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3BiT npo kainiune BUNpPoOGyBanns

1. Hasga nixapcekoro 3acoby (3a
HAsIBHOCTI - HOMEP peecTpauiitHoro

NOCBITICHHS)

CABPUJI® Tabnerku, BKPHTI IUTIBKOROKO o6omoHKoI0, 10 500 M

2. 3agBHUK

|| TOB «Canodi-Asentic Ykpaina», Yipaina

3. Bupo6Guuxk

|| TATEOH ®PAHLIIS

4. IlpoBencHi gocHimKeHHS:

! TaK C = AKIIO Hi, 00rpyHTYBaTH

1) tam mikapcekoro 3acoby, 3a
AKAM IIPOBOAHIACA a00 MIAaHYETHCS
peecTparis

Jlikapcekuii 3acif 3a MOBHHM 1OChE (ABTOHOMHC [OCBE), iHLIHMH
mikapcekuii 3aci6, HOBa Airoua pevoBHHA

5. TloBwa wHasea  KJIIHIYHOrO
BHNPOOYBAHHSA, KOAOBAHHH HOMEp
KTHIYHOrO BUNPOOYBaHHS

CDapmarcomﬂeTmca BiraGaTpHHY y 30pPOBUX CY0’ €KTiB JIITHBOrO BiKy
MiC/IA OHOPa30Boi nepopamsHOi 1o3u 1,0 rpam (mporokon 71754-1-
C-023).

6. ®asa xkriHIIHOTO BUIPOOYBaHHS

daza |

7. Tlepion mpoBeneHHA KTIHIYHOrO
BUNPOOYBAHHS

3 04 6epesns 1991 poxy
o 07 Gepesnst 1991 poky

8. Kpaimn, ne npoeoamnocs
KJliHIYHe BUNPO6YBanHs

CLIA

9. KinexicTs gocmimxyBaaux

3amnanosana: 12 cy6’exris.
@axtnana: 12 ¢y exTis.

10. Mera Ta Bropunmi wimi

KITIHIYHOIrO BUIIPOOYBaHHSN

OuinnTi Q)apmzmorcmcmmy BirabarpuHy y n06pOBOIBIIB ITHEOrO
BIKy Ta HOplBHﬁTH pe3yabTaTH 3 pe3yibTaTaMu y ZOGPOBONBLIB
MOJI0A0r0 BiKy. BusnaauTH BB BiKOBHX 3MiH Ha BCMOKTYBAHHS Ta
[Po3noaia Birabarpuny.

11. dusaiia kniHigaHOrO
BUNpPOOYBAHHS

Binkpure, 011010308 D0cHiIKeHHS

12. OcHOBHI KpHTEPIT BKIOYEHHS

3aoposi ‘IOJIOBIKH“ILOﬁpOBO"lbLII TITHROrO B]Ky (Big 65 no 90 poxis
BKJIOYHO), 13 Macoro Tina B Mexkax 15 % Bix ineanssol MacH Tina.

be3 mxinnueol 3BHYKH namiHes.

igmucanus dopmu indopmoBanoi sroau.

13.  Jocnimxysanmii  mikapeekuii
3aci6, cmoci® 3actocyBasmHs, cuia
it

Birabarpus 500 mr tabnetku
[epopansue 3actocysanns (raTuie).
Hosysanna: oguopasosa go3a 1,0 rpam (2 TalIeTkH)

14, TIpenapar mnopiBHsHHI, 103a,
cnoci6 3acTOCYBaHHA, CHAA i

He 3actocosno

15. Cynytus Tepanisn

Cynyme MEANKAMCHTO3HE JIKYBAHHA HE /O03BOISIOCE y JHI
JIKYBAaHHS Ta MPOTATOM nepioxis Bumusanus. Depment-i m;xyxyro‘n
9M —iHriGyroui 3aco0H He A03BOSLTHCH BIPOJOBK OZHOTO MiCHIL
NEPEN JO3YBAHHAM.
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Haui  xonuenTpauii B miasmi
TIOKA3HHKH:

I110ma nia xpusoio koruerTpanis-uac (AUC qy)

Makcumansia kornesTpanis B mrasmi kposi (Cia)

Yac mocarueHHs MaKCHMAIBHOT KOHUEHTpanii B r1asmi kposi (Tmax)
Hepioa namiseuBeacHHS y TepMinanbHiii dasi (T1z)

Buaumuii cucremunii kaipenc (CL/F)

Hupxosuii knipeuc (Clr)

70 NpEnapaty, o BUALIAETLCS 13 CeUeHo (BiIHOBICHES ¥ ceui)
Bumumuii 06’em posmoniny (Vay)

KpoBl Ta QapMakokiHCTHUHI

16. Kpurepii ouinku edexrusrocrti

[oGiuni sBuma, pesyapratn disukaasHOro o6CTEKEHHS, OCHOBHI
TOKA3HUKH  KHTTEIIATBHOCTI,  ENEKTpOKapiorpaMa,  KiiHiuHI
naboparopui nocmimxenns (Gloximiumuit amanis kposi, 3arambHuii
aHami3 KpOBi, aHAmi3 ceui)

17. Kpurepii oninku Geanexn

18. CraTuctiuni metonu Merozu onucoroi cratueTHKH, aHani3 diHiiiHOI perpecii,

19. Jlemorpadiuni  mokazumku|| 12 uonosikis, cepensiit ik 75,3 poky (aiamazon: 65-89); maca Tina:
mocaimpkysanoi momymsmii (crars,(|61,4-93,6 kr; eponeoinmoi pacu — 10, marnHoamepukaHii — 2.
BiK, paca, Tomo)

Hocniguuky BHBUAIH 3MiHM KOHIGHTpALiil BirabarpuHy B niasmi
KPOBI  WiCI  OJHOPA30BOi  MEPOPamBHOI  A03H Birabatpuny
1,0 r(rabnetkn) y 12 3z0poBux 106poBonsuiB miTHBOTO BIKY. Tmax
BiraGatpuny cranosus 0,81 roamsu, nepion HanieuBenenns — 7.49
roguiy  (AuB. Tabnmuio Hmxkue). BumpMmmi cucTeMHUH KJIipeHe
(CL/F, 1,33 ma/xs/kr) Ta nupkosuii kaipenc (CLr, 0,77 MJI/XB/KT) ¥
Cy0’eKTiB IITHBOrO BiKYy NODIBHIOBANHCS 3 TAKHMI y cy6’ekTiB
monoznoro Biky (CL/F: 1,64 mu/xs/kr, CLr: 1,21 ma/x/kr). V manux
ABOX MONYIAUISX HE CIOCTEPIranocs CYTTEBHX BigMinHOCTCH y
(GapMakOKIHCTHYHMX TNOKA3HHKAX 33 BHHATKOM OLIBII HH3LKHUX
BUINE3A3HAYCHUX ToOKasHNKiB. Hupkosmii wiiperc sirabarpuny y
cy6’exris nitHpOrO Biky OyB Ha 36 % HIKUMM, HDK y cy0’exrin
MOJIOAIIIOrO BIKY.

20. Pesynsratn epextusrOCTI . ' ; Ty _
DapMaKkOKiHCTHYHI NOKA3HUKH BirabaTpusy B cy6’ €KTiB MOTOZOTO Ta

JMITHBOTO BiKy, cepenne snavenns (CB)

Ioxasuuk Cy6’extn Cy6’extnt Most00rO
JITHBOTO BIKY BIKY
(N=12) (N =24)
AUCins (Mr.roa/sa) 167,8 (31,22) 145,94 (19,96)
Cumax (MKD/M1) 35,67 (5,65) 36,71 (9,28)
Tinax (rom) 0,81 (0,15) 0,90 (0,35)
Tin 7,49 (0,73) 6,98 (0,75)
CL: (mu/x8/kr) 0,772 (0,199) 1,205 (0,252)
CL/F (ma/xB/xr) 1,334 (0,208) 1,639 (0,215)
Vb 0,857 (0,107) 0,989 (0,157)
Yo BITHOBJICHHS y ceul 55.512.3) 71,4 (11,2)
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Ilpumirka:  ¢apmaxokimeTnuni mami cy6’ekTiB MOMOZOro BiKy
HABEACHI 3 Aocmimkenns 71754-1-C-014.

