouiKyBanl moGiuni ABMIIA noBUHHI 6Y/IH MOBIIOMAATHCS MOHITOpY
HETalHO, AK 3a3HAYEHO Y MPOTOKOJI.

17. Kpurepii ouinku Gesnexu

[IpoBomunucs Tpu aHami3M: aHa i3 MOYATKOBHX JAHHX, AHAII3 JIOT-
TPaHC(HOPMOBAHMX JAHHX TA HCNAPAMCTPHYHMI aHani3.

HAna  awamisis moYaTKOBMX Ta JOT-TPAaHC(OPMOBAHMX AaHUX
MOJEIBHE NPHOYIICHHS [P0 OAHOPIAHICTE  JucHepcii  Mik
JIKYBaHHAMH OYI0 NIEPEBIPCHO 32 AOMOMOroK KpuTepito JleseHa Ha
sannmkax 3 ANOVA, a MozenbHe NPUITYIIEHHS PO HOPMANIBHICTE
Oyno mepesipeo 3a momomorow kputepiro lamipo-Yinka s
sannmkie. ANOVA xoxuoi rpynu nikysamms. Bynum pospaxoasi
BIJKODHIOBaHI CepPeNHi 3HAYCHHS JKYBaHHA, BiIMiHHOCTI Yy
nikysanti ta 90 % gosipui inTepBany Ans BiAMIHHOCTEH Y iKyBaHH].
Binmirsocri y nikysansi Ta n0sipui inTepsamu Gyau mepersopeni y
BiZICOTKOBY Pi3HUIO IS NOPIBHAHHS TIKYBAHHS.

Jl1s HenapaMeTpHYHOro aHai3y TOUKOBI OLIHKH CEPelHIX 3HAYCHD
MIKyBaHHS Ta BIAMIHHOCTCH Yy JikyBawmi Gymu 3HaiimeHi 3a

18. Cratucruuni MeToan
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JONOMOT 010 OLIHKH Xomwxeca-Jlemana, OB’ s3aHO1 3
0AHOBUGIPKOBO 3HAKOBOIO PAHTOBOK CTATHCTUKOK. ATIPOKCHMALLIS
Beankoi Bubipku Gyna Bukopuctana as obuncierns 90 % mosipumnx
IHTEpBANiB I BiAMIHHOCTEH y JikyBammi. 3HOBY X Takw,
BIAMIHHOCTI y MiKyBaHHi Gyin nepeTBopeHi y BiACOTKOBI pisHML.

19. [demorpadivai  noxasHuku
nocnipkyBaHoi momymanii  (cTaTh,
BiK, paca, Tomo)

12 3n0poBHX 40/10BiKiB-100POBOBUIB.
Paca: 10 — eBponeoinua, 1 — merpoigna, 1 — Morronoigua.
Bik: Bix 21 n0 44 poxkis.

20. PesyneraTu eexTHBHOCTI

Dapuaroxinemuuni pezyrsmamu:

PesynbTatn, mo BKa3ylOTh Ha OloekBiBameHTHICTH TaGNeTOK,
BKPHTHX TUTIBKOBOK 00ONOHKOI0, Ta TabneTok 6e3 0GOMOHKN: MEKi
90 % nosipui iHTepBanM AN BIAMIHHOCTCH Mix TabreTKaMu y AUC,
Cmax T@ Tmax HE Buxommmm 3a 20 %-Bi Mexi, a BiaMiHHICT 3a
KOJKHHM 3 TPbOX nokasHukis Gyna mexuwe 7 %. KpiM Toro, Tabnerkw,
BKPUTi TTIBKOBOK OGOJIOHKOI), MAIOTh NOPiBHAHY GiomocTymuicTs
BIIHOCHO PE(DEPEHTHOTO PO3YHUHY OPATBHOTO HA OCHOBI TOCO, IO
Biacotok nonaproi BiaMiaHOCTI B AUC 0-ing) 6yB Merme 1 %, a 90 %
noipuuii inTepsan G6ys B Mexax +20 %. IoaiGuum umaOM Gymo
NpoBeAcHE NOPIBHAHHA GlogocTynHOCTI TabneTok 6¢3 00OMOHKH Ta
pedepenTrOro po3uuny opansHOro: Bincorok simminzocti B AUC .
inf) OyB Merme 2 %, 90 % noipuuii inTepsan 6ys B Mexax £ 20 %.

HocmimxeHHs JaHHX aHamily ceul MIATBEPAKYE pE3y/bTATH,
OTPUMAHI TIPH BHBYCHHI GiOCKBIBATEHTHOCTI 3a ITOKA3HHKAMH
miasMi kposl. [TopiBHAHHA MIBHAKOCTI BHBEACHHS A1 TabIeTOK,
BKPHTHX [J1iBKOBO 00010HKO0, Ta TabaeToK 0e3 000MOHKH BKa3ye
Ha npubmusno 1 % BigminHicTe yepes 12 Ta 36 romum micas
JO3YBAHHSL, IO BKA3ye HAa G10€KBIBAMCHTHICTD LHX JBOX TIKAPCHKAX
dopm.

Cnocrepiramacs HeBeqMKa BIAMIHHICTE Y BCMOKTYBAaHHI MK
po34HHOM Ta TabIeTKaMH, BKPHTHMH ILTiBKOBOK 00010HKO, (Ha
11 % Buma Ciax y posunny ta Ha 66 % Ginbmmit Tmax y TabmeTok,
BKDATHX TUIBKOBOIO 00OTOHKOI0), mo Oyno ouikyBaHWMM, HKIIO
Opatu no ysaru BiaacTuBocTi mikapcekux dopm. Binmimmicts y
AUC@inp Mk TabmeTKaMH, BKPHTHMH IUIIBKOBOIO OGOJIOHKO, T2
PO34YHHOM CTaHOBWIA McHIIe | Yo.

21. Pesyastat Gesnexu

Birabarpun saramom nobpe nepenocuscs BciMa 12 cy6’exramm.
Ynponowxk JOCTKEHHS Y TPbOX cyb ekTiB cmocrepirazocs mo
oanomy emizony cunkone. Koskne ssume morno 6yTu mos’s3aHe 3
IHIIMMH TIPHYHHAMM, HDK 3aCTOCYBaHHs BiraGaTpuHy, OJHAaK, Ha
AYMKY TOJIOBHOrO AOCTIIHMKA, OJIHE ABULIC HMOBIpHO Morno Oytm
IOB’SI3aHE 13 3aCTOCYBaHHAM Birabarpuuy. [ no6iuni seuma Gy
JIErKOTO  CTYMEHS TSHKKOCTI Ta KOPOTKOTPHBATHMM, Taki fK
TMABHLICHA BTOMIIOBAHICTb, TOJOBHMEA Gimb, , crnabkicte Ta
TICPEHETIPHTOMHMIL CTaH. Y JKOAHOMY 3 HPOBEAECHHX J1abopaTopHHX
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Il,’:[OCJ‘IiZl}KCHb HC Oy/10 BUSIBICHO KIIHIYHO 3HAYYILMX BiIXUICHD.

22. BUCHOBOK (3aKTHOYEHHS)

Tabnerkn siraGatpuny, BKpPHTI IUIIBKOBOIO OGONOHKOK, Ta
Tabnetkn irabarpuny Oe3 ofonoHku MawoTe GiomocTymHICTB,
TOPIBHAHY 3 PO3THHOM OpaIbHIM.

Tabnerkn sirabaTpuHy, BKpHTI IUTIBKOBOK OGONOHKOK, Ta
TabseTky Birabarpuny 6e3 0GonoHkH GloeKBiBaNCHTHI.

Jassauk (Boacuk
peecTpauiiinoro
TIOCBIgUEHH)
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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:

C

3

! yes

no If not, substantiate

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

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

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

A Definitive Study Evaluating the Pharmacokinetics of]
Vigabatrin Following Single Oral Doses of 0.75 Grams
in Patients with Varying Degrees of Renal Function
Protocol number: 71754-2-C-016

6. Clinical trial phase

Phase I |

7. Period of the clinical trial

UK: November 1989 to March 1990
US: July 1991 to October 1991

8. Countries where the clinical trial was conducted

2 (UK, US)

9. Number of study participants

Planned: 24 subjects
Actual: 24 subjects

10. Goal and secondary objectives of the clinical
trial

Pharmacokinetics of vigabatrin in patients with varying
degrees of renal dysfunction compared with normal
heathy subjects.

11. Design of the clinical trial

The study was conducted in 24 subjects as a two site,
open-label, balanced, parallel group design in which
three groups with differing renal function participated.
All subjects received a single 750 mg dose of vigabatrin
solution. Blood and urine samples were collected for 60
hours after drug administration and were analyzed for
vigabatrin using a validated HPLC assay. Plasma and
urine samples were analyzed for vigabatrin enantiomers
using a validated GC/MSD assay.

12. Main inclusion criteria

- Males or females (not of child-bearing potential)
between 18 and 55 years old, inclusive, and of any race
- Subject is normal or has documented renal disease
(mild-to-moderate  or  moderate-to-severe  renal
impairment)

- Normal subjects are within 15% of their ideal body
weight range

- Non-smokers

- All subjects have signed an informed consent form.
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Vigabatrin 100 mg/mL oral solution
Dose: 0.75 g single oral dose (7.5 mL of 100 mg/mL
solution)

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

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

Concomitant medications were not allowed during the
treatment period except as noted in the protocol and any
15. Concomitant therapy use of concomitant medications was recorded. Alcohol,
caffeine or other xanthine-containing substances are not
permitted during the study days.

Pharmacokinetic evaluation criteria:

- Blood chemistry and hematology at pre-study, before
the dose and after collection of the last urine sample

- Plasma concentrations of vigabatrin at each sample
collection time

- Area under the plasma concentration-time curve

- Peak plasma concentration
16. Efficacy evaluation criteria - Time to peak plasma concentration

- Plasma terminal phase half-life

- Apparent volume of distribution

- Renal clearance of vigabatrin

- Amount of vigabatrin excreted in the urine during a
collection interval

- Renal creatinine clearance at pre-study and on the
treatment day

Adverse events were recorded during each visit with a
complete description, date of onset, date of the event
resolved, severity, any action taken, an evaluation of its
relationship to vigabatrin and the ultimate outcome.

17. Safety evaluation criteria

Pharmacokinetic analysis:
The plasma and urine pharmacokinetic parameters were
18. Statistical methods calculated by model independent techniques. They
included AUC(w), Cmax, T1/2, renal clearance (CLr),
and oral clearance (CLpo).

Twenty-four male or female volunteers (21 Male, 3
19. Demographic characteristic of study|Female, 23 Caucasian, 1 American Indian) between 31
population (gender, age, race, etc.) and 64 years of age were enrolled. All subjects were
nonsmokers.

Plasma and urine pharmacokinetics of vigabatrin and
its enantiomers were affected by increasing levels of]
renal dysfunction. Changes were observed in CLpo
(decrease), AUC (increase), CLr (decrease), percent
recovered in urine (decrease) and T1/2 (increase) as the
level of renal function deteriorated.

20. Efficacy results
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21. Safety results

Vigabatrin was well tolcrated in normal and mild-to-
moderate and moderate-to-severe renally impaired
subjects after a single 0.75 g dose. Adverse events were
mild in severity and limited to events such as headache
and tiredness. No clinically important findings were
reported for any clinical laboratory test performed which
could not be ascribed to underlying renal disease in the
respective subjects.