O6’eanani pmami mpo wmipenc KpeaTwHiHy Cy6’ekTiB  LBOro
AOCTiKEHHS Ta Y0 €KTIB MOIOAOro BiKy 3 mocmimkenus 71754-1-C-
014 BuKOpHCTOBYBAHCS AN BHBYEHHA CHCTEMHOLO Ta HHPKOBOT'O
KIIPEHCY, @ TAKkOX AT aHanisy aimiiinoi perpecii B momymsiii
NAUIEHTIB 13 MMpOKMM BikoBHM AiamaszomoM (19-89 poxis). Sk
pe3ynbrat, Oya0 IPOACMOHCTPOBAHO, IO BHAMMMII CHCTCMHHI
KIIPCHC KOPEMOE 3 BIKOM i KIIPEHCOM KPEaTHHIHY TA BHAMMHIL
CHCTeMHHII KiIipeHc BiraGaTpuHy 3 BikoM 3HMXKyeThes Ha 0,7 %/pik.
Ockinbky KIipEHC KpeaTHHiHY, SIKHil € MAPKEPOM HUPKOBOI (yHKLI],
3 BIKOM 3HIKyBaBCs npubmimsno Ha | %/pik, 3HIDKeHHA KimipeHcy
BirabatpuHy 3 BIKOM MOXHA TOACHHTH TOB'A3aHHM 3 BIKOM
NOripHICHHIM HAPKOBOT yHKIIii,

Onwopasosa mepopansha j03a BirabatpuHy 1,0 rpam nobpe
NEPCHOCHNIACS B Uil monmynsanii cy6 exris aitusoro siky. IIpo noGiumi
SIBUIIA MOBIIOMISTM aBa cy6’extn. Omun cy6 ekt mosizomus mpo
JIETKOrO CTYTEHS PiKi BUIIOPOXKHEHHS, NEPEIHENPHTOMHHINA CTaH Ta
cenatMBHUI eheKT, MOXIMBO MOB’s3aH] 3 nmpuiiomMoM Birabarpuny.
Inmmit  cy6’ekT TOBIZOMHB NP0 NETKOTO CTYNEHS ITiABHILEHHS
apTEpIaTbHOTO THCKY 3 HCBIZOMOI HPUYMHM 4Cpe3 IBI FOAMHH Micis
NpUAOMY [03M 3 THMYACOBHM IIOBEPHCHHSM [0 HOPMH ucpe3 8
TOAMH; NPH MNPOBCACHHI OCTaTOYHOrO OOCTEXEHHS apTepiaabHMil
tuck Oys miguuichmii. ITix wac nikysanms He crmocrepiramocs
KIIHIMHO 3HATYMMUX 3MiH y pe3yibTaTax KIiHIYHOro 1abopaTopHOro
obcTeskeHHs (3arabHuil aHATI3 KPOBI, 3aradbHMI aHANI3 ceul).

21. PeaynsraTu Gesanexu

®apmaxokineTuky BirabaTpHHy miC/sT 0AHOPA30BOrO MEPOPATBHOTO
npuiiomy 1,0 r sirabatpuny (tabnerkn) gocnimkysamu y 12 3m0poBrx
YOJIOBIKIB JiTHBOrO Biky (65 pokiB i Ccrapme) Ta mopiBHOBaIM 3
(papMAKOKIHCTHYHMME MApaMeTPaMH 3 AOCHLKCHHS 33 YdacTIO
310pOBHX CY0’€KTiB MOMOZOTO Biky (Focaimkennsa 71754-1-C-014).
Y cy0’exTiB TiTHBOrO BiKY Tmax BiraGarpuny cranoBms 0,81 roaunu
Ta nepion HamiBBMBEACHHS — 7,49 romuun. Tmax 6yB monibuM npu
nopiBHAHHI i3 cy®’exTamu Momozoro siky (0,90 roamuu), Tomi Ak
TICPIOZ HAMIBBUBCACHHS GyB NOBIIMM HiK y Cy6 €KTiB MOIOZOrO BiKy
22. BHCHOBOK (3aKJII04EHHA) (6,98 romunu). Cmax Oyma momibHOr B 060X momymsmisx (cy6’extu
MOmoaoro Biky — 36,71 MKr/ma, miTHBOrO Biky — 35,67 Mkr/mm), ane
criocTepiranacs Tenaennis a0 Giismoi AUC y ¢y6’extis nitHOTO Biky
(cy6’extn Momogoro Biky — 145,94 Mkr.roa/ma, miTHBOrO BiKy —
167,08 mxr.ron/m). Pisuuus B AUC 6yna posiineHa, 9K 0B’ 13aHa 3
THM (axtom, mo rupkosuii kiipere (CLr) y cy6’exTis miTHBOTO Biky
Oys npubmusno Ha 36 % HIKYMM [OpPIBHAHO i3 cy6’exramu
MOJIOZOTrO BIKY.

O6’eamani nami npo kmipeHC KpeaTHHiHY cy6 eKTiB  LBOro
AOCTILKEHHA Ta CyD €KTiB MOIOJOrO BiKy 3 IHIIOrO AOCTiAKEHHS
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(mocmimxenns 71754-1-C- 014) BUKOPHCTOBYBAIHCS J/Isl BHBYCHHS
CHCTCMHOIO T2 HHPKOBOTO KIpPEHCY B cy6 eKTiB LWIMPOKOTO BiKOBOTO
miamazony (1849  pokis). Ananiz  nmimiiiHoi  perpecii
TIPOACMOHCTPYBAB, IO BHAMMEI CHCTEMHHil KIPEHC KOpemoe 3
BIKOM Ta KITIPEHCOM KpeaTHHiHy. Buamvmii chcTeMmmii IcmpeHc
BtraGanHHy 3 BikOM s3HmKyBaBcs Ha 0,7 %/pik, a KIIPeHC
KpeaTHHIHY, SAKHH € MapKkepoM HHPKOBOI QYHKUII, 3 BIKOM
SHHKYBaBCA mpuOmusHo Ha 1%/pik. Takum wHHOM, UE 3HIDKCHHS
KIipeHCYy BirabaTrpuHy MOMe MOSICHHTH BiKOBHM MOTiPLICHHAM
HHPKOBOT yHKLIT.

Onnopazosa nepopanbHa x03a Bii‘aﬁanHHy 1,0 rpam mo6pe

MCPECHOCHIIACH 3NOPYBINIECYD’ eKTaMi JIITHBOTO BiKy.
NS,

3assuuk (Biacuk
peecTpauiitHoro
MOCBIYCHHSI)

BREA 1,

-"3 "”e"" ¢ltaumuuu
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

|

| PATHEON FRANCE

4. Trials conducted:

yes O no If not, substantiate

1) type of the medicinal
product, by which
registration was conducted
_|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 1*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 thel| USA

clinical trial was conducted

9. Number of study| Planned: 6 subjects
participants Actual: 6 subjects

10. Goal and secondary
objectives of the clinical
trial

To evaluate the plasma concentration-time profile of "C-vigabatrin and intact vigabatrin,
to determine the degree of metabolism of 14C-vigabatrin following oral administration,
and to isolate and identify any urine metabolite(s) of vigabatrin

I1. Design of the clinical
trial

An open, single dose study

'2. 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 si gned 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 pCi 4C)

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

16. ffi luati " 5 :
it Ecrif . SR (AUC), peak plasma concentration (Cmax), time to peak plasma concentration (Tomax),
plasma terminal phase half-life (Ty), renal clearance (Clr), % drug excreted in the urine,
oral clearance (CLyo) and apparent volume of distribution (Va).
: All adverse events were recorded with description, date of onset, date event resolved,
17.  Safety  evaluation : : - : y :
criteria 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 (Vy) for '“C in plasma was 1.01 L/kg. The "C
concentration ratio in erythrocytes and plasma increased to 0.3 to 0.8 early 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
Mean (standard deviation)

Disic Measurement
target Coax AUCur Va Tinax Tiz R;C:;zy
(g/ml)  (ng.hmL) @® (h) () (%)
Vil 6 42.84 175.99 1.178 0.58 7.72 81.96
s 1gabatrin (6.19) (31.76) (0.140) (0.20) (0.85) (22.71)
- e 6 48.79* 248212 1.010 0.67 9.51 9541
(6.57) (45.19) (0.136) 0.26) (2.32) (18.74)

* g Eq/mL (Cuax); ng Eq.h/mL (AUCis)

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)




000036

3BiT mpo kiainiune BunpoSyBanns

1. Hazga nikapcekoro
3aco0y (3a HasBHOCTI -

CABPHJI® Tabnerku, BKpHTI M1iBKOBOIO obomonkoo, mo 500 Mr

HOMCP peecTpauiiiHoro

NOCBIAYCHHS )

2. 3asBHUK TOB «Canodi-Asenric Vipaina», Yipaina
3. Bupobuux [TATEOH ®PAHIIIA

4. Tlposeneni noCHiKeHH:

! TaK C Hi AKIIO Hi, OOTpyHTYBaTH

1) Tun mikapeskoro 3acody,
3a SKHM mpoBoamiacs abo
IAHYETHCS PEECTPALIsT

Jhixapceknit 3aci6 32 NOBHUM A0CHE (ABTOHOMHE A0CHE), 1HIIHiL JiKapcekuii 3aci6, HoBa
AiF0ua peYOBHHA

115, Tlosua nassa wninizrOro
sunpoOyBaHHs, KOJOBAHMI
HOMED KITIHITHOTO
BUIIPOOYBaHHs

®apmakokineTnka Ta MmeraGomism BiraGatpumy micns onmmopasosoi mosu  C-
BirabaTpury y 370pOBHX 40JIOBiKiB-106pOBOIBLIB (ITPOTOKOT 71754-1-C-027).

6. daza
BUITPOOYBaHHS

KITIHIYHOrO

dazal

7. Ilepion mposeacHHs
KJTIHIYHOTO BHNPOOYBAHHs

3 25 mororo 1991 poky
ITo 03 Gepesus 1991 poxy

8. Kpaiuu, ne nposoanaocs
KIIHIYHE BUTPOOYBaHHS

CHIA

9.
IOCTIKYBaHUX

KinekicTs

3amumaHoBaHa: 6 cy0’exTiB
Makruyna: 6 cyd’exris

10. Mera Ta BropusHi i
KIIHIYHOrO BUMPOOYBAHHS

Buswitn npodins koruerTpanis B naasmi kposi — uac *C-siraGarpuny Ta iHTaKTHOTO
BirabaTpuHy, BH3HAYHTH CTymiHb MeTaGomismy '‘C-siraGarpumy micms MIEPOPAIIBHOTO
3aCTOCYBAHHS TA BUALIHTH i ixenTndikxysarn Metabonir(u) sirabarpuuy B ceui.

11, [mzaiin  xnisiusoro

BHIIPOOYBAHHS

Biaxpute, 04HOA030B€ AOCTIIKCHHSL.

| OcHoBsHI
BRJIFOUCHHS

KpuTepii

3n0poBi won0BiKH-100pOBOIBLI BikoM Bia 18 10 55 pokie (BkirouHO), Ge3 mKiaTHBOL
3BHUKH MaTiHHS, 3 Macow Tina B mexax 10 % ix ineamsnoi macu Ttina. [Tiamucamms
(popmu inpopmosaroi sroan.

L3, Hocnimxysanuii
nikapcekuit  3aci6, cmoci6
3aCTOCYBaHH, CuiIa ail

C-pirabarpun, posunn 100 mr/ma
[lepopaneHe 3acTocyBaHHS OAHOPA30BOI A03M (HATIIE).
Hosysannst: 1,5 rpama (15 mn posunny, mo mictsrs 50 MeCi '4C).

14. Tlpenapar nopisBHsAHHA,
1033, crmocif 3acTOCYBAHHS,
cua ail

He 3acrocosso.

15. Cynyrus Tepanis

CymyrHs Tepanis He A03BONATACK Mi YAC JOCHIMKEHHS Ta 32 2 THXKHI 10 MPHAOMY
J03H, 32 BHHATKOM (epMeHT-iHaykylounx abo —inribyroumx 3acobiB, ski He
A03BOJLIIHCS 32 BIPOAOBXK | micsaus nepen gosysanssM. Bespeuentypui npenapar e
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AO3BOIBLIHCA NI 4AC JOCIIKCHHS Ta BIPOAOEXK | THyKHS Hepe J0CTIIKEHHSIM.

Hawi koruernTpauii '*C Ta siraGatpuny B r1asmi kposi.

PapMaKOKIHCTH'HI MOKAIHHMKA B [13Mi KPOBI Ta cedi: Kpusa KOHLEHTPALIS B miasmi
kposi — 1ac (AUC), MakcumaasHa KOHIEGHTpALS B IL1a3Mi KpoBi (Crmax), 9aC OCATHEHHS
MakCHMaTbHOI KOHUEHTpauii B mmasmi kpoBi (Twax), Tepion HamiBBHBEICHHS y
TepminaneHiit dasi (Ty2), nupkosuii kmipene (Clr), % NPEnapary, Mo BHIISETHCS 13
cevero, opaneHuii kiaipeHe (CLyo) Ta BuaMMHIL 06’eM posnoainy (V).

16.  Kpurepii  ouinku
eeKTUBHOCTI

17.  Kpurepii  ouiaxu
Besnexn

Yei nobiuni ABHINA PEECTPYBANUCS 3 OMHCOM, AATOK MOYaTKy, AATOI0 PO3pileHHs
ABHINA, TSUKKICTIO, BKHTHMH 3aXOAAMH, OLIHKOI 3B A3KY i3 3aCTOCYBAaHHAM Npenapary
ta Hachinkom. Cepiiosai noGivni sBMma moBwWHHI OyTH TNOBIIOMIATHCS MOHITOPY
HEraiHo.

18. Craructiyni meronu

Hani xoHuentpauii B nmasmi xpoei “C Ta Birabatpuny Oyau mimirHaHi 10
ABOKOMMNAPTMEHTHOI MOZE/I 31 BCMOKTYBAHHAM IIEPIIOTO mopsaky. MapMakoKiHeTHuHi
TNOKA3HUKK B ILIa3M1 KPOBi Ta ceui Gy po3paxoBaHi 32 JOIMOMOIOK HE3ATSKHHX Bij
Mozeni meromuk. Bincorox "C, mo suBomuTeCa i3 cedero ta Kamom, pO3paxoByBaBCa
McTOoAOM OanaHey mac.

19. Hemorpadiuni
MOKA3HHKH JOCIIIKyBaHOT
nomyssiwii  (crars,  Bik
paca, ToIO)

3

6 310poBuX 1ONOBIKIB BikoM Bix 22 10 45 POKiB.

20.

(heKTHBHOCTI

Pesynwraru

Cepenni semamny Buainenns i3 cevero *C Ta piraGatpuny cramommu 95,41 % T1a
81,96 % sianosiano. Buninenns i3 ceuel exsiBasenTa Birabarpuny cranosmio 82 %
Bi 103w, BirabarpuHy JakTamy (XiMiuHO AerpagoBaHmii metabomit) 1,23 % sig nosu Ta
He inenTudikosarux meraGomitie 3,19 % Bin mosu. Oamak mwi meraGomita He Oynu
BHSIBICHI B TaasMi kpoei. Byno mpogemomcrposamo, mo mpu NEPOPATBHOMY
3aCTOCYBaHHi BIraGaTpuH MOBHICTIO BCMOKTYETBCS T4 BUBOAHTECH NCPEBAKHO HHPKAMH
Y HE3MIHCHOMY BHT/IsiAl Maibke Ge3 MeTaGomizmy.

Bumummii 06’em posmominy (Vi) mm “C y mmasmi kposi cramosue 1,01 w/kr.
Cnispinsomenns konucntpauiit “C B epurpormTax ta mmasmi kposi spoctano xo 0,3—
0,8 Bigpady micas 3acTocyBaHHS, BKA3YIOUH HA Te, MO KOHUEHTpauii Birabatpuny s
I71a3Mi KPOBI Ta EPHTPOLMTAX WIBHAKO JOCATAOTH PIBHOBAIH.

®apmakokisernuni noxasunkn *C Ta pirabatpuny nicas ogHopasosoi oz “C-
Birabarpuny (po3yuHH) y 310POBHX 10GPOBOIBLIIB

(DapMarOKiHETHTHHIA TOKA3HHK

Cepenne sHAUCHHA (CTAHIAPTHE BLIXHICHHS)

Hoza Hmaso Bi

: BUBHAHCHIA, - Clmx AU Cinf Vd Tl.nax T] /2 IJ‘HI(}CI:;?;E-!]{H

(MET/MT)  (MKr.TOA/MT) (1) (rom) (rom) y(u %)

Birade 6 42,84 175,99 1,178 0.58 7.2 81,96

- HHRRTRAE (6.19) (31,76) 0.140) (0,20 (0,85) (22,71)

r
’ e 6 48,794 248212 1,010 0,67 9.51 9541
(6,57) (45,19) (0,136)  (0.26) (2.32) (18,74)

MKT ExB/mi (Crax): MT Exs.roa/s (AUCks)

21. Pesyneratu Gesnexu

Birabatpun n06pe mnepeHocuses BeiMa 6 cyGlexramu. TinbKH  OIMH cy0 exT
NOBIIOMIAB Npo noGiuHe sBHIE (JIETKOTO CTyINeHs MiIBHIICHA BTOMIIOBAHICTE
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tpuBanmictio 10 roamn), BH3HAuUCHE SK /IMOBIDHO IOB’s3aHE i3 3aCTOCYBaHHSIM
Birabarpuny. Xoaen i3 cy6’exris ne Bubys i3 mocmimxenss. [lix uac JTIKYBaHHSA He
CIIOCTEPIrazocs: KIHITHO 3HAYYIIHX 3MiH y pe3ybTatax 6ioxXiMiuHOTO aHanily Kposi,
3araJIbHOTO AHAT3y KPOBi Ta aHATI3Y cedi.