22. Conclusion

Vigabatrin and vigabatrin enantiomers
pharmacokinetics are affected by increasing levels of]
renal dysfunction. Changes were observed in CLpo,
AUC, CLr, and T1/2 as the level of renal function
deteriorated.

Applicant (Marketing
Authorization Holder)
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3BiT npo kainiune Bunpobysanns

1. Hazsa mikapcskoro 3aco6y (3a HasBHOCTI -
HOMEP PEECTPALIHHOTO NOCBIAUEHHS)

CABPUJI®, rpanyan amst opassHOro po3uuny, no 500
Mr

2. 3asBHmK

TOB «Canodi-Asentic Yrpainay, Ykpaina

3. BupoGruxk

ITATEOH ®PAHI[ISA

4. ITpoBeneHi J0CAIKCHHS:

! TaK C mni

SIKIIO Hi, O0TpyHTYBaTH

1) Tun nikapcpkoro 3acofy, 3a IKUM NPOBOAKIACS
a0 nuaHyeThCs peecTpanis

Jlikapcekmii 3aci6 3a nOBHHM 10Che (ABTOHOMHE
A10Che), IHIIMI JTiKapCchKumii 3aci, HOBa AlI0Ya PeUoBHHA

5. Ilopna wHa3sBa KIiHIYHOrO BHOPOOYBAHHS,
KOJ0BAHHH HOMEP KIIHIYHOTO BUNpOOyBaHHS

CneuiazbHe 10CTiAXKEHHS 4715 OUIHKH (APMAKOKIHETHKHA
BirabaTpuHy TiCAA  OJHOPA30BOrO  MEPOPATBHOTrO
npuiiomy B 1031 0,75 r 3a ywacTio mauienris 3 pizHUM
CTyIICHEM nOpymieHHs (yHKUIT HHPOK

Howmep mporokony: 71754-2-C-01 6

|6. Paza kmiHiMHOrO BUnNpoOyBaHHs

|(I)aza I

7. llepioa nmpoBeaeHHs KIIHIYHOrO BUOPOOYBaHHS

Benmuka Bpuranis: mucronan 1989 poky - Gepesens 1990
POKY
CHIA: munens 1991 poky - xoeters 1991 poky

KIHIYHE

8.  Kpaiun,
BUNPOOYBAHHS

pi (5] NPOBOAHIOCH

2 (Benuxa bpuranis, CIIIA)

9. KinekicTs ROCTIAKYBAHUX

3amranosana: 24 ocobu
dakTiuna; 24 ocobu

10, Mera Ta 11l KIIHIYHOTO

BHIIPOOYBaHHSI

BTODHHHIL

DapmakokiHeTHka BirabaTpHHY y MauieHTIB 3 PisHUM
CTYIICHEM TMOpPYMEHHs (YHKUIi HHPOK MOPiBHAHO 3i
3a0poBHME Ocobamm.

11. usaiin KIIHIYHOrO BHIPOOYBaHHS

HocmipkeHss MPOBOAMIOCH 3a yuacTio 24 ocib Ha 6a3i
ABOX LICHTPIB 3 BIAKPHTHM 30aIaHCOBAHUM AU3AHHOM Y
napaneabHUX IPYNax, B HbOMY OpaH y4acTh TPH TPYITH
3 pisHOWO dynkiiero Hupox. Bci ocobu orTpumann
OQHOPa30BY 103y po3uuHy Birabarpuny B 7031 750 mr.
3pasku kpoBi Ta cewi 36upanu nporarom 60 roguH micasn
BBC/ICHHS MpEMapary Ta aHaxi3yBadu Ha BirabaTpuH 3
BHKOPHCTaHHAM Bamigosanoro amamisy BEPX. 3pasku
niasMu Ta cewi Oynm mpoaHamizoBani Ha eHaHTiOMepH
BirabaTpuHy 3 BHKOPHCTAHHAM BaiIOBAHOTO AHATIZY

GC/MSD.

12. OcroBHI KpHTEPIi BKIKOUYCHHS

- Honosixku abo sxinku (Ge3 aitopoaHoro motenmiany)
BikoM Bift 18 10 55 poxis BrmouHO Gyab-s1K01 pacu

3nopoBi ocobu ab6o 0cobH 3 JOKYMCHTAIBHO
MiATBEP/KCHAM 3aXBOPIOBAHHAM HHPOK (MODPYLICHHS
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(yHknii HEpOK Bix Jerkoro 10 nomipHoro afo Bin
MOMIPHOTO JI0 TSYKKOTO CTYITEHS)

- 3nopoei ocobu Manu Macy Tina B mexkax 15% Bix cBoro
i1IeaTBHOTO Aianasony

- Hexypui

- Vci yvacHukM JOCHDKCHHA mimmmcama  opMmy
iH(popMOBaHOI 3ro/H.

13. ocnimxyBanuii nikapcekuii 3acib, cmoci6
3ACTOCYBAHHS, CHIA il

Birabarpun, posuns opaasauii 100 mr/ma
Hosa: oanopasosa mepopansaa mosa 0,75 r (7,5 ma
posunny 100 mr/mi)

14. [lpemapar mopiBHsHHA, crnioci6

3aCTOCYBAHHS, CHaa aii

A03a,

He 3actocosyernca.

15. Cynyrus teparis

OnnoyacHe 3acTOCYBAaHHS NpENapaTiB  NpPOTArOM
nepiofly IiKyBaHHS HE AO3BOAIOCH, 33 BHHATKOM
BHIAZKIB, 3a3HAYCHHX Y OPOTOKOM, 1 Oyas-sike
OIHOYACHE 3aCTOCYBAHHA TPEMAPATIB PEECTPYBATOCH.
Bikusanus ankoromo, kodeiny abo iHIMX PewoBHH, MO
MICTATE KCAHTHH, MPOTATOM AHIB JOCIHIIKEHHS HE
J03BOJISIIOCS,

16. Kpurepii oninku edekTusHoOCTI

DapMaKOKIHETHYHI KPUTEPIT OIHKH;

Bioximiynnii 1 3aranbHuil  aHamis KpoBi 40
NPOBEACHHS AOCHIKCHHES, TICPEA BBCACHHAM IIpenapary
1 micsist 360py OCTAHHBOTO 3paska cedi

- Konnentpauii sirabatpuny B muasmi kposi mpu
KOKHOMY Bigbopi npobu

- [lnoma mix KpHBOIO NIA3MaTHYHA KOHUEHTPALUsL-4ac
- MakcuMalibHa KOHLIEHTpAIis B T1asMi

- Yac pmocATHEHHS MAKCHMATBHO! KOHUEHTpauii B
TIa3Mi

- [lepioa TepMiHATBEHOrO HANIBBHBEICHHS

- Yapnumii 06'eM posnoginy

- Hupkosuii kiipenc Birabarpuny

- KinekicTs Birabarpusy, mo BUIIISETHCSA I3 CEUEIO mia
4ac iHTepBany 360py

- Hupkosmii knipeHc KpeaTHHIHY A0 HPOBEACHHS
AOCTIIKEHHS | B JEHD BBEACHHS NpEnapary

17. Kpurepii ouinku 6esnexn

Hebaxanl sBuIA PCECTPYBAIMCH MiA 4YAC KOKHOIO
BI3UTYy 3 TOBHHM OIHCOM, JaTOK TOYATKY, AATOH
TPUIIHHEHHSA TIPOSABIB, TAKKICTIO, OyAb-AKHMH BIKHTHMHI
OLIMH, OLIHKOK 3B'SI3Ky 3 BiraGaTtpuHOM i KiHUCBHM
[pesyibTaTom.

18. CratncTuuni MeTonu

®apmakokiHeTHUHUIH aHATI3:
DapMakOKIHETHYHI TapamMeTpH TiasMH i cewi Oymn

PO3paxoBaHi 3a JOMOMOrOK MO3aMONEIBHMX MCTOIIB.
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Bonu srmouamn AUC (w0), Cmax, T1/2, nupkosnii
knipenc (CLr) ta nepopaneruii kaipenc (CLpo).

Y JmocHimKeHHI B3ATM  yYacTh JABAAUATE HOTHPH
a00poBoNBLI 9010BiY01 a0 kiHouoi crati (21 HonoBIK,
3 xinku, 23 esponeoinn, | amepukancrkuii iHgiaseup)
sikom Bin 31 no 64 poxis. Yci moGposomewi Gynm
HCKYPLISIMH.

[liapumenHs pisHg mopymeHHs (yHKUii HUPOK
BIUIMBATO Ha (papMakokiHeTHKy Birabarpumy Ta iioro
CHAHTIOMEPIB y TUIa3Mmi Ta cewi. 3MiHM crnocTepirammcs
20. Pesynprary edexTHBHOCTI mono CLpo (3ummenns), AUC (36inpmenns), CLr
(3HIDKCHHST), YACTKH BUBCACHHA 13 ceuero (3HMKCHHs) i
T1/2  (s6inpmenns) y Mipy nigsumieHHs —piBHA
NOpYyEHHS QYHKIIT HHPOK.

Birabatpun 106pe nepeHOCHBCs 310pOBHMH 0COOAMH 1
NAIi€HTAMH 3 TTOPYIICHHAMU (YHKIIT HUPOK Bij ICFKOTO
10 nomiproro abo BiA MOMIPHOrO A0 THKKOTO CTYICHS
nicna oaropasosol ao3u 0,75 r. [o6iuni edextn Gymm
JCrKUMH 1 0OMEXYBAIHCA TAKAMH SBHINAMH, 5K
21. Pesynbratn Gesnexu roJ0BHHI 011k 1 BTOMIIOBaHICTh. 3a Pe3yIbTATAMH BCIX
TNPOBENCHHX KIIHIYHWX I1a00paTOpHUX AOCIDKEHs He
Oyno OTpUMAaHO OKOAHMX  KIIHIYHO  3HAYYIIMX
pe3yabTaTiB, AKi He MokHA Oymo 6 BigsecTH 10
OCHOBHOIO 3aXBOPIOBAHHS HHPOK Yy BiAMOBIZHWMX
NALIEHTIB.

19. Jemorpadiuni mOKasHHKM AOCAIIKYBAHOI
nonynsuii (cTaTh, Bk, paca, Tomo)

Ha ¢apmakokisernky Birabatpusy Ta eHaHTiOMepiB
BirabaTpuHy BIIMBAa€E MiZBHILCHHS DPIBHS MOPYLICHHS
22. BHCHOBOK (3aKITIOYEHHS) dbywxuii Hupok. YV Mipy ninBHiieHHs piBHS HOpYIIEHHS

¢ynruii HUpOK cnocTepiramucs 3minu nokasuukis CLpo,
AHC, CLr yT1/2.

3asBHUK (BNACHHK
peecTpaniiHoro
MOCBIAYCHHS)
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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 O no If not, substantiate

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

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

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

A definitive study evaluating the pharmacokinetics of vigabatrin in
patients with epilepsy (protocol 71754-2-C-018).

was conducted

6. Clinical trial phase Phase I
7. Period of the clinical trial Date of the report: August 24, 1993
8. Countries where the clinical trial| USA

9. Number of study participants

Planned: 12 patients
Actual: 12 patients

10. Goal and secondary objectives of]
the clinical trial

To provide evaluation of the pharmacokinetics of vigabatrin during
multiple dosing in patients with difficult to control seizures.
Comparison with the results with the results of another vigabatrin

multiple dose study in young, healthy volunteers (protocol 71754-1-
C-015).

11. Design of the clinical trial

The study was conducted as an open-label, single period design.