22

Bucuosok

(3aKTrO9CHHS)

Birabarpun y nesmauniii mipi meta6ornisyerses, ockinskn 82 % a03u 1,5 r Buninanocs
i3 ceuero y HesMineHOMy Burnsiai. Tineku 1,23 % 3aransuoi JO3H BHIOULLIOCH SIK
BirabaTpuH-TakTaM, BKA3YIOUH, IO [E HE € BANIMBHH MeTaGoTiaHumil mugx. Jlakram
MOHITOPYBABCA Y LBOMY JOCITIIKCHHI, OCKLIbKH BiH € IPOAYKTOM XiMIYHOI aerpaaarii.
Inmmii Heinenrudikopanuii merabomit (merabomniti) B ceui cranosus 3,19 % 3araashoi

po3u. Hi Birabatpus-makran, & =L MCTA001ITH HE BU3HAYATHCS Y MI1a3Mi KPOBI.

3assauk (Bracux
peecTpaliiiHoro
TIOCBITYEHHSN)

BenTubiy. o
i

L\ TP 88923
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

yes C no If not, substantiate

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

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

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

A 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 I

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
treatments.

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.

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

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

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

period.

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 (Crax)
- 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 each 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 voluntecrs
study population (gender, age, race,| Race: 10 Caucasian, 1 Black, 1 Oriental.
etc.) Age: between 21 and 44 years old.

Pharmacokinetic Results:

Results indicate bioequivalence of film-coated tablet to uncoated
vigabatrin tablet: the 90% confidence limits for AUC, Cinax and Toax
for the difference 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-inp 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-int) 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 Cumax of the solution and 66% larger
Tmax of the film-coated tablet) were expected due to the nature of
formulations. The difference in AUC.in 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
cvents such as tiredness, headache, weakness and lightheadedness. 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.

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3siT npo xkiiniune BunpoGysanns

1. Haspa mixapcekoro 3acofy (3a
HAABHOCTI - HOMEP PEECTPaLiifHOro

NIOCBIAMCHHS)

CABPWJI® Tabnerku, BKpHTI ITIBKOBOO 06010HK010, 110 500 MT

2. 3aaBHHK

|

TOB «Canooi-Asentic Vkpainay, Yxpaina

3. BupoGuux

| TATEOH ®PAHIILT

l

4. IIposeneni qocnimKCHHEN:

: | TaK C H SIKIIO Hi, 0OTpyHTYBaTH

1) Tam nikapeekoro 3acoBy, 3a sikum

Jlikapcbkuii 3aci6 3a moBHMM jmoche (aBTOHOMHE J0ChE), IHIM

BUNPOOYBAHHA, KONOBAHMH HOMEP
KJIIHIYHOTO BUIPOOYBaHHS

npoBojuiacs  abo  uramyerses|| e :
: J1KapChKHE 3aci6, HOBA AiK0YA peuOBHHA
peecTparis
P CreuiamizoBaHe JOCHIIKEHHS 3 BHBYCHHA 0loeKBIBAIEHTHOCTI
5. TIlosma HaseBa  KIIHIYHOTO

BirabaTpuH mpH 3aCTOCYBaHHI y BHrmsmi Tabmetok Ge3 obomoHkH,
TabIeTOK, BKPHTHX ILTIBKOBOK 0GOI0HKON, Ta PO3YHHY OpaJbHOTO
(mporoxoun 71754-1-C-029).

6. Pasa KIHIYHOTO BUNPOOYBaHHS

daza [

7. Tlepiox npoBeaeHHsS KIIHIYHOTO

BHNpoOyBaHHS

3 03 nucronana 1991 poky
ITo 18 micromana 1991 poxy.

8. Kpaimu, ae nposogumocs
KIIHITHE BUIpOoGyBaHHs

CIOA

9. KiibkicTs DocnimpkyBanux

3amasosana: 12 cy6’exrin
®axruuna: 12 cy6’exrin

10. Mera Ta sBrOpMEHHI wimi

KIIHIYHOrO BHIPOOYBAHHA

Busnaunru sinHocHy GiomocTymmicTs TaGnetok 6e3 0GONOHKH Ta
TaONeTOK, BKPHTHX ILIIBKOBOIO 0GOIOHKOIO, MOPIBHAHO 3 PO3YHHOM
OpaIbHHM, Ta GiOCKBIBANCHTHICTS BiraGaTpuny y BUrmsigi Tabaerok
0e3 000JIOHKH Y 30POBUX HONOBIKIB-106POBOBLIB.

11. usaiin kninivaoro
BUNIPOOYBAHHS

Binkpute, panzomizoBane, 36amancosanc, 3 TpsOMa nepiogamu,

TNICPEXPECHE JOCTIKCHHS 3 OJHOTH/KHEBUM MCPIOZOM BHMHBAHHS

MIK TIKYBaHHAMH.

Jlikysanns A: oasopazosa moza 1,0 rpam (aBi Ttabmerxu 6e3
o6os0nKkH no 500 mr), HaTme.

Jlixysanna B: omwopasosa mosa 1,0 rpam (asi TabJETKH, BKpHTI
M1iBKOBOKO 06010HKO0, 10 500 Mr), HaTwwe.

Jlikysanus C: oamopasosa noza 1,0 rpam (10 M PO3HHHY OpPalbHOTO
Birabatpuny 100 mMr/ma), marme.

12. OcHoBHI kpuTepii BKIOUCHHS

Cy6’extam  pamjgomizoBano mpu3Hauanace ommHa i3 TPBOX
noCHiZ0BHOCTEH NikyBaHHs (4 Cy6 €KTH HA TOCTIZOBHICTD).
Brmouennss 10  nocmimkenns  ofMexyBanocs 340POBHMH

JONOBiKAaMH, BikoM Bix 18 10 55 pokis, 663 mKiWIMBOI 3BHYKH
najiHHs T2 3 MAacOI0 Tina B Meskax 10 % Bix incampHOT Macy Tina.
Mignucanss dpopmu inpopmoBanoi 3romm.
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BiraGarpun

- Tabnetku Ge3 obomonku mo 500 MT;

13, Hocnimxypannii  mikapcekuii - Ta0IeTKHU, BKPHTI NTiBKOBOO obononkoro, no 500 mr.

3aci6, cmoci6 sacrocysamms, cma Hepopansse sacrocysauns OxHOpa3oBOi mo3u (2 Tabnerku 6Gex
i ofomorkn mo 500 mr aGo 2 TaOMETKH, BKPUTI IUTIBKOBOIO
060110HK010, 110 500 MT).

Hoza: 1.0r.

BiraGarpus, posuns opansumii 100 mr/ar,
14. Tlpemapar nopisnsuus, 033, IlepopameHe sacrocysanns OAHOpa3oBoi J03u 10 Mn pozummy

cnoci6 3actocysanns, cuia mii OpanbHOro Birabarpuny (100 mr/mu).
Hoza: 1,0r.
15. Cynytas repamis CynyTas Tepamist He 1o3BoILTaCk mix dac HEPIOAY JKYBAHHSL.,
Bigminmicts y  noxasmmkax 6ionocrynHoeri.  Hacrynwi
dapmaxokimeTuuni  3mimmi  cratmcTHuHO ONIHIOBATHCH  Ta
PE3IOMYBAIHCA:
- Konuenrpauis B nnasmi KPOBl B KOXKHIi 4yacosiii Touni 3a60py
3paskis

- [1noma nix xpusoro KOHUEHTPaLis B m1asmMi kposi-aac (AUC)

- MakcumansHa koHOEHTpaLis B masmi KPOBi (Cinax)

- Yac nOCATHEHHS MaKCHMATBHOT KOHIEHTpAUil B maasmi Kpogi
(Tmax)

- Ilepion naniBBuBeacHHES ¥ TepMinanbHiii dasi (t12)

- Kinbxicts sirabatpuny, mo suginserscs is ceuero

- Hupxosuii knipenc Birabarpuny.

16. Kpurepii ouinku edexrusrocti

Yei nobivni siBama peecTpysatucs mix uac koxHOLO TKYBAHHA Ta
nepioy BHMHBAHHS 3 MOBHHM OMHCOM, JATOK MOYaTKy, JATOK
PO3PILICHHS SBHILA, TSDKKOCTI, BJKHTHMH 3aX04AMH, OIIHKO0 3B”SI3KY
I3 3aCTOCYBAaHHAM Birabatpumiy Ta macmiakom. TsoKki Ta/abo
HEOUiKyBaHi MoGIYHi ABMINA MOBHHHI Oynu nosigoMaaTHCS MOHITOpY
HETAHHO, K 3a3HAYCHO Y NMPOTOKOJI.

17. Kpurepii ouinku Gesnexu

ITpoBoumucs Tpn ananism: anamis mouaTkosux JaHHX, aHAI3 JIoT-
TPAHCHOPMOBAHHX JAHHX TA HCMAPAMCTPUYHMIE AHANIS.

Ans  awanizis nowatkoBMx Ta JIOT-TPaHC(HOPMOBAHHX  JAHUX
MOACIbHE  NMPHNYWEHHA NPO  OAHOPIAHICTs jmmcmepcii  Mis
NKYBaHHSAME Gy10 TIEPEBIPeHO 3 TOMOMOTrOI0 kputepiro Jlesena Ha
sanmmkax 3 ANOVA, a mozensHe npunymenns NP0 HOPMAIBHICTE
Gymo mepesipeno 3a aomomoror kputepiro  Ulamipo-Vinka mns
samumkis ANOVA kosxuoi rpynm nikysauus. Bynu pospaxosani
BIIKODHTOBAHI CEPenHi 3HAuEHHS MIKYBAaHHSA, BiZMiHHOCTI y
nixysausi ta 90 % noipui IHTEPBANK A BiAMIHHOCTEH Y AIKYBaHHI.
Binminnocri y mixysanni ta AOBIpYi iHTCpBATH Gyiu NCPETBOPEHI Y
BIZICOTKOBY Pi3HHLIO 17151 MHOPIBHAHHS TIKYBaHHS.

Hns menapamerpuunoro AHATI3Y TOYKOBI OLIHKHM CEPeAHIX 3HAYCHED
JIKYBaHHS Ta BiZMiHHOCTEH y JKyBawHi Oynm 3Halimeni 3a

18. Cratuctuyni meroau
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JONOMOr O OLIIHKH Xopxeca-Jlemana, 0B’ s13aH01 3
0AHOBHOIPKOBOIO 3HAKOBOK PAHIOBOIO CTATHCTHKOIO, Arnpoxcumariis
BestHKOl BubipKH Gyima BukopucTaHa ams oGumcnenns 90 % JOBipYHX
IHTEpBANiB 1TA  BiAMiHHOCTEH y niKyBaHHi. 3HOBY X Taku,
BIAMIHHOCTI y JTikyBaHHi 6y/H NepeTBOPEH] y BiACOTKOBI pizHHI.

19. emorpadiuni  noxasmmkn|| 12 3moposux 90/10B1KIB-Z00POBOBLIB.
nocniakysanoi momymsuii  (crars,| Paca: 10 — eBponeoinHa, | — Herpoigna, | — MoHroNOiIHA.
BiK, paca, Tomo) Bik: Big 21 a0 44 poxis.

Dapmaroxinemuuni pezyiemamu:

Pesynbratn, mo BKkasyloTh Ha Gi0EKBIBATCHTHICTS TabneTok,
BKDHTHX IUTIBKOROK) OGOIOHKOIO, Ta TabIeTrok 6e3 0B0IOHKH: MewkKi
90 % nosipui iHTepBany ana BigMiHHOCTEH Mix TabmeTkaMu y AUC,
Cmax Ta Tmax He Buxommmm 3a 20 %-si MeXi, a BIOMIHHICTE 3a
KOXHHM 3 TPBOX NMOKa3HUKiB Oyna merme 7 %. Kpim Toro, TaONETKH,
BKPHTI IUIIBKOBOK) OGOIOHKO, MAaiTh MOPIBHAHY SlogocTynHicTh
BITHOCHO Pe(EPEHTHOrO PO3UMHY OPATBHOTO HA OCHOBI TOTO, MO
BIACOTOK momapHoi BiamianocTi B AUC 0.inp) OyB merme 1 %, a 90 %
mosipumii inTepsan 6yB B Mexax + 20 %. IMogiGuuM umHOM Gyno
NpOBEACHE NOpiBHAHHA GiofocTynHOCTI TabneTox 6e3 06OMOHKH Ta
PeepEHTHOTO PO3YMHY OPATBHOrO: BiACOTOK BiAMIHHOCTI B AUC.
inf) OyB MeHIE 2 %, 90 % nosipuuit inTepsan 6yB B Meskax + 20 %.

20. Pesynbrati edexrusHOCTI . N S
HocmiukeHHst RaHux amanisy cewi miaTBepaKye pesymbraty,

OTPHMAHI TNPH BHBYCHHI GlOEKBIBAIEGHTHOCTI 33 MOKA3HHKAMH
nia3MH KpoBi. [lOpiBHAHHSA WIBHAKOCTI BHBENEHHS A TabBNETOK,
BKPHTHX MIIBKOBOK 060M0OHKOI0, Ta Tabnerok 6e3 060M0HKN BKa3ye
Ha npubmusno 1% sigminmicts wepes 12 Tta 36 rommm micis
AO3YBaHH, 1O BKA3Ye HA OiOCKBIBATCHTHICTh LMX JBOX JiKAPCHKHUX
dopm.

Croctepiranacs HeBeqnka BiAMIHHICTE y BCMOKTYBaHHI Misk
PO3YHHOM Ta TAaOICTKAMH, BKPHTHMH ILUTIBKOBOIO OOOIOHKOIO, (Ha
11 % Brnma Cumex y posumsy ta Ha 66 % Ginsmumit Tmax y TabNETOK,
BKDHTHX TINBKOBOKO 06ONOHKOI0), mo Gya0 OdwikyBaHHM, AKIIO
Opatu n0 ysarm BiacTHBOCTI Jikapchkux (opm. Bimmimmicts y
AUC(@-iny Mk TabmeTkaMu, BKPHTHMH IUTIBKOBOIO 000JIOHKOI0, Ta
PO3UHHOM cTaHOBHIA McHIe | %.

Birabarpun saramom no6pe meperocuBes Beima 12 cyb’exTamu.
Ynpomoex JOCHKEHHS Yy TPHOX Cy6’ €KTiB CIOCTEPITAIOCH 1O
oaHOMY emizoay cunkone. KoxkHe ssume morno Gyrtu mos’sane 3
IHINMH NIPUYMHHAMH, HDK 3aCTOCYBAHHS BIrabaTpuHy, ONHAK, Ha
21. PesynstaTtu 6e3neku AYMKY TOJIOBHOTO AOCIIAHMKA, OFHC SABUILC HMOBIPHO MOrIO GyTH
TNOB’s3aHe i3 3acTocyBaHHsM Birabarpuny. [Hwi no6iuni ssuma Oynn
JICTKOTO  CTYNEHS TKKOCTI Ta KOPOTKOTPHBATHMH, Taki #K
MiABALICHA BTOMIIOBAHICTh, TrOJOBHMIL Oinb, , ciaabkicte Ta
TNICPEAHCIPUTOMHNIA CTaH. Y KOJIHOMY 3 TIPOBEACHHX 1ab0opaTopHIX
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AOCALKEHD He OYII0 BUSABICHO KITIHIYHO 3HAYYIUX BIOXHICHD.

Tabnerkw BiraGatpudy, BKpMTI mMIIBKOBOMO 000I0HKOK, Ta
Tabnetku Birabarpuay Ge3 o6onomkH MaroTh GlogocTynHicTs,
22, BuCHOBOK (3aKTI04€eHH) NOPIBHAHY 3 PO3IHHOM OPaJBHHM.

Tabnerxkn miraGatpuny, BKpuTI miBKOBOKO obononkor, Ta
TaﬁneTmBlraGarpHHy,ﬁea o6omonkH GioekBiBancHTHI.