12. Main inclusion criteria

Male and female epilepsy patients aged 18 — 55 years, receiving no
more than two concomitant antiepilepsy medications

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

Vigabatrin, tablets
Oral administration (fasted)
Dosage: 3.0 g per day (1.5 g BID) for 4 days.

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

Not applicable

15. Concomitant therapy

No more than two concomitant antiepilepsy medications.

16. Efficacy evaluation criteria

Pharmacokinetic parameters: plasma concentration-time curve
(AUC), peak plasma concentration (Cmax), minimum plasma
concentration (Cmim), time to peak plasma concentration (Timax),
plasma terminal phase half-life (Ti2), renal clearance (Clr), % drug

17. Safety evaluation criteria

excreted in the urine (urine recovery)

Not applicable

llS. Statistical methods

Descriptive statistics were used. |
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19. Demographic characteristic of| 12 caucasian epilepsy patients — 7 male and 5 female between ages
study population (gender, age, race,||of 18 and 55 years.
etc.)

The pharmacokinetic results obtained in this study were compared
with the results of another vigabatrin multiple dose study in young,
healthy volunteers (protocol 71754-1-C-015), who received vigabatrin
2 g BID for 5 days. This involved a 25% normalization of the data
obtained in healthy volunteers.

Parameter Epilepsy Healthy*

Mean CV(%) Mean CV (%)
Cnax (mcg/mL) 63.31 21.00 56.07 19.85
Cumin (mcg/mL) 4.43 28.10 6.12 25.00
Timax (hr) 0.80 33.90 1.02 30.39
AUCss0-120n) 196.71 14.90 21351 1333
(meg*hr/mL)
CLorat (L/hr) 7.76 12.76 7.13 11.92
Clrenat ss (L/hl') 5.02 13.00 5.1 2131
20. Efficacy results Urine recovery 65.17 13.00 69.94 12.64
(% of dose)
* Dose adjustedto 1.5 g

The mean pharmacokinetic parameters of vigabatrin tablets in
epilepsy patients do not differ from healthy volunteers. Tmax, Cumax,
Comin, AUC0-12 by, and Cl were similar in epilepsy patients and in
healthy subjects as summarized in table above. There was also no
difference in excretion of vigabatrin in these two population as
indicated by similar Clr and percent of vigabatrin recovered in the
urine. The demographics of both populations were similar and
creatinine clearance obtained from epilepsy patients was within
normal range (112.46 mL/min), indicating no changes in glomerular
filtration rate.

This study confirms findings of other studies indicating no difference
in the pharmacokinetics of vigabatrin between epilepsy patients and
healthy volunteers.

21. Safety results Not applicable

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3siT npo kaiHiYHe BANpOOyBaHns

1. Hazga nikapebkoro 3acody (3a
HAABHOCTI - HOMEP peecTpauiiiHoro CABPWJI®, rpasymu ans opansHOro posunny, mo 500 mr
[IOCBIAUCHHS)
2. 3aaBHuK TOB «Canodi-Apenric Ykpaina», Ykpaina
3. BupoGrux ITATEOH ®PAHLIIS
4. IlposeneH1 nOCTIIKEHHS: ! TaK C  wm SIKLIO Hi, 00TpyHTYBaTH

1) Tun nixapcekoro 3acofy, 3a sxum
npopoguaacs a0  mIaHyeThes
peecTpauis

Jlikapcokmii 3aci6 3a mOBHMM AOChE (ABTOHOMHE HOCBE), iHIIMIL
mikapceKui 3aci6, HOBA Ai0Ya PEYOBHHA

5. [Ilosma masea  kainiyHoro| CneuwiamizoBame MOCHIGKCHHS 3 BHUBYEHHA thapMakoKiHETHKH
BUTpOCYBaHHs, KOAOBaHWI HoMep|BiraGaTpuny y mamieHTis 3 emienciero (mporokon 71754-2-C-018).
KIIHIYHOTO BHIPOOYBAHHS

6. dasza xmHivHOrO BUNpoOyBanuHs | Pasa [

7. Tlepion mpoBeneHHS KIIHIMHOTO

A S Hara 3Bity: 24 cepnusa 1993 pik

8. Kpaiau, ne nposogumocs| CIUA
K/IIHIMHE BUNPOOYBAHHS

3annanosana: 12 namieHTiB

9. KiaekicTs aocuigxyBaHux i
A kY daxTruna; 12 nanieHTis

Ouinutu papmakokineTnky BiraGaTpuny micis 6araTopasoBHX 103
y Taui€HTIB 3 YCKIQAHEHMM KOHTpoieM Hamaxis. [lopisastu
OTPHMAaHI pe3ylIpTaTH 3 PE3VABTATAMH IHIIOTO  JOCIIINKEHHS
Gararopa3osux 103 BirabaTpuHy 3a y4acTO 310pOBHX J0GPOBOIBLIE
MOIoAOoro Biky (mpotoxon 71754-1-C-015).

10, Mera Ta sBrOpuHHI uidi
KITIHIMHOTO BHIIPOGYBaHHA

11. Huzaiin KIIHIYHOTrO

Binkpure 10cnimKkeHHa 3 OMHAM Nepioaom.
BUITPOOYBaHHS ilasicite i

[TamienTn 3 emimenciero gonosiwoi Ta kiHOYOI crati BikoMm 18-355
12. OcHoBHI KpuTEpii BKIIOUCHHS  (|pOKiB,  sKi  OTPUMYyIOTh HE  Oiibme  gBOX CYNyTHIX
NPOTHENIENITHYHHIX TIPEMapaTis,

Birabarpus, tabaerku
ITepopansue 3acTocyBanus (HaTie).

Hosysanns: 3,0 r va 706y (mo 1,5 r aBa pasu va no6y) nporsrom 4
AHIB.

13, JlocmimkyBaHuii  JiKapChKHMii
3acid, cmoci® 3acTocyeaHHg, CcHiIa
il

14. Ilpemapar mnopiBHsHHA, n03a,| He 3actocosHo.
criociG 3acTocyBaHH, CHIA Aii

15. Cynyrhs Tepanis He 6iapmie ABOX CynyTHIX MPOTHENMIICNITHIHHX NIPENAPATIB.

DapMakoKIHETHYHI TIOKA3HWKH: KPMBA KOHLEHTpAMis B IUIa3mi

16. Kputepii ouinkn ehekTuBHOCTI : . . ‘
Ry b kposi-qac (AUC), MakcHMaTbHa KOHLEHTpauis B IU1a3Mi KpOBI




000051

(Cmax), MiHiManbHa KOHUCHTpauis B maasMi KpoBi (Cmim), 49ac
AOCATHEHHA MAKCHMAIbHOI KOHUeHTpauii B mmasmi kpoBi (Tmax),
nepioA HaniBBUBEACHHs y TepMiHambHii dasi (Tiz), HupkoBuii
kaipenc (Clr), % npenapary, mo suainaeTscs i3 ceuero (BiAHOBICHHS
y ceui).

17. Kputepii ouinku 6e3nexu

He 3actrocosno

18. CratucTuni MeToau

Meroau onucoBoi CTATHCTHKA.

19. Jemorpadiuni  nokasHHKH
nocHipKyBaHol monyasuii  (craTs,
BiK, paca, TOIMIO)

12 nauientis 3 enminenciero esponeoiaHoi pac, 7 4Y0NOBIKIB Ta
5 skiHOK, BikoMm Bix 18 10 55 pokis.

20. Pesynabrath edeKTHBHOCTI

DapMAKOKIHETHYHI PE3yIbTATH, OTPUMAHI y UBOMY MOCTiDKCHHI,
MOPIBHIOBATUCS 3 PE3YIBTATAMH  IHINOFO  JOCIIZKEHHS
GaratopasoBux 103 BiraGaTpuHy 3a y9acTIO 340pPOBHX HOOGPOBOJIBLIB
Momozoro Biky (mpotokox 71754-1-C-015), sxi orpumysamn
sirabatpun mo 2 r aBa pasu Ha a06y npotarom 5 auis. Lle srmodano
25 % HOpMAaTi3auiio JAHHX, OTPHMAHHX Y 3J0POBHX 106POBOIBLIB..

Mokazauk IMauienTn 3 310posi
enijicnciero Jobposomsii*
Cepeane | CV(%) Cepenne | CV(%)
3HAYCHHS 3HAYCHHS
Cinax (MKr/™MT) 6331 21,00 56,07 19,85
Canin (MRT/MJT) 4,43 28,10 6,12 25,00
Tomax (rom) 0,80 33,90 1,02 30,39
AUCsss0-1210m) 196,71 14,90 213,51 1333
(Mxr*ron/mm)
CLora (/ron) 7,76 12,76 1,13 11,92
Clrenal ss (JI/I"OIJ,) 5,02 13,00 5,1 1 2 1,3 1
Binnoemenns y| 65,17 13,00 69,94 12,64
ceui (Y% mozm)

* Kopurysanus (HopManisauis) 1o gosu 1,5 r.

Cepeani dapmaxokinernusi noka3Huku BirabaTpuny B TabacTkax y
MAUi€HTIB 3 CIITCICIE0 HE BIAPI3HAINCA Bia TAKMX Yy 3/10POBHX
106poBoabwiB. Tmax, Cmax, Cmin, AUC(0-12 rony Ta Cl 6ymm mopiGrumu
Y MAUi€HTIB 3 CMIICMCIEIO Ta Y 310POBUX CYG’ EKTIB, SIK PE3IOMOBAHO Y
Tabmuui Bume. Takoxk He CnOCTEPIranocs BiAMIHHOCTEH Y BUBEICHHI
BirabaTpuHy B IUX IBOX MONMYIALISX, HA WO BKasyloTh momibui Clr
Ta BIACOTOK BirabaTpury, mio BinHOBMIOETHEs B ceui. Jemorpadiuni
MOKa3HUKH 000X momymamiii Oynu moniGHMMK Ta 3HAYEHHSA KIIPEHCY
KPEaTHHIHY, OTPHMaHl y mauieHTiB 3 enizencicro, Oymum B Mexkax
Hopmu (112,46 mu/xs), mio Bkasye Ha BIICYTHICTH NMOPYIICHHS
IWBHAKOCTI K1y0 0ukoBoi (iasTpauii.

Hane mocmiUKEHHS MiATBEPIKYE PE3YIBTATH IHIIHMX HOCTIIKEHb,
AKI BKa3ylTh HA BLICYTHICTH BigmiHHOCTCH y dapmaxokiHeTHui
BirafaTpuHy MDK MaIi€HTAMH 3 CHINENCIiEld Ta  370POBHMH
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|| moBpoBobLIMY.
21. Pesyneratu Gesnexu He 3acTocosHo
Hemae simaminnocTell y Qapmakokimeruui siraGatpuny, mo
22. BHCHOBOK (3aKTIOYEHHS) 3aCTOCOBYBABCA — MALIEHTaM 3 CHOUIENCIEKd Ta  3A0POBHM
no0poBoabipiM,

3assHuk (Baacux
peecTpaniiHOro
MTOCBIAYEHHS)
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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 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

Double-Blind, Randomized, Placebo-Controlled, Parallel
Group Study of Vigabatrin in Patients with Uncontrolled
Complex Partial Seizures

Protocol number: 71754-3-C-024

6. Clinical trial phase

|Phase I

7. Period of the clinical trial

September 30, 1990 - May 5, 1992

8. Countries where the clinical trial was conducted

US

9. Number of study participants

Planned: minimum 150 patients evaluable for effecacy
Actual:
. 203 patients entered Segment 1.

183 patients were randomized to receive study
medication (90 placebo, 93 VGB) in Segment II. One
patient randomized to VGB discontinued prior to study
drug administration.

. 182 patients consumed study medication (90
placebo, 92 VGB). Of the 182 patients, there were 80
males and 102 females.

170 patients completed the study (88 placebo, 82
vigabatrin),

10. Goal and secondary objectives of the clinical
trial

To determine the therapeutic efficacy and tolerance of]
vigabatrin (VGB) 3 g/day when added to currently
prescribed antiepilepsy therapy in patients with focal
epilepsy whose complex partial seizures are difficult to
control.

1. Design of the clinical trial

Multicenter, randomized, double-blind,
controlled parallel study.

placebo-

12. Main inclusion criteria

Minimum age 18 years; maximum age 60 years.
Males and nonpregnant females who were not
likely to become pregnant during the course of the study.
. Documented complex partial seizures (CPS) or
[partial seizures with secondary generalization.
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. Seizures judged to be uncontrolled as defined by:
- the occurrence of at least six CPS or partial
seizures with secondary generalization during the last 8
weeks of Segment 1.

- the absence of a seizure-free interval exceeding
28 days, over the last 8 weeks of Segment I.

- an adequate and stable regimen of currently
marketed antiepilepsy drugs (AEDs) with historical
records documenting adequate therapeutic trials with
phenytoin or carbamazepine.

. No more than two AEDs at study entry.

. Brain imaging (Magnetic Resonance Imaging
(MRI) or Computed Tomography (CT) with contrast)
within 1 year prior to enrolling.

. An abnormal electroencephalography (EEG)
documenting focal abnormalities consisting of either
focal rhythmic slow, sharps, or spikes.

. Informed consent. A pregnancy waiver must have
been signed by pre-menopausal women.
. Attend participating centers on a regular basis.

Tablets containing 500 mg VGB or matching placebo
tablets, for a total of 3 g/day:
. Segment I: Patients were evaluated during a 12-
week period. The last 8 weeks of Segment I was
considered Baseline.
. Segment II; Patients were randomized to receive
VGB or placecbo. Study drug was titrated upward
(patients started at 1 g/day and increased their dose by 0.5
13. The investigational medicinal product, method oy s weseley ba‘sxs)Pov'er Aok petiad. "
of administration, strength L.\A . Segment III Patients entered a 12-wee
laintenance Period and received a maintenance dosage
of 3 g/day or matching placebo.
Patients discontinuing the study during Segments II or
III, or not entering a long-term, open-label VGB study
had study drug tapered downward (1 g/day) on a weekly
basis (Taper Segment).
Total Duration: 16 weeks with an additional 2-week
Taper Period used by some patients. VGB Treatment or
Placebo: 16 weeks

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

Each patient was to be concurrently taking one or two
concomitant antiepilepsy drugs (phenytoin,
carbamazepine, primidone, phenobarbital, clorazepate,
valproic acid).

15. Concomitant therapy
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. Secizure Frequency: The primary endpoint for the
evaluation of cfficacy was the mean monthly frequency
of CPS (IB) plus partial seizures secondarily generalized
(IC) at Endstudy (last 8 weeks of study) compared to
Baseline (last 8 weeks of Segment I).
16. Efficacy evaluation criteria . Therapeutic Success: >50% reduction from
Baseline to Endstudy in the mean monthly frequency of]
CPS (IB) plus partial seizures secondarily generalized
(IC).

. Physician's Evaluation of Therapeutic Effect.

. Physician's Global Evaluation.

. Physical examinations (including vital signs,
blood pressure, and weight) and neurological
examinations.

. Adverse events.

. Clinical laboratory parameters (liver function,
17. Safety evaluation criteria renal function, hematology, electrolytes, miscellaneous
chemistries, and urinalysis profile).

. Magnetic Resonance Imaging (MRIs).

. Visual and somatosensory evoked potentials
(VEPs and SEPs).

. Cognitive function/psychological testing.

For the primary assessment of efficacy, the median IB +
IC value and the 95% confidence interval for the median
was used for descriptive purposes. In all analyses, a two-
tailed @ =05 significance level was used to test the
18. Statistical methods difference in response to VGB and placebo.

The primary analysis was performed using the Intent-to-
treat dataset, and supportive analyses were performed
using the Protocol Correct Completer, Protocol Correct,
Study Completer, and 8-Week Completer datasets.

182 patients consumed study medication (90 placebo,
92 VGB). Of the 182 patients, there were 80 males and
102 females.

. Seizure Frequency: There was a statistically
significantly lower Endstudy frequency of seizures for
patients receiving VGB than for patients receiving
placebo. The median monthly frequency of seizures was
reduced by 3 seizures per 28 days in the VGB group
20. Efficacy results (Baseline 8.3, Endstudy 5.3) versus 0.8 seizures per 28
days in the placebo group (Bascline 8.3, Endstudy 7.5) (P
= 0002).

. Therapeutic Success: Therapeutic success was
attained in 43% of the VGB patients versus 19% of the
placebo patients (P<001).

19. Demographic characteristic of study
population (gender, age, race, etc.)
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. Physician's Evaluation of Therapeutic Effect and
Physi-cian's Global Evaluation: Patients receiving VGB
had significantly greater improvement than placebo
patients for both assessments (P<.001 and P = 015,
respectively).

A total of 87.0% (80/92) of VGB patients and 85.6%
(77/90) of placebo patients experienced one or more
adverse events which were considered to be at least
[possibly treatment-related.

The results of this study support VGB 3 g/day as safe
and effective add-on treatment in patients with focal
22. Conclusion cpilepsy with difficult to control complex partial scizures.
||The most frequent adverse events to expect are
' d&‘m;gless headache, dizziness, and fatigue.

21. Safety results

Applicant (Marketing
Authorization Holder)
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3BiT npo KJiHiYHe BUNpPOOyBaHHS

1. Ha3ga nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpaliiiHOro MmoceiqueHHs)

CABPHJI®, rpanynu 1 OpajbHOrO po34YMHY, 1o 500

MT
2. 3asBHuK |ITOB «Canodi-Aentic Vipainay, Yipaina
13. Bupo6HuKk ITATEOH ®PAHILIIS

4. TIpoBejieHi JOCTiDKEHHS:

T nax T Hi SAKILO Hi, 00IpyHTYBaTH

1) Tun nikapcekoro 3acoly, 3a sskuM npoBoauaacs| Jlikapcbkuif 3aci6 3a MOBHMUM J0Che (aBTOHOMHE
abo mylaHyeThCA peecTpaiis JI0CKE), iHIIKH JliKapchKUi 3aci0, HOBa Jioua peuoBHHA
IMongifine ciine paHI0Mi30BaHe miatebdo-
KOHTPOJIbOBaHe IOCIiKEHHS BirabaTpuny B
5. IloBHa Ha3Ba KIiHIYHOTO BUNPOOYBaHHS,|MapaneNbHUX TIpynax 3a y4yacTIO [MALliEHTIB 3
KOZIOBaHUI HOMep KJIiHi4HOro BUNIPOOYBaHHS HEKOHTPOJIBOBAHUMHM  CKJIQJHUMHM  MapliaJbHUMH
CyJAOMaMH
Howmep npotokony: 71754-3-C-024
6. Dasa KIiHIYHOro BUMPOOYBaHHS |®asa I |

7. Ilepiox npoBeaeHHS KJIiHIYHOTO BUMPOOYBaHHA

||30 BepecHs 1990 poky - 5 TpaBus 1992 poky |

8.  Kpainu, ne KJIiHIYHe

BUINPOOYBaHHs

NpOBOAHIIOCA

CLIA

9. KinbKicTh A0CIIIXKYBaHHUX

3amiaHoBaHa: MiHiMyMm 150 mauieHTiB, SKi MignsAramTs
OIliHIII Ha npeaMeT e(PEKTHBHOCTI

QakTuyHa:

. 203 nmauienTu Gyny 3any4deHi 10 cerMmeHty L.

183 nauientw Oynu paHpomizoBaHi i
OTpUMaHHS J0CTiKyBaHUX npenaparis (90 mianebo, 93
Birabarpun (BI'B)) y cermenti II. Opun nauieHT,
panjomizoBanuit 1o rpynu BI'B, BuOyB 3 mocimkeHHs
110 BBEICHHA Tpemnapary.

182 nmauieHTH npuiiManM  AOCHiIKYBaHHH
npenapat (90 nnaue6o, 92 BI'B). 3 182 nauientis 6yno
80 yonogikiB i 102 xiHKu.

. Hocnimxenus 3asepmmad 170 nauientis (88
mauebo, 82 BiradaTpuH).

10. Meta Ta KJIIHIYHOTO

BUNIPOOYBAHHS

BTOPHUHHI LIl

Busnauutu TepaneBTHYHY e()eKTHBHICTb i
nepeHocuMicThb Birabarpuny (BI'B) y no3i 3 r/nens npu
N0AaBaHHI [0 TpHU3HAUeHOI HA  JaHWi  yac
TMPOTHEMIENTHYHOT Teparnii y maiieHTiB 3 (OKaIBHOI
eMijencielo, y AKMX CKJIaJHi napuianbHi CyI0MH BasKKO
MiA1at0ThCA KOHTPOJTIO.
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11. Jlu3aiin kniHiYHOTO BUIIPOOYBaHHS

bararouenTpoBe paHaoMi3oBaHe mMoOjBiliHE ciine
n1a1e60-KOHTPOILOBAHE Napae/ibHe A0CITIKEHHS.

12. OcHOBHi KpUTepil BKIOYEHHS

. MinimManenuii Bik 18 pokis; MakcuManbHHi Bik
60 poki.

. YosioBikK i HeBariTHi KiHKM, SKi HaBpAA 4M
MOXKYTh 3aBariTHITH B XO/i AOCIi IKEHHS.

. 3a70KyMeHTOBaHI CKNIaJHI MapuLjaapHi CYIOMH
(CIIC) abo napuiadbHi CyYZOMH 3 BTOPWUHHOIO
reHepaizali€ro.

. Hananu BBa)kaloThCS HEKOHTPOJILOBAHMMH, IO
BM3HAUEHO HACTYITHUM YHHOM:

- BUHUKHEHHs IoHaliMeHe wectu CIIC abo
napuiaqbHMX CYJIOM 3 BTOPHHHOIO TeHepai3alicro
MPOTATOM OCTaHHiX 8 THKHIB cermenTa .

- BiICYTHICTH iHTepBany 0e3 HamagiB, LIO
nepepuulye 28 [HIB, MPOTATOM OCTaHHIX 8§ THXKHIB
cermenra L.

- aJIeKBaTHUH 1 CTabiNIBHUI pEeXUM HasBHHUX Ha
PUHKY npoTHeninenTuuHux npenapartis ([1EIT) 3 nanumu
3a MUHYJIMH Mepiofl, MO 3aJOKYMEHTYBald aJcKBaTHi
TepaneBTUYHI BUMpoOyBaHHA 3 (eHiToiHOM abo
KapOaMasermniHoMm.

. He Oinewe psox IIEIl npu BkmoueHHi y
IOCI HKEHHS.
. Bisyanizanis rosoBHOro Mo3ky (MarsiTHo-

pesonancHa tomorpadis (MPT) abo komm'iorepHa
Tomorpadis (KT) 3 koHTpacTyBanHsaM) npoTsrom | poky
10 BKJIIOUEHHS Y JOCITi JKEHHSI.