Sassuuk (Bracuk
peecTpatiitnoro
TIOCBiTMEHH)
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Clinical Trial Report

rleg?fsatl;;zg: tchei‘t]i];'lccilti l,nis;lg;)iiilbclzgnumbcr of SABRIL®, 500 mg film coated tablets

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

1) type of the medicinal product, by which| Medicinal product with complete dossier (stand-alone
registration was conducted or planned dossier), other medicinal product, new active substance

[ A 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

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

l6. Clinical trial phase Phase I ]
UK: November 1989 to March 1990
US: July 1991 to October 1991

8. Countries where the clinical trial was conducte‘d"2 (UK, US)

Planned: 24 subjects
Actual: 24 subjects

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

7. Period of the clinical trial

9. Number of study participants

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

- 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
12. Main inclusion criteria 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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. T 5 % Vigabatrin 100 mg/mL oral solution
13. The investigational medicinal product, method i :
of administration, strength Dose: 0.75 g single oral dose (7.5 mL of 100 mg/mL

solution)

14. Comparator, dose, method of administration, || Not applicable.
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 onsct, 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 pharmacokinctic parameters were
18. Statistical methods calculated by model independent techniques. They
included AUC(«), 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 pharmacokinctics 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 tolerated 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 kuiniune BUNpoGyBanHn

1. Hasgra nikapeskoro 3acoby (3a HaseHOCTI -

CABPUJI®), TabreTku, BKPUTI IIBKOBOM 000I0HKOK0,

HOMEP PEECTPAIHOro MoCBi AueHHsN) o 500 mr
2. 3asBHAK TOB «Canooi-Aseuric Yxpainay, Ypaina
|3. BupoGuuxk [TATEOH ®PAHIIIS
4. Iposeneni nocaiaKeHHs: ! TaK C m SIKIIO Hi, O0IpyHTYBaTH

1) Tun nikapcekoro 3acoby, 3a sKuM MPOBOAMIIACS
ab0 nnaHyeTHCs peecTparis

Jlikapeskuit 3aci6 3a noBHUM D0Che (aBTOHOMHE
a0ckbe), IHMMi AikapchKuii 3aci6, Hosa Airoua pPeUYOBHHA

5. IloBwa Ha3sBa wiiHiuHOTO BHOPOOYBaHHS,
KOJOBAHHI HOMEP KJIiHIYHOTO BUNPOGYBaHHS

Creuianbne n0CTIKEHHS 115t OUIHKH hapMAKOKIHETHKH
BirabaTpuHy micas  0gHOPA3OBOrO MEePOPansEHOTO
npuiiomy B 103i 0,75 T 33 yuacTio mauieHTis 3 pizHHM
CTYNCHEM MOPYIEHHs (YHKIIT HUPOK

Homep nporokony: 71754-2-C-01 6

6. ®aza KmiHIYHOTrO BUOPOOYBAHHS

(daza |

7. Ilepion nposeacHHs KAIHIYHOTO BUIPOGYBaHHS

Benmuka bpuranis: mcronan 1989 poky - 6epesens 1990
POKy
CHIA: munens 1991 poky - xostens 1991 poky

8.  Kpaiuu, KIIHIYHE

BUNPOOYBaHHS

JC  IPOBOIHIOCH

2 (Benuka Bpurania, CILA)

9. KigekicTs nocmimxysasmx

3annanosana: 24 ocobu
®dakrTruna: 24 ocobu

10. Mera Ta
BUIPOOYBAHHS

BTOPHHHI uinl  wiinivgoro

DapmakoKiHETHKA BiraGaTpUHy y NamieHTIB 3 pisHMM
CTyMEHEM nopymweHHs (yHKmii HHPOK MOPIBHAHO 3i
3I0POBHMH 0coGaMH.

11. Mu3aiin kmirigHOrO BUNpobyBanHs

Hocnimxenns nposogmiocs 3a yaacTio 24 oci6 Ha 6asi
ABOX HCHTPIB 3 BIAKPATHM 30a1aHCOBAHHM AM3aHHOM ¥
napajienbHUX IPYNax, B HbOMY Opanu yqacTs Tpu rpymu
3 pisHOWO Qynkuiero Hupok. Bci ocobm orpumann
OJHOPA30BY 03y PO34yHHY BiraGartpuuy B 1031 750 mr.
3pasku kposi Ta cedi 36upanu npoTsrom 60 roaHH e
BBCICHHS TPENApaTy Ta aHamisyBamiH Ha Birabatpun 3
BUKOPHCTAHHAM Banifosanoro anamisy BEPX. 3pasku
naasMu Ta cedi Gynu npoamamizoBaHi Ha eHaHTiOMepH

BirabaTrpuHy 3 BHKOPHCTAHHAM BAJTiZOBAHOIO aHaTI3y
GC/MSD.

12. OcnoBHI kpuTEpii BKIIOUEHHS

- Yonosiku ao xinku (6e3 mitopomHOro NOTEHLIATY)
BiKOM Bif 18 10 55 poxie BriIounO 6yab-sKkoi pacu

- 3moposi ocobu aGo 0cobH 3 TOKYMEHTATBHO
NiATBEPIKCHHM 3aXBOPIOBAHHSIM HHPOK (ropyiueHHs
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ynkuii Hupok Bix merkoro mo nomiproro abo Bix
MOMIPHOTO 10 TSHKKOTO CTYTICHS)

- 3noposi ocobu manu mMacy Tina B Mexkax 15% Bix cBoro
1I€ATBHOTO Alana3oHy

- Hexypui

- Yel y9acHUKM AOCHIAKCHHS MiANMHCANH dbopmy
iH(OPMOBAHOI 3TOIH.

BiraGatpun, pozuun opaapuuii 100 mr/ma
[osa: omHopasoBa nepopaabHa mo3a 0,75 T (7.5 mn
[Po3unny 100 mr/mm)

14.  Tlpemapar nopiBEsHHA, mo3a, cnocib| He 3aCTOCOBYETHCA.
3ACTOCYBAHHS, CHIA Ail

13. Jlocmimxysanuii nikapeekuii 3aci6, cmoci6
3ACTOCYBAHHS, CHJIA JiT

OmnouacHe 3acTOCYBaHHA NpemapaTis  NPOTATOM
Nepioay TIKYBAHHS HE AO03BOMANOCH, 33 BHHATKOM
BHNAJKIB, 3a3HAYCHHX Yy NPOTOKOM, i OVaB-sKe
15. Cynyrns Tepanis OZHOYACHC 3aCTOCYBAHHA TPENApPATiB PEECTPYBAIOCH.
Boxupanms ankoromo, kodeity a6o iHmMX pewoBuH, wo
MICTATh KCAHTHH, MPOTATOM IHIB AOCTIIKEHHS He
J03BOJISLIIOCH.

DapmakoKiHETHYHI KpUTEPIT OMHKH:

- bioximiunmit | saraneHuMii  awamis  kposi mo
TIPOBC/ICHHSI AOCIIIIKCHHS, TIEPE/ BBEACHHSM MPEnapary
1 micas 360py OCTaHHBOTO 3paska ceui

- Kouuentpauii sirabatpuny B mmasmi kposi npu
KOKHOMY Bixbopi npobu

- [nomwa mix kpHBOIO MIA3MATHYHA KOHUEHTpPALIsL-YaC

- MakcumanbHa KOHUEHTpauUis B nuiasMi
16. Kpurepii oninku eextusHocTi - Yac nocArHeHHS MAaKCHMANBHOI KOHLEHTpAUil B
miasMi

- [lepion TepMiHANBHOrO HaMIBBHBCACHHS

- YaBunit 06'em posnmoainy

- Hupkosuii kiipenc BiraGarpuny

- Kinbxicts Birabatpuny, mo BHALAETHCH i3 e nin
Hac inTepsany 360py

- Hupkosmit kmipesc kpeatmniny 1m0 nposexcHHs
AOCHIKEHHS i B ICHB BBEACHHS NPENapaTy

Hebaxani sBuma peectpysammes mij 4ac KOKHOTO
BI3UTY 3 TIOBHHM OIIHCOM, JaTOK MOYATKY, AATOHO
17. Kpurepii oninku 6esnexu NPHIHEHHSA MPOSBIB, TAHKKICTHO, GYAB-AKHMH BIHTHMHA
ALIMH, OMIHKOW 3B'S3KY 3 BiraGaTpHHOM i KiHLEBHM
|[pesyabTaTom.

DapmakokiHeTHUHHI aHAMI3:
18. Crartuctuuni meroam dapmakokiHeTHIHi TapameTpu TiasMu i ceui Gyam
PO3paxoBaHi 3a JOHOMOrOKX MO3aMOACTBHHX METOIB.
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Bonu sxmouamn AUC (w), Cmax, T1/2, HHPKOBHI
kyiperc (CLr) Ta nepopasbumii kipenc (CLpo).

Y JMOCHIDKEHHI B3ATM Y4ACTh XBANUATH HOTHPH
A006poBobLi wONOBi4OT 260 sKiHOwoT cTaTi (21 womoBiK,
3 iHku, 23 eBponeoimn, 1 aMepHKaHCHKHIL IHTIAHCLB)
Bikom Bix 31 10 64 pokis. Vci aoGposomeui Gyan
HEKYPISIMH.,

[ligemmenns piBHa nopymwerns ¢yHKuii HHPOK
BIIMBAIO HA (papMakoOKiHETHKY BiraGaTpuuy Ta iioro
CHAHTIOMEpIB y ma3mi Ta ceui. 3MiHm crocTepiramucs
20. Pesyneratn edexTuBHOCTI mono CLpo (3mmxenns), AUC (36impmenns), CLr
(3HHIKCHHSL), YACTKH BHBEACHHS I3 CEYCIO (3HIKEHHS) 1
T2 (s6impmenns) y wmipy mizBHmeHHs piBHA
MOPYLWEHHS QyHKLIT HHPOK.