. 3miHena enextpoeHuedanorpadis (EET), wmpo
NOKYMEHTYe (OKalbHI MNOPYLIEHHA, fAKi CKIaJaloThCA
a60 3 (oKanbHHX PHUTMIYHUX YNOBIIBHEHB, PI3KHX
niaiioMiB abo cruieckis.

. InbopmoBana 3roma. JKimku B mepion
MpeMeHOMNay3u IOBHHHI MiANHCATH IOKYMEHT IIpo
BiJICYTHICTb BariTHOCTI.

. PerynsipHi Bi3UTH B LEHTPH J0CIII DKEHHS.

13. JocnimkyBaHuii Iikapcekuil 3aci®, crocid
3acTOCYBaHHS, cuia Jiii

Tabnerku, mo mictsare 500 mr BI'B abo Bixmosigni
tabneTku miauebo, 3 r/neHs:

. Cermenr : nauieHTH o1liHIOBaNKCs NpoTsirom 12-
THXKHeBOro nepiony. OcranHi 8 THXHIB cermeHTa |
BBAXKAJIHUCS BUXiJHHUM piBHEM.

. Cermenr II: nauientn Oynu panmomizoBaHi ajs
orpumandsd  BI'b  abo nnaue6o. locnimxyBanuii

npenapat TUTPYBaIM B Oik 30inblieHHs (mamieHTH
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NOYMHAIM MpudAMatd no 1 r/geHp 1 IMOTHXKHA
36inpuysamu gosy Ha 0,5 r/mewb) mnpoTsroM  4-
THIKHEBOIO MeEpiozy.

. Cermenr III: maujentu 6ynu nepeseneni go 12-
THIXHEBOTO TiITPMMYBAJIBHOTO I1€pioy i OTpHMYyBaIu
MiATPUMYBaJIbHY 103y 3 r/neHs a60 BiZANOBiAHe miane6o.
[NaienTam, sSKi NPUMHHSAIM YYacTh y JOCTiIKEHHI mij
yac Il abo IIl cermentiB abGo He Gpamu yuacTi B
JIOBrOCTPOKOBOMY BiakpuToMy JociimkenHi BI'B, nosy
JOC/IKyBaHOro mpenapary 3Hwkysann (1 r/neHs)
IIOTHKHSA (CErMEHT 3HHIKEHHS).

3aranbHa TpuBadicTh: 16 TWIKHIB 3 JOJATKOBUM 2-
TIDKHEBUM TEPIiOIOM 3HMKEHHA (y NEAKHX MALi€HTiB).
JlikyBanua BI'B a6o nnane6o: 16 TikHis

14. [lpenapar mnopiBHSHHSA, 033,
3aCTOCYBaHH:, CUNa Jii

criocid

He 3actocoByeTncs.

15. CynytHs Tepanis

KoxkeH naujeHT omHouacHO mpuiiMae oauH abo JBa
CYNMyTHIX NpOTHENiIeNTHYHUX npenapatd (QeHiToiH,
kapbamaseniH, mpuMinoH, ¢enobapbitan, Kiopasenar,
BaJIBIIPOEBY KMCIIOTY).

16. Kpurepii ouinku edeKTHBHOCTI

. YactoTa cygoM: MEpBHHHOK KiHIEBOK TOYKOIO
A1 OLIHKU edeKkTHBHOCTI Oyna cepeaHbOMicAYHa
yactora CIIC (IB) mmoc BTOpUHHO reHepasizoBaHHX
napuianeHux cyjaoM (IC) B kinui gocmimkenns (octanHi
8 TWXKHIB JOCHIIKEHHS) B MOPIBHAHHI 3 BHXIAHHM
piBHeM (ocTauHi 8 THXKHIB cermenTa [).

. TepaneBTHuHMi yCIix: 3HIKEHHS
cepeansomicsynoi yactotu CIIC (IB) mmoc BTOPUHHO
resepaizoBanux mnapuianeHux cygom (IC) ma >50%
TOPiBHAHO 3 BHXiJHUM PiBHEM [0 KiHIIA JOCIiDKEHHS.

. Ouinka TepaneBTHYHOro eeKTy JiKapeM.
. I'noGanbHa oniHKa mikaps.

17. Kpurepii ouinku 6e3nexu

. QizukanbHi  orasaM  (BKJIHOYAKOYM  OCHOBHI
MOKa3HUKHU XKUTTEiSIbHOCTI, apTepiaNbHuii THCK i Maca
TiNa) i HeBPOJIOTiUHI 0GCTEKEHHS.

. [To6iuHi sIBHIIA

. Kniniuni naGopatopHi mnokasuuku (dyHKiia
neYiHKH, QYHKLiA HUPOK, reMaroJoriuHi MOKa3HHMKH,
€JIEKTPOJIiTH, Pi3Hi OioXiMiuHi MOKa3HKMKH i aHai3 ceui).

. MarniTHO-pe3oHaHcHa Tomorpadist (MPT).

. 30poBi i COMAaTOCEHCOPHI BUK/IMKaHI MOTEHLialH
(3BI1 i CBII).
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. KornituBHa  ¢Qynkuis  / MCHXOJIOTiuHe
TECTYBaHHS.

18. CraructuuHi MmeToau

Jl1s nepBUHHOT OLiIHKK eeKTUBHOCTI B ONIMCOBUX LIiIAX
BUKOPUCTOBYBanocs cepeaHe 3HaueHHs IB + IC i 95%
JOBipuMii iHTepBan Ans Mefdiand. Y BCiX aHamizax s
nepesipku pisHUIi B peakuii Ha BI'B i muaue6o
BHUKOPUCTOBYBABCA [IBOCTOPOHHIM piBeHb 3HA4yILIOCTI 0.
=0,05.

[lepeuHHuii aHanmi3 NPOBOJAMBCA 3 BHUKOPHCTaHHAM
Habopy nauux ITT, a nonomixkui ananisu npoBoHIHCA
3  BUKODHUCTaHHAM  HabopiB  JaHMX  «KOPEKTHE
3aBEPIICHHA NPOTOKOIY», «KOPEKTHHM MPOTOKOJI»,
«3aBEPIICHHS JOCHIKEHHA» i «3aBeplieHHs mepioay 8

THXKHIBY.

19. Jlemorpadiuni mnokasHHKH HOCIHIKYBaHOT
nonynALii (cTaTh, Bik, paca, TOI0)

182 nauienTyn npuiiManu nochipikyBanuii mpenapar (90
nnane6o, 92 BI'B). 3 182 nanientis 6yn0 80 4ooBikiB i
102 xiHKH.

20. Pezynpraty eeKTHBHOCTI

. YacroTa cymom: y nauieHTiB, fKi OTpUMYBajM
BI'b, wactora cymoM y KkiHui gociijpkeHHs Oyia
CTaTHCTHYHO 3HAYMMO HMKYOK, HIXK Y MAIli€HTiB, sAKi
oTpuMyBanu muanebo. Meniana wactotH cyaoMm 3a
MicsLb Oyna 3HMKEeHa Ha 3 emizonu cyaoM 3a 28 jHiB y
rpyni BI'b (Buxinuuii piBens 8,3, B KiHI ZociIKeHHs
5,3) nopisusHo 3 0,8 enizoxy cyaom 3a 28 auis y rpymi
manebo (BuxifgHUi piBeHs 8,3, B KiHII JOCIHIIKEHHS
7,5) (P = 0,0002).

. Tepaneptvunuii ycmix: TepameBTHYHMH YyCmixX
OyB nocaruyTuit y 43% nauientie rpynu BI'B nopisasHo
3 19% nauienTis, aki orpumysanu miauebo (P<0,001).

. Ouinka TepaneBTHYHOrO eQeKTy JiKapem i
rnobanbHa OLiHKA JKapeM: Yy NauieHTiB, sAKi
orpumyBanu BI'b, Oyno pocsrHyro 3HauHo OGinblie
MOKpalleHHs, HDK Yy TMallieHTiB, fAKi OTPUMYBaIH
miuanedo, mia obox ouiHok (P<0,001 Tta P = 0,015
BiIMOBiIHO).

21. PesynpraTu Oe3neku

3aranom 87,0% (80/92) nauientie rpynu BI'B i 85,6%
(77/90) nauienTis, AKi oTpuMyBanu niaauebo, Maau oxHe
abo KisbKa Heba)KaHUX ABHIL, K BBAXKAJIMCA PUHANMHI
MOYKJTMBO OB’ I3AHUMH 3 JIIKyBaHHAM.

22. BUCHOBOK (3aK/IHO4€EHHS )

PesynsTaTti 1poro JOCHiIKEHHS MiATBEPIKYIOTH, 110
BI'b y nosi 3 r/aenp € Gesnevynum i edexKTHBHHUM
NOJAaTKOBUM INpPENaparoM sl JIiKyBaHHS MNAalli€HTIB i3
(okaneHOW0O eminencielo, y SKUX CKIaiHi mnapuiajibHi
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CYIOMH BaXKO MiJJal0TbCA KOHTpoao. HaiiGineim
YaCcTHMH HeGa)KaHHMH ABHIIAMH, AKHUX MOKHa
OUiKyBaTH, € COHJIMBICTE, rOJIOBHUIA 6ine,
3ar1aMOPOYEHHS i BTOMJTFOBAHICTE.

3adaBHUK (BIACHUK
peecTpailiiiHoro
MOCBiIYEHHS)
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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:

If not, substantiate

! yes C no

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

Double-Blind, Randomized, Placebo-Controlled, Parallel
Group Dose Response Study of Vigabatrin in Patients
with Uncontrolled Complex Partial Seizures

Protocol number: 71754-3-C-025

6. Clinical trial phase

Phase 1

|7. Period of the clinical trial

November 28, 1990 - July 14, 1992

8. Countries where the clinical trial was conducted

US

9. Number of study participants

Planned: 144 to 168 patients evaluable for efficacy and
tolerance

Actual:
. 203 patients entered Segment I.
. 174 patients were randomized to receive study

medication (45 placebo. 45 1g VGB, 43 3g VGB, 41 6g
VGB) in Segment I1.

. 149 patients completed the study (42 placebo, 40
lg VGB, 36 3g VGB, 31 6g VGB).

10. Goal and secondary objectives of the clinical
trial

To determine the efficacy and tolerance of vigabatrin
(VGB) at doses of 1, 3, and 6 g/day, compared to placebo,
when added to currently prescribed antiepilepsy drug
(AED) therapy in patients with focal epilepsy whose
complex partial seizures are difficult to control.

11. Design of the clinical trial

Multicenter, randomized, double-blind,
controlled, parallel study.

placebo-

12. Main inclusion criteria

. Minimum age 18 years; maximum age 60 years.
. Males and nonpregnant females who were not
likely to become pregnant during the course of the study.
. Documented complex partial seizures (CPS) or
partial seizures with secondary generalization.

. Seizures judged to be uncontrolled as defined by:
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- the occurrence of at least six CPS or partial
seizures with secondary generalization during the last 8
weeks of Segment 1.

- the absence of a seizure-free interval exceeding
28 days, over the last 8 weeks of Segment I.

- an adequate and stable regimen of currently
marketed antiepilepsy drugs (AEDs) with historical
records documenting adequate therapeutic trials with
phenytoin or carbamazepine.

. No more than two AEDs at study entry.

. Brain imaging (Magnetic Resonance Imaging
(MRI) or Computed Tomography (CT) with contrast)
within | year prior to enrolling.

. An abnormal electroencephalography (EEG)
documenting focal abnormalities consisting of either
focal rhythmic slow, sharps, or spikes.

. Informed consent. A pregnancy waiver must have
been signed by pre-menopausal women.
. Attended participating centers on a regular basis.

Tablets containing 500 mg VGB or matching placebo
tablets. Patients were randomized to one of four treatment
groups: Placebo, 1 g/day VGB, 3 g/day VGB, or 6 g/day
VGB.

. Segment I: Patients were evaluated during a 12-
week period. The last 8 weeks of Segment I was
considered Baseline,

. Segment II: Patients were randomized to receive
VGB or placebo. Study drug was titrated upward
(patients started at | g/day and increased their dose by 0.5
g/day on Days | and 5 of each subsequent week until the
13. The investigational medicinal product, method [maximum randomized dose was obtained) over a 6-week
of administration, strength period.

. Segment III:  Patients entered a 12-week
Maintenance Period during which patients received a
maintenance dosage of 1, 3, or 6 g/day VGB or matching
placebo.

Patients discontinuing the study during Segments II or
III, or not entering a long-term, open-label VGB study
had study drug tapered downward (1 g/day) on a weekly
basis (Taper Segment).

Total Duration: 18 weeks with an additional 2-week
Taper Period used by some patients. VGB Treatment or
Placebo: 16 weeks

14. Comparator, dose, method of administration, | Not applicable.
strength
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Patients had to be on at least one but no more than two
concomitant antiepilepsy medications at study entry
(phenytoin, carbamazepine, primidone, phenobarbital,
valproic acid)

15. Concomitant therapy

. Seizure Frequency: The primary endpoint for the
evaluation of efficacy was the mean monthly frequency
of CPS (IB) plus partial seizures secondarily generalized
(IC) at Endstudy (last 8 weeks of study) compared to
Baseline (last 8 weeks of Segment I).
16. Efficacy evaluation criteria . Therapeutic  Success: >50% reduction from
Baseline to Endstudy in the mean monthly frequency of]
CPS (IB) plus partial seizures secondarily generalized
(IC).

. Physician's Evaluation of Therapeutic Effect.

. Physician's Global Evaluation.

. Physical examinations (including vital signs,
blood pressure, and weight) and neurological
examinations.

. Adverse events.

. Clinical laboratory parameters (liver function,

17. Safety evaluation criteria renal function, hematology, electrolytes, miscellaneous

chemistries, and urinalysis profile).

. Magnetic Resonance Imaging (MRIs).

. Visual, somatosensory.and brainstem auditory
evoked potentials (VEPs, SEPs and BAEPs).

. Cognitive function/psychological testing.

For the primary assessment of efficacy, the median IB +
IC value and the 95% confidence interval for the median
was used for descriptive purposes. In all analyses, a two-
tailed a = .05 significance level was used to test the
18. Statistical methods difference in response among VGB doses.

The primary analysis was performed using the Intent-to-
treat dataset, and supportive analyses were performed
using the Protocol Correct Completer, Protocol Correct,
Study Completer, and 8-Week Completer datasets.

19. Demographic characteristic of study|| Males and nonpregnant females (age 18 to 60 years)
population (gender, age, race, etc.)

Seizure Frequency: A highly significant dose response
relationship was observed between increased VGB dose
and decreased seizure frequency (P = .0001). The effect
20. Efficacy results of 1 g VGB dose was not statistically different from
placebo, but the 3g and 6g VGB doses were significantly
superior to placebo. There was no statistically significant
difference between the 3g and 6g VGB dose groups.
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Therapeutic Success: All active treatment groups
versus placebo showed a statistically significant
difference in the percent of patients achieving therapeutic
success; no significant difference was observed between
the 3 g VGB and 6 g VGB dose groups.

21. Safety results

One hundred and seventy-four (174) patients were
evaluated for safety. The five patients who received drug
from two different treatment groups (drug replacement
error) are included in the denominator for each treatment
they received. Thus, data are presented for a total of 179
patients rather than 174 patients; 45 received placebo, 46
received 1g VGB, 44 received 3g VGB, and 44 received
6g VGB.

The occurrence rate of treatment-related adverse events
was comparable between the placebo and 1g VGB group
(77.8% and 82.6%, respectively), and between the 3g and
6g VGB groups (88.6% and 90.9%, respectively).

22. Conclusion

Applicant (Marketing
Authorization Holder)

S
\le a8p

— s ‘j%

The results of this study demonstrate that VGB is safe
and effective as add-on treatment in patients with focal
epilepsy with difficult to control complex partial seizures.
The 1g VGB dose may be effective in a subset of patients,
with 3g VGB being the optimal dose based on response
and tolcrability Some paticnts may receive additional

A\ Lmlhﬁéeﬁ
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3BiT npo KJIiHIYHEe BHNPOOYBaHHSA

1. HasBa nikapcekoro 3aco0y (3a HassBHOCTI -
HOMEP peecTpaLiiiHOro MocBiaYeHHs)

CABPHUJI®, rpanynu ais opajabHOro po34uHy, no 500
Mr

2. 3asBHUK

|ITOB «Canodi-Asenric Ykpainay, Yipaina

3. BupoOuuk

ITATEOH ®PAHLIIS |

4. IIpoBeneHi nocmimKeHH:

I C Hi

SIKILO Hi, OOIrpyHTYBaTH

1) Tvn nikapceKoro 3aco6y, 3a SKHM MPOBOAMIIACS
abo TIaHy€eTHCS peecTpalis

Jlikapcekuii 3aci6 3a MOBHHM JOCKE (ABTOHOMHE
A0CHE), IHIIMH TiKapchkui 3aci0, HOBa /il0ua peyoBHHA

5. IloBna wHasBa kiiHiuHOTO BHMIIPOOYBAHHS,
KOJIOBaHHH HOMEp KIiHIYHOrO BUNIpOOYyBaHHA

IMoxgiiine ciimne paHI0OMi30BaHe ianebo-
KOHTPOJIbOBAHE AOCTI/KEHHA B TNapaleibHUX rpynax
JUI1  BU3HAQUEHHS 3aJIe)KHOCTI BIAMOBiAI Big 103M
BirabaTpuHy y DaI[i€HTIB 3 HEKOHTPOJILOBAHUMHM
CKJIaJHUMHU MapLiaibHUMH CyIOMaMHK

Homep nporokomy: 71754-3-C-025

6. ®a3za KJIiHIYHOrO BUNPOOYBaHHS

“93321 [

|

|7. Tepion npoBe ieHHs KiiHIYHOTO Bunpobysanns||28 aucronana 1990 poky - 14 aunms 1992 POKy |
8. Kpaimu, pme nposoaunocs  kiiHiune||CILIA
BUIPOOYBaHHA

9. KinpkicTb A0CHTi 1KYBaHHX

3annaHoBana: Bia 144 no 168 nauieHTie, ki niaisaraiots
OLHLI 10710 e()eKTUBHOCTI i IEPEeHOCHMOCTI
DaKTHyHAa:

. 203 naujenTtH Oyny 3any4eni 1o cermenty L.

. 174 naunientn Oynu  paHOoMi3oBaHi A
OTPMMaHHA J0CIiIKyBaHUX npenaparis (45 mauebo, 45
1 rBI'b, 43 3 r BI'b, 41 6 r BI'B) B cermenri I1.

. HocnimxenHs 3asepinau 149 namienTis (42
mnaue6o, 40 1 r BI'B, 36 3 r BI'B, 31 6 r BI'B).

10. Mera Ta
BUIIPOOYBaHH:

BTOPHHHI L  KJIIHIYHOTrO

BusHauuTH eeKTHBHICTH i MepPeHOCHMICTH BiraGaTpuHy
(BT'B) B n03ax 1, 3 i 6 r/neHp nopieHsHO 3 miane6o npu
NOJaBaHHI [0 NPH3HAYEHOrO0 B JaHWH 4Yac JIiKyBaHHs
nporueninentiuHumMu npenaparamu (I[TEIT) y nauientis
3 (OKaJIBHOIO emiNencielo, y AKUX CKJIaAHi napuiaibHi
CYIOMHU BaYKKO KOHTPOJIIOBATH.

11. JTuzaiin K1iHIYHOTO BUIIPOOYBaHHs

BaratoueHTpoBe paHmomiszoBaHe mojBiliHe ciine
1171a11e60-KOHTPOJILOBAHE NapasebHe A0CTiIKEHHS.

12. OcHOBHI KpuTepil BKIIIOYEHHS

. MinimanbHuii Bik 18 pokiB; MakCHManbHHMI Bik
60 pokiB.
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. Yonopiku i HeBariTHi JKiHKH, SKi HaBpsAl YM
MOJKYTh 3aBariTHiTH B XOJi JOCTi JUKEHHS.
. 3al0KyMEHTOBaHI CKIafHI MapuialbHi CyaoMH

(CIIC) abo mapujanbHi CygOMH 3 BTOPHHHOIO
reHepaisauieo.

. Hananu BBa)katOThCS HEKOHTPOJILOBAHMMM, ILO
BM3HA4YEHO HACTYITHUM YHHOM:

- BUHMKHEHHA wloHaliMeHie mectu CIIC abo
napuialeHMX CyYJOM 3 BTOPUHHOK TeHepai3alicio
NPOTArOM OCTaHHIX 8 THIKHIB cerMeHTa .

- BiJCYTHiCTH iHTepBany 0Oe3 HamamiB, IO
nepesBuiye 28 1AHIB, MPOTArOM OCTAaHHIX 8 THIKHIB
cermenTa l.

- aJIeKBaTHUH 1 cTabilbHUI pEKHUM HasfiBHHMX Ha
pUHKY npoTueniientuyHux npenapatis (IEIT) 3 nanuMu
3a MHUHYIMil mepiol, 10 3aJ0KyMEHTYBalu aJeKBaTHi
TepaneBTUYHI BUMpoOyBaHHA 3  (eniToiHoM abo
KapOamaszemniHoMm.

. He Oimpme pgpox IIEIl npu BrmoveHHi y
IOCIIIPKEHHA.
. Bisyanizauis roioBHoro Mo3ky (MarsitTHo-

pesoHaHcHa Tomorpadia (MPT) abGo komm'rorepHa
Tomorpadis (KT) 3 kontpactyBatHsm) nmpotsrom 1 poky
A0 BKJIFOYEHHA Y A0CIIHKESHHS.

. 3miHeHa enektpoeHuedanorpadis (EED), mo
JAOKYMEHTYe (OKalbHi MOpYIIEHHs, AKi CKJIaJIarThes
abo 3 (QokalbHMX PUTMIYHMX YMOBINBHEHB, Pi3KHX
nigiiomie abo cruieckiB.

. Indopmosana  3roma. JKieku B mepiox
NpeMEHONay3d INOBMHHI MiANMCATH AOKYMEHT [po
Bi/ICYTHICTB BariTHOCTI.

. PeryisipHi Bi3UTH B HEHTPH HOCIi HKEHHS.

13. HocaimkyBanuit nikapchkuid 3aci0, croci6
3aCTOCYBaHHS, cAna il

Tabnerku, mo mictarte 500 Mr BI'B a6o BinmoBinHi
tabnetku niauebo. ITanjeHTu Oynu padaoMi3oBaHi B
OIHY 3 YOTUPLOX Ipymn JiKyBaHHs: Maue6o, 1 r/aeHs
BI'B, 3 r/neus BI'B abo 6 r/oens BI'B.