Birabarpun n06pe nepenocuscs 300pOBUMH Ocobami i
NANIEHTaMH 3 IOPYmEHHAMU QYHKIT HUPOK BiZ JIerkoro
/10 MOMIPHOTO a60 Bl NOMIPHOTO 4O TSHKKOTO CTYIEHS
micis oasopasosoi ao3u 0,75 r. IMo6iuni edektn Gymu
JIETKHMH | 0OMEXyBaIMCHS TAKHMH ABHIIAMH, SK
21. Pesynsratu Gesnmexu TONOBHUIT O11b | BTOMIIOBAHICTB. 3a Pe3yabTaTaMH BCiX
MPOBEACHHX KMHIYHHX Na00paToOpHUX DOCTIIKEHb HE
Oyno  OTpHMAaHO JKOOHMX  KIIHIYHO 3HAYYIIHX
pe3yibTaTiB, ski He MOkHa Oymo 6 Bimgmectw a0
OCHOBHOI0  3aXBOPIOBAHHA HHPOK Y  BiANOBIZHHX
NALIEHTIB.

19. Jlemorpagiuni mokaswuku gociimiysanoi
nonyasuii (crars, Bik, paca, TOO)

Ha ¢apmakokinernky siraGarpuny Ta eHanTioMepis
BIrabaTpuHy BILIMBAE NiABUILCHHS PiBHSA MOPYLICHHS
22. BUCHOBOK (3aK/II09€HHS) ynkuil Eupok. ¥ Mipy nmigBumeHHs pinks NOPYLICHHS

PYHKIPT HEPOK criocTepiramics 3minu nokasaukis CLpo,

JasBHUK (BIAaCHUK
peecTpaLiiiHoro
MOCBIAYCHHSA)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

I3. Manufacturer

| PATHEON FRANCE

4. Trials conducted:

! ves 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-01 8).

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

IIS. 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 (Tmax),
plasma terminal phase half-life (Ty»), renal clearance (ClIr), % drug

excreted in the urine (urine recovery)

17. Safety evaluation criteria

| Not applicable

18. Statistical methods |

| Descriptive statistics were used.

—




000053

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

19. Demographic characteristic of]| 12 caucasian epilepsy patients — 7 male and 5 female between ages

of 18 and 55 years.

20. Efficacy results

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 (%)
Cumax (mcg/mL) 63.31 21.00 56.07 19.85
Cunin (meg/mL) 4.43 28.10 6.12 25.00
I:Tmax (hr) 0.80 33.90 1.02 30.39
AUCss(0-12h) 196.71 14.90 213,51 13.33
(meg*hr/mL)
CLoral (L/hr) 7.76 12.76 7.13 11.92
Clrenal ss (L/hr) 5.02 13.00 S.11 2131
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. Tomax, Cinax,
Cinin, AUC(0-12 1, 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.

|ﬂ. Safety results

" Not applicable

22. Conclusion

There is no difference in the pharmacokinetics of vigabatrin
administered foie

Applicant (Marketing
Authorization Holder)
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3piT npo kaiHiYHe BHOPOOYBaHHS

1. Hasa nikapcekoro 3acoby (3a
HASBHOCTI - HOMEP PEECTPAIHHOTO
[IOCBIAICHHS)

CABPWJI® tabnetku, BKPUTI MAIBKOBOK 06010HKOM0, 10 500 M

2. 3a9BHUK

TOB «Canodi-Asenric Yrpaina», Ykpaiua

3. Bupobuuk

ITATEOH ®PAHLIIA

4. [IpoBeneHi OCTIIKEHHS:

1 O i

TaK SKIO Hi, OOIpYyHTYBATH

1) Tun nikapceekoro 3acoly, 3a sikKum

Jlikapcekuii 3aci® 32 MOBHHM JOCHE (ABTOHOMHE JOCHE), iHIIHI

nporogunacs  abo  TUIaHyeTeCs| | S ;
: nikapesiuii 3aci0, HOBa Ai0UA PEUOBHHA
peectpartis
5. lloewa wasea  kmiHiyHoro| CremiamizoBaHe AOCTI/DKEHHA 3 BHBYCHHA (ApPMaKOKIHETHKH

BHNPOOYBaHHSA, KOMOBAHHII HOMEpP
KJIIHIYHOTO BHIPOOYBaHHS

BirabaTpuHy y nauieHTiB 3 eniaenciero (mporoxon 71754-2-C-018).

6. Paza KIIHITHOTO BHIIPOOYBaHHS

Dazal

7. Tlepion mpoBeAeHHS KIIHIYHOTO
BUNPOOYBaHHS

Hara 3ity: 24 cepnag 1993 pik

8.  Kpaiau, 1ne nposoguiIocs
KJIHIYHE BUTPOOYBaHHS

CHIA

9. KiapkicTh A0OCTIAKYBAHHX

3armranosana: 12 nauieHTis
®axrruna; 12 nawieHTis

10, Mera Ta BrOpuHHI miai

KJTIHIYHOTO BHNIpOOYBaHHSA

Ouinut dhapMakokiHeTHKY BirabaTpuHy micas Gararopa3oBHX 103
y TauieHTiB 3 YCKIAgHCHUM KOHTposieM Hamaxis. [lopiBHATH
OTPHMaHI pPE3yIbTATH 3 PpE3YABTATAMH IHOIOTO JOCHIKCHHS
Gararopa3zoBHX 103 BirabaTpHHy 3a YHacTIO 340pOBHX A00pOBOIbLIB
Monoaoro Biky (mpotokon 71754-1-C-015).

11. JHuzaiin KINHIYHOTO

BUNPOOYBaHHS

BigkpuTe J0CHIMKCHHSA 3 OIHHM NEPIOAOM.

12. OcHoBHI KpUTEPI] BKIIOMCHHA

[MamienTn 3 enijencierd 4oaoBidoi Ta JKiHOWOI crati Bikom 18-55
pOKiB,  SIKIi  OTpUMYKOTE He  Oinpme  ABOX  CYNYTHIX
MPOTHEMIICTITHYHHX TIPENaparTis.

13. [Hocmimpkysanuii miKapchKHi
3aci0, cmocid 3acTocyBaHHS, CHIA
il

Birabarpus, TabneTkn

[TepopansHe 3acTocyBaHHs (HATIIE).

Hosysauna: 3,0 r va oGy (o 1,5 r asa pasu Ha no0y) npotsarom 4
IHIB.

14, Tlpemapar mnOpIBHAHHA, [03a,
cnoci0 3acTocyBaHHs, CHIa ail

He 3acTocosHo.

5. CynyrHs Tepanis

He Oinbmme OBOX CYMyTHIX MPOTHCILUICOTHYHHX NPCIIApaTiB.

16. Knurenii ouiakn edextuBHOCTI

apMakoKiHETHUH] TMOKA3HUKM. KpPHBA KOHIEHTpAWis B TUIa3mi

s e~
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(Cmax), MiHIManbHa KOHUEHTpAUisxt B naasMi kpoBi (Cmim), 49ac
AOQCATHEHHA MAKCHMaIbHOI KoOHUeHTpauii B mmasmi KpoBi (Timax),
NepioN HAMIBBABCACHHA y TepMiHambuiii ¢asi (Tin), HupkoBwmii
kiipenc (Clr), % npenapary, mo Bugingersces i3 ceuero (BigHoBCHHSA
y ceui).

17. Kputepii ouinku Gesneku

He 3actocosro

18. CratucTuyni MeToau

MeTtoan onucoBoi CTATHCTHKH,

19.  Jlemorpadiuni  mokasHuku
nocmimxysasol momyasuii  (cTaTs,
BiK, paca, TOLIO)

5 xiHoK, Bikom Bix 18 10 55 pokis.

12 naumientis 3 cminenciew eBpomcoignoi pacH, 7 4ONOBIKIB Ta

MOPIBHIOBAIHCA 3
GaratopasoBux 103 BiraGaTpuHy 3a y4acTiO 370POBHX A0GPOBOMBLIB
Monogoro Biky (mporokom 71754-1-C-015), sxi
BirabatpuH no 2 r 1ea pasu Ha 106y nporarom 5 auis. e Brmouano

20. Pesynpratu edekTuBHOCTI

25 % HOpMani3aniio JaHUX, OTPUMAHHX Y 310POBHX T0GPOBOIBLIB..