. Cerment [: namienTy ouintoBanucs nporsirom 12-
TIKHEBOro mnepiogy. OctanHi 8 TwkHiB cermenta I
BBayKaJlUCS BUXiJIHUM PiBHEM.

. Cermenr II: nauientu Oynu pangoMizosani mis
orpumanHa  BI'B  abo mmane6o. JocnimxysaHuii
npenapar TUTpyBaiud B Oik 30inbmeHHs (nauieHTH
MOYMHAIM NPUHAMATH 1o | r/1eHs i 30iblnyBaiM 103y Ha
0,5 r/nens B 1-i i 5-it AHI KOXHOrO HACTYNHOIO THUIKHS
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A0 OTpUMaHHsA MaKCHMaJIbHOI paHI0Mi30BaHOI [I03H)
MPOTAroM 6-THXKHEBOTO Mepioay.

. Cermenr III: nauientu 6ynu mepeseneni ao 12-
THXXHEBOTO MiATPHMYBAJIBbHOIO MEPiOAY, IMPOTArOM
AKOrO Nalli€EHTH OTPUMYBAJIHM MiATPUMYBAIBHY 103y 1, 3
abo 6 r/nens BI'B a6o Bianogiaxe nnane6o.

[Tauienram, AKi MPUNHHAIM y4acTh y JOCHiZKEHHI mif
yac II abo III cermentiB a6o wue Opanu yuacTi B
AOBrOCTPOKOBOMY BiJKpuToMy nociimkenti BI'B, no3y
JOCITiDKyBaHOrO mpenapary 3Huwkysanu (1 r/neHs)
IIOTHKHSA (CErMEHT 3HMIKeHHS).

3araneHa TpHBajdicTe: 18 TWKHIB 3 moaaTkoBuM 2-
THKHEBUM MEPioIoM 3HIKEHHS (Y AeIKMX NalicHTiB).
JlikyBanusa BI'b a6o nnaue6o: 16 tukniB

14. TIlpenapar mNOpiBHAHHA, /034,
3aCTOCYBaHHsA, CHJa Jii

crocio

He 3actocoByeThes.

15. CynyTHsa Teparis

[lauienty npuiiManyu npuHaiiMui oguH, ane He Ginblue
JABOX CYNYTHIX NPOTHEMiJENTUYHHX TpenapariB Ha
MOMEHT BK/IIOUEHHd B JociiukeHHs  (deHiroiy,
Kapbamasenin, npuminoH, QeHobap6itan, BanLNpPoeBy
KHUCTIOTY).

16. Kpurepii oLiHku edeKTUBHOCTI

. YacToTa cynoM: NepBUHHOIO KiHIEBOK TOYKOI
I OLIHKM e(eKTHBHOCTI Oyna cepeaHbOMicsAuYHA
uactora CIIC (IB) miroc BTOPHHHO reHepasnizoBaHHX
napuiansHux cyaoM (IC) B kiHui gocmimkeHHs (ocTaHHi
8 TWKHIB JOCHiMKEHHSA) B TMOPIBHAHHI 3 BUXiIHUM
piBHeM (ocTaHHi 8 TixHIB cermenTa ).

. TepaneBTHUHUI yCmix: 3HUMKEHHS
cepenusoMicsuHoi yactotu CIIC (IB) mmroc BTOpHHHO
resepanizoBaHux mnapuiansHux cymaom (IC) Ha >50%
MOPiBHAHO 3 BUXIAHHM PiBHEM /10 KiHIIA JOCTiIKEHHS.

. Ouinka TepaneBTHYHOTO edeKTy TiKapeM.

. I'nobankHa omiHKa Jikaps.

17. Kpurepii ouinku Gesneku

. @izukanbHi  orymsgau  (BKIIOYAOYM  OCHOBHI
MOKa3HMKH JKUTTEIANBHOCTI, apTepiaibHuii THCK i Maca
Tina) i HeBpoJoriuHi 0OCTEKEHHS.

. ITo6iuni sBuIa

. Kniniuni na6oparopui mnokasuuku  (yHKuis
neviHKy, (QYHKLiS HUPOK, reMaToJIoriuHi MOKa3HUKH,
€JIEKTPOIITH, pi3Hi GioXiMiuHi MOKa3HUKHM i aHani3 ceui).

. MaruiTHo-pe3oHancHa Tomorpadis (MPT).

. 30poBi, COMaTOCEHCOPHI Ta CIyXOBi BMKJIMKaHi

noreHuiany ctopoypa mosky (3BII, CBII Ta CBIICM).
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. KornituBHa  dyHKIis / NICHXOJIOTiYHe

TCCTYBaHHA.

18. CtatucTH4Hi METOIH

Jns nepBUHHOT OLIHKKM €()EKTUBHOCTI B OMUCOBMX LIJIAX
BHKOPHCTOBYBajocs cepeaHe 3HaueHHs IB + IC i 95%
JIOBipUMii iHTepBan Ang Mejdianu. Y Beix aHamizax mns
MepeBipkd pi3HMII B peakuwii Mk mosamu BIB
BHKOPHCTOBYBABCS BOCTOPOHHIH piBeHb 3HAYYINOCTI O
=1,05.

[leppuHHMi anani3 NPOBOAMBCA 3 BHKOPHCTAHHAM
Habopy nanux ITT, a nonomixHi aHani3u NPOBOAUIIHCS
3  BUKOPHCTaHHAM  Ha0OpiB  NaHHX  «KOpEKTHE
3aBEPUICHHA IIPOTOKONY», «KOPEKTHHH MpPOTOKOJ»,
«3aBEpLIEHHs JOC/IiHKEHHA)» i «3aBeplueHHs nepioay 8
THXKHIBY.

19. JlemorpadiuHi NOKasHHKH OCIIIKYBaHOT
nonynsuii (cTath, Bik, paca, TOLIO)

Yonosiku i HeBariTHI xiHku (Bik Bix 18 mo 60 pokin)

20. Pe3ysnpratu eeKTHBHOCTI

Yactora cymom: crocrepiranacs [OCHTH 3HAuHa
3aeKHICTh Bil 1034 Mik 36inemenssm go3u BIB i
3HIKEHHSM yacToTu cyaoM (P = 0,0001). Edekt no3m 1
r BI'b cratucruuHo He BimpisHaBes Bin miaueGo, ane
ao3u 3 ri 6 r B['b 3Hauno nepesuimysanu nnaue6o. He
Oy/I0 CTAaTHCTUYHO 3HAYYIIOL Pi3HULI MIX rpynamu 03
3ri6rBIB.

Tepaneptvunuii  ycmix: yci rpynd  aKTUBHOTO
MiKyBaHHS MOPIiBHAHO 3 Ianebo MPOJEMOHCTPYBAIH
CTATUCTHYHO 3HAYYIly PpI3HHULIO [IOJAO0 BIiJCOTKIB
NauieHTiB, AKi JIOCATIH TEPaneBTHYHOrO YCIiXy; HeE
CIIOCTEPirajgocs iCTOTHOT Pi3HMLI MK rpynmamu 103 3 r
BI'Gi6rBIb.

21. Peaynpratu Ge3nexu

Cro cimaecar yorupu (174) nauienra 6yam ouiHeHi Ha
npeamer Oesnexu. IT'aTe nanienrtis, sxi oTpumyBamu
npenapar 3 JBOX IHIIMX TPyN JiKyBaHHA (MOMHIIKa
3aMiHM Mpenapary), BKJIIOYAIOTHCA B 3HAMEHHMK JUIS
KOYXHOT0 OTPUMAHOTO HHUMH JliKyBaHHs. TakuM 4MHOM,
JaHi npeacTaBieHi B uijioMy s 179 nauieHris, a He 1uis
174 naujenris; 45 oTpumyBanu miauedo, 46 oTpuMyBaIn
1 r BI'B, 44 orpumysanu 3 r BI'B i 44 otpumyBanu 6 r
BI'b.

YacToTa BUHMKHEHHS NOGIYHMX e(eKTIB, MOB'I3aHHX 3
NiKyBaHHsAM, Oy1a MOPiBHAHHOK MiX Ipynoro mianebo i
1 r BI'b (77,8% i 82,6% BianmoBigHo), a Takox Mix
rpynamu 3 ri 6 r BI'G (88,6% i 90,9% Bianosiguo).

22. BUCHOBOK (3aK/TIOUEHHs)

Pesynprath 1poro JociifkeHHs IEMOHCTPYIOTH, LIO

BI'b € Oesnmeunum Ta eQeKTUBHMM [JOAATKOBHM
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npenapaToM I NiKyBaHHs Mal[i€HTIB i3 (HOKAILHOIO
SMNENCi€ro, y AKUX CKIaJHI MapLiaibHi CYJ0MH BakKo
nigpaoThes Koutpomo. Jlosa 1 r BI'B moxe Gytu
eexTHBHOIO y MeBHOT MiArpynu namiedTis, a 3 r BI'B €
ONTUMAJIEHOIO 03010, IO 0a3yeThcs Ha pe3yJibTarax
WOA0 BiAMOBiAi i mepeHocumocti. Jledaxi mnamieHTH
MOKYTh OTPMMATH [10JaTKOBY KOopHcTh Bijg 6 r BI'B.

3asgBHUK (BJIACHUK
peecTpaliiitHoro
MOCBITYE€HH)
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 ves C no If not, substantiate

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

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

5. Full name of the Clinical Trial,

A Phase III Study of M071754 - A Single-Blind Study in Patients

- : With Infantile Spasms.
Al il dode Protocol No. EFC12369.
l6. Clinical trial phase Phase III

I[7. Period of the clinical trial

From 31 January 2013 to 27 March 2014.

8. Countries where the clinical trial
was conducted

Japan (9 centers)

9. Number of study participants

Planned: 12 subjects.
Actual: 13 subjects.

10. Goal and secondary objectives of|
the clinical trial

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

11. Design of the clinical trial

Multicenter, single blind, placebo-controlled study.

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

12. Main inclusion criteria

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

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

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

Route of administration: Oral use.

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

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

Name: Placebo (water).

Route of administration: Oral use.

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

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

Secondary end points:

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

- Complete disappearance of infantile spasms and hypsarrhythmia

- Brainwave findings

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

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

Adverse Events (AEs) were collected from signature of the informed

17. Safety evaluation criteria consent form up to the final visit (Week 19).

18. Statistical methods Descriptive statistics were used.

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

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

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

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

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

Persentage of subjects who showed any change in hypsarrhythmia on
the end day of the maintenance administration period compared with
the hypsarrhythmia status at the screening period was as follows:
44.4 % disappeared, 33.3 % improved. 22.2 % of subjects had no
change in hypsarrhythmia, and no deterioration was reported
(secondary end point).
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According to comprehensive evaluation of efficacy of vigabatrin as
"effective or ineffective" by the Principal investigator or sub-
investigators including the guardians’ opinion, the drug considered
effective in 88.9 % of subjects and ineffective in 11.1 % (secondary
end point).

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

There were no deaths during the study.

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

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

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

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

The safety analysis showed that vigabatrin is generally well tolerated
by infants, 2=« Vkpaj, .,

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3BiT npo kainiune BunpodyBanns

1. Hazsa mixapcskoro 3acoby (3a
HASABHOCTI - HOMEP peecTpauiiHoro
MOCBIAMCHHS)

CABPWJI®, rpanymu s OpanesHOro pozunHy mo 500 mr

2. 3aaBHHUK

TOB «Canodi-Asenric Ykpaina», Yxpaina

3. BupoGuuk

TTATEOH ®PAHIIIA

4. TIpoBeneH1 n0CTIHKEHHS:

1 TAK O  wi

AKINO Hi, 00rpyHTYBaTH

1) Tun mikapeekoro 3acofy, 3a AkuM

Jlikapeekuii 3aci6 3a MOBHMM NOChe (AaBTOHOMHE JOCHE), IHIIHIL

BUNPOOYBAaHHS, KOJOBaHHUH HOMEp
KJIIHITHOTO BHIIPOOYBaHHS

[IPOBO JHIACH abo NIAHYETHCS | . . ; : ‘
: JKapchKuif 3acif, HOBA Ai0YA peYOBHHA.
peecTpatis
5. Tlossa wmassa  wminiunoro| Jocmimkenns MO71754 11 dasu — OnsocTOpoHHBO ciine

AOCAIIKEHHS 32 YUaCTIO NALieHTIB 3 IHQaHTHIBHAME CIIa3MaMH.
[TIporoxon Ne EFC12369.

6. Da3a KNiHIYHOrO BUIIPOOYBaHHSA

(aza 11

7. Ilcpion mpoBeACHHA KIIHIYHOrO
BHOPOOYBaHHS

3 31 ciuna 2013 p. xo 27 Gepesus 2014 p.

8. Kpaiuu, e mpoBoauIocs KiiHIYHE
BHUNPOOYBAHHS

Anonia (9 uenrpis)

0. KimekicTs gocnigxyBanux

3annanoBano: 12 mauieHTIB.
®axTuuno; 13 nauwieHTis.

10. Mera Ta BTOpHHHI
KJIIHIYHOTO BHIPOOYBAHHSA

Tl

Hocniauti  edexrupricts  BirabaTpuHy OpPH  NCPOPATBHOMY
3aCTOCYBaHHl  TamieHTaM 3 iHQAHTHIBHAMH  CHA3MaMH,
BHKOPHCTOBYIOUH 3MIHY YacTOTH HanaziB sk KiHUEBY Touky. Takok
nocaiauTH 6e3neky Ta papMaKoKiHETHKY.

L1 Jusaiin KJIIHIYHOTO

BUNPOOYBaHHA

baraToueHTpoBEe OJHOCTOPOHHBO ciine MIALEBO-KOHTPONBOBAHE
JOCITLKSHHS.

Hocnipxenns cknanamocst 3 5 nepiomis: mepios CKPUHIHTY, nepion
KODHTYBAHHs JO3M, MepioA MIATPHMYBAIBHOI Tepamii, mepiox
SHMKCHHSL IO3H Ta MEPIOJ CIIOCTEPEHKCHHIL,

2. OcHoBHI KpHTEpIl BKIIOYCHHA

auienTu (Bikom > 4 THKHIB, < 2 POKiB) 3 AiarH030M iH(aHTHILHEX
CrasMiB, IO MpOABIAIOTECH HANAAAMM T4 TiNCAPHTMIED Ha
elIeKTpocHue(anorpami.

13, Jocaimkysanunii  mikapcekHii
3acib, crmocid 3acTocyBanHs, cuia il

Hasga: piraGarpus.

[lInax BBEACHHA: EPOPATBHO.

Pexum  mosyeamms:  piraGarpus  (moumnaroum 3 4-ro  1HS)
npusHauaBcs 103010 Bia 50 mr/kr/noby (25 mr/kr/ao6y asiui Ha neHb)
10 150 mr/xr/no6y (75 mr/kr/no0y asiui Ha aeHs) (MakCHMaNTBHA K032
3 r/no6y) npoTAroM TPHOX MEpPIOAIB: MEPioa KOPUryBaHHS K031 (6—8
THIKHIB), MOTIM NEpioa miaTpuMyBanbHoi Tepanii (2 THXHI), a noTiM
Nepioz 3HIKEHHA 1034 (3 TroKHi).

14, Tlpemapar mnopiBHAHHA, 1034,
cnoci6 3acTocyBaHHA, cuaa ail

Hasga: nnane6o (soxa).

IlInsx BBEACHHS: MEPOPATBHO.

Pexxum nosysanus: asiui Ha 700y mpoTaroM nepumx 3 AHiB nepioay
KOPHI'YBaHHSI T03H.
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15. CynytHs Tepamis

Hani BigcyTHi

16. Kpurepii ouinku edekTHBHOCTI

INepsunna kinuesa Towka: 3MIHA YACTOTH HANAAIB 1O TA MICHA
npuioMy JOCIKYBAHOrO AIKapehkoro 3acoly (BiacoTok nmaiieHTis
31 3HIDKSHHAM YaCTOTH Hanaais monaiimenme Ha 50 % Bia BuxigHOro
PiBHA HA JATY NEPBUHHOI OLUHKH HANAIIB).

Bropunni kinuesi Touku:

- 3MIH4 YACTOTH HANAMIB;

- 3HUKHCHHS HAMAIIB;

- IOBHC 3HUKHCHHI IH(QAHTUNBHIX CIIA3MIB 1 rincapuTmii;

- pe3yaepTaTH enextpoeHuedanorpadii;

- KOMIUICKCHA OLIHKA e(EeKTHBHOCTI NOCTITHUKAMH, BKIIOYAIOYH
IYMKY OTIKYHIB.

Kinnesi Touku ouimioBann 3a 2 fAHI A0 AaTH MOYATKY NEpioay
MATPHMYBAIBHOI Tepanil.

17. Kpurepii ouinku Ge3mnexu

Hani npo no6iuni seuma (T151) 36upanu, noynHaI09H 3 ZATH MIAMTHCY
iH(hOpMOBAHOT 3TOH 0 AATH 3aKIKOYHOrO BisuTy (19-if TikaeHS).

18. Cratucrruni Mmeroan

Bﬂkopuc'ronyaa_rm METOAH ONMUCOBOI CTATHCTHKH.

19.  Jemorpadiuni  nokazHHKH
MOCTIIKYBAHOT MOmyNsii  (CTaTh,
BIK, paca, TOLIO)

13 namientie (7 xinowoi crari Ta 6 uomosiwoi crari) Gymm
NPONiKOBAHI  JOCHIMKYBAHMM JTikapcekuMm 3acobom. Cepenniii
(cTannapTHE BiAXUICHHA) BiK MauieHTiB cTaHoBUB 13,8 + 6,9 micans.

20. PesynpraTi edekTuBHOCTI

ITepsunna kinnesa Touka: y 61,5 % (95 % nosipunii intepsan [11]:
31,6-86,1) mauientiB apocarHyro mwoHalMenme 50 % 3HIKEHHS
4acTOTH iH(AHTHIBHHX CIa3MiB MOPIBHAHO 3 BHXIOHHM piBHEM Ha
JaTy OLIHKH NCPBHHHOI KIHIIEBOT TOYKH 100 Hanais (BU3HAYCHO SIK
2 aHi A0 AaTH MOYATKY MEPIOLY MiATPHMYBAIBHOT Tepanmii).

VY 88,9 % (95 % JI: 51,8-99,7) nauieHTis ZOCATHYTO mIOHAIMEHIIE
50 % 3HMKeHHs YacTOTH IHQAHTHIBHHX CHAa3MiB DOPIBHAHO 3
BHXITHHM PIBHEM HA NaTy OWIHKM Y MEpioA MiATPAMYBAIBHOI Tepanii
(BTOpHHHA KiHIICBA TOYKA).

BincoTok mauieHTiB 31 3HHKHEHHAM HANAAIB HA AATY OLIHKH YaCTOTH
HAMajAiB y Mepioj MATpHMYyBanbHOI Tepanii cranosus 66,7 % (95 %
AL 29.9-92.5) (BropuHHa KiHUEBa TOYKA).

Y 44,4 % nauieHTiB, y AKUX 3HUKIH HANAIH HA JaTy OLIHKH y Tepioa
niATpUMYBAIBHOL Tepamii 1 Ha enckTpoeHuedanorpami y ueil nepion
HE BHUABIEHO O3HAK TINCAPUTMII, 3apCECTPOBAHO NMOBHE 3HWKHEHHS
Hananis (BTOpHHHA KIHIIEBA TOYKA).

Bincorok nmanieHTiB, y SKHX BHABICHO OyAb-SIKY 3MiHY rincapurMii
Ha OCTaHHIH AEHE MepioAy MIATPHMYBAIBHOI Tepamii NMopiBHAHO 3i
cTarycoM rincaput™ii B mepiof ckpuHinry, 6y Takum: y 44,4 %
o3HaKkM rincaputmii 3muKy, y 33,3 % — nokpammmacs. Y 22,2 %
nanieHTiB He OyM0 3MiH rimcapuTMii; NMOTIPIIEHHS TiNCApUTMii He
3apCECTPOBAHO Y XKOAHOTO MALIEHTA (BTOPHHHA KIHLCBA TOYKA).

3rilHO 3 KOMILICKCHOK OLIHKOK edexTuBHOCTI BirabaTpuuy
TOJOBHHM JOCTIAHHKOM 200 CHiBIOCIITHHKAMH, BEIIOUAKOYH TYMKY
OmiKyHiB, $K «e(ekTHBHOrO ab0 HeedCKTHBHOO», mpenapar
BBaxaBcA cpekTuBHUM y 88,9 % mauienTin i HeedexTuBHEM ¥ 11,1 %

(BTOpMHHA KIiHIICBA TOYKA).




000076

Jlume y 1/13 (7,69 %) nanienta cnioctepiraizocs cepiiosse mobidme
seume (I151). Hum [T 6yna acrma (KCO Posmaau 3 Goky auxansHol
CHCTEMH, TPYAHOI KJITKH TA CEPCAOCTIHHA), 1 1l BUHHKHCHHS HE
TIOB’A3aHO 3 MKYBAHHAM AOCILIKYBAHAM JTIKAPCHKAM 33C060M.

ITix wac mOCHiTKCHHS ICTANBHUX BUMAAKIB HE 3aPCECTPOBAHO.

Y 9 nauientis cmoctepiramucs ITS1 3 KCO Ieuxiuni posmazu:
30ymxenns y 4/13 (30,77 %), Gesconns y 2/13 (15,38 %), 3mina
Hactporo y 2/13 (15,38 %), nopymenuss cuy y 1/13 (7,69 %).
Conmpicts (KCO Posmamu 3  Goky HepsoBOi  cHCTEMH)
criocrepiranacs y 6/13 (46,15 %) nanientis. [Ipuunnro-Racmigkosmit
se'asok wmux I 3 gocaimkysammm mikapcbkum  3aco6oM  He
BCTAHOBJICHO.

B okpemiix Bumazgkax nosizommutocs npo Taki noGiuni edexty, ik
JIHXOMAHKA, 3an0p, OJIIOBAHHS, 3HIJKCHHS allCTUTY, HCHTPONEHIsL.

[po 3nrkeHHs piBua anaHiHamiHOTpaschepasn mosizomratocs y
4/13 (30,77 %) nauienTis.

Pesyneratu naHoro mocmiuKeHHst cBiguat, mo BiraGarpum €
edekTHBHUM y TiKyBaHHI iHQAHTHIBHMX CHasMiB y miTeil BikOM a0
22, BUCHOBOK (3aKTIOUYCHHS) 2 pokiB.
3a pesyabraramu aHanizy 6e§aexn;‘-:s_3_iraﬁarpuﬁ 3araaoM modpe

> }% ;

TIEPCHOCHTECA HEMOBJIATAMHZZ &
.,

21. Pesynerati Gesnexn

3asBHUK (BIACHUK PCECTPALIIHOTO MOCBIAUCHHS)