DapMaKOKiIHETHYHI PE3YIBTATH, OTPUMAHI y LBOMY AOCIIMKCHHI,
pe3yasTaTaMil IHIIOTO  JOCIIiKEHHS

OTPHMYBATH

IMoxasuuk MauienTn 3 3moposi
ETILTETICIERO Aobpoponeii*
Cepenne | CV(%) | Cepemne | CV(%)
3HAYCHHS 3HAYEHHA
Crnax (MET/MT) 63,31 21,00 56,07 19,85
Cuin (MKT/MIT) 4,43 28,10 6,12 25,00
Timax (rom) 0,80 33,90 1,02 30,39
AUCss0-12r0m) 196,71 14,90 213,51 13,33
(Mxr*rom/mmn)
CLora (a/Ton) 7,76 12,76 7 11,92
Clienal ss (;W/Tom) 5,02 13,00 5,11 2131
BigoBnenns y | 65,17 13,00 69,94 12,64
ceul (% no3n)

* Kopurysanus (Hopmanizauisr) mo zosm 1,5 r.

Cepenni dapmaxoxineTHuni mokasHuky sirabatpuny B Tabrerkax y
NALI€HTIB 3 CMiNenciel0 He BIAPI3HIIMCH Bil TAKMX Y 310POBMX
106poBonbUiB. Tmax, Cimax, Cininy, AUC(0-12 roy Ta Cl Gy moniGruMu
Y NMALi€HTIB 3 EMNENCI€lo Ta y 3M0POBHX CYG’ €KTIB, K PE3IOMOBAHO Y
Tabmuui sume. Takoxk He cnocTepiranocs BiaMiHHOCTEH y BHBEICHHI
BirabaTpuHy B UMX JBOX NONMYTALIAX, HA MO BKa3yloTh momiGui Clr
Ta BIACOTOK BirabaTpuHy, WO BIAHOBTIOEThEs B cewi. Jemorpadiuni
MOKa3HHKK 000X momymsuiit Gymn momiGHIMM Ta 3HAYEHHS KaipeHCy
KPeaTHHIHy, OTPHMaHi y mamieHTiB 3 emigenciero, Gymm B Mexax
HopMu (112,46 mn/xB), mo Bkasye Ha BiACYTHICTE MOpPYIICHHS

WIBHAKOCTI K1y0 0uKkoBo1 (inbTpaii,

HaHe nocmimxeHHS MATBEPKYE PE3yNbTATH IHIIMX JOCHLKCHB,
SKi BKA3ylOTh HAa BIICYTHiCTH BiaMiHHOCTCH y (hapMmakokiHeTHui
BirabaTpuny MK nauieHTamMm

3  COUIENCIED Ta

3A0POBUMH
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L ”;Ioﬁposonsuxmu.
21. PesyneraTtu Gesnexu liie 3aCTOCOBHO
Hemae inminnocteit y  Qapmakoximernui Birabarpuny, 1o
22. BUCHOBOK (3aKTIOMCHHS) 3aCTOCOBYBABCS ~ MALIEHTAaM 3 emuienciero  Ta 340POBHM
100pOBOIBILIM.

3aseruk (Bnacuk
peecTpamiiiHoro
MIOCB1YCHHA)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

I s 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
lfiCountries 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.

11. Design of the clinical trial

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

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 scizures 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 .

- 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 thythmic 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 wecks of Segment I was

considered Baseline.

. Segment II: Patients were randomized to receive

VGB or placebo. Study drug was titrated upward

(patients started at 1 g/day and increased their dose by 0.5

13. The investigational medicinal product, method g/day Og By bafns) il 4-week period.

P ailusinlatistion: Shanetls £ egment II: Patim.lts euter‘cd a 12-weck
‘ & Maintenance Period and received a maintenance dosage

of 3 g/day or matching placebo.

Patients discontinuing the study during Segments 11 or

II1, 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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. 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
(1C).

. 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 (Baseline 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 cffective add-on treatment in patients with focal
22. Conclusion epilepsy with difficult to control complex partial seizures.
The most frequent adverse events to expect are
drowsiness, headache, dizziness, and fatigue.

21. Safety results

734 jl.ef'tf;;;:; -';ejr WTARD
-: ‘ :

4He

Utrg ()gu*‘d.F

Applicant (Marketing
Authorization Holder)
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3siT npo kiainiune BUNPOOYBAHHSA

1. Hassa nmikapcskoro 3aco0y (3a HasBHOCTI -
HOMEP PEECTPALIHHOrO MOCBIAYCHHS)

CABPUJI®, TabneTku, BKPHUTI MTIBKOBOK 000I0HKOIO,
1o 500 mr

2. 3aaBHHK

TOB «Canodi-Asentic Ykpaina», Yipaina

[5. Bupobuux

IDATEOH ®PAHLIIS

4. TIpoBeneH1 JOCTIIKEHHS:

—
—

T 1 Hi AKIIO Hi, 00TPyHTYBATH

1) Tun nikapeekoro 3acody, 3a SKMM IPOBOAUIACH
ab0 miaHyeThCs peecTpanis

Jlikapcekmii 3acié 3a TOBHMM J0ChE (aBTOHOMHE
10Che), THMmMIA JikapchKuii 3acif, HOBa Ai0Ya PEIOBHHA

[Noagiiine ciine paHIOMI30BaHE nmanedo-
KOHTPOIBOBAHE  JOCHIUKCHHs  BirabaTpuny B
5. TlopHa Ha3Ba KJIIHIYHOTO BMIpPOOYBAHHA,|MApajeIBHMX TPymax 3a yUacTH MAMIEHTIB 3
KOZOBAHUI HOMEP KJIIHIYHOTO BUNPOOYBaHHS HCKOHTPOIBOBAHUMU CKIATHUMH MapIiaTbHUMH
CyaoMaMH
Howmep nporokomy: 71754-3-C-024
6. dasa KIIHIYHOrO BUNIPOOYBaHHS dasza |

7. Tlepion npOBEACHHS! KIIHIYHOTO BUNIPOOYBaHHS

30 Bepecus 1990 poxy - 5 TpaBns 1992 poxy

8.  Kpainn, KIIIHIYHE

BUNPOOYBAHHSI

oe  TPOBOIWIOCH

CIIA

9. KinekicTs nocmipKyBanux

3amranosana: miniMym 150 namiesTie, AKI MAIATar0OTh
ouinui Ha mpeaMeT eexTHBHOCTI

DaxTHuna:
. 203 mamierTa Gyay 3amyueHi 10 cerMenTy L
. 183 nmamientm Oynmm  pasaomisoBadi  Ans

OTpPUMAHHs A0CHiKyBaHuX npenapatis (90 ninauebo, 93
sirabatpun (BI'B)) y cermenti II. Oamu mamieT,
panpomisosanuii 10 rpynu BI'B, BuGys 3 nocaimxeHHs
10 BBEACHHS NpENapary.

182 npauieHTH TpUAMATH  AOCTIIKYBAHMIL
npenapar (90 nnaue6o, 92 BI'B). 3 182 mauienTis 6y10
80 wonosikis i 102 xiHKH.

. Jlocmimkenns sasepunm 170 manientis (88
mnaue6o, 82 sirabatpuH).

10. Mera Ta Uit KIHIYHOro

BUANPOOYBaHHA

BTOPWHHI

Buznauntu TEPAICBTHYHY ¢(hCKTUBHICTD 1
nepenocumicts Birabarpuny (BI'B) y nosi 3 r/aens npu
JomaBaHHI 0  TPH3HAYEHOI HAa  JaHMH  vac
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npoteninentuiHoi Tepanii y nmamientis 3 (okaasHOR
ENINENCier, y AKHX CKNaaHi mapiiashi CYOOMH BAKKO
iAAAI0THCSA KOHTPOJTIO.

11. Tu3aiin kniniuHOro BUNpoGyBanHs

bararouenrpose panmomizoBame moxgiiie cime
1aUCO0-KOHTPOIbOBAHE NAPATCIBHE AOCTIKCHHS.

12. OcHoBHI kpuTepii BKIIOUCHHS

. Minimaneauit Bik 18 poxis; mMakcumaneHmii Bik
60 pokis.

. Yonosikn i HepariTHI KiHKu, sKi HaBpsa uu
MOJKYTb 3aBariTHITH B XOZA1 AOCTIDKEHHS.

. 3anoxymenToani cknaami mapuianeri cymomu
(CIIC) abo napuianbei cyaomMu 3  BTOPHHHOK
TEHEepATI3aliero.

. Hanagu BBaOXAIOTECS HEKOHTPONBOBAHHMH, LIO
BH3HAYCHO HACTYIIHUM YHHOM:

- BHHHUKHEHHA moHalimenme mectu CIIC abo
mapUiajbHUX CYIOM 3 BTOPHHHOK TeHEpai3aliero
MPOTATOM OCTaHHIX 8 THKHIB cermenTa [,

- BIACYTHICTe iHTEpBaqy Ge: Hamagis, MmO
nepesuigye 28 nHIB, NPOTATOM OCTaHHIX 8 THXKHIB
cerMeHTa .

- amekBarHui 1 cTaGiibHUE pEXXMM HASIBHHX HA
PHHKY npoTHeninenTuyHuxX npenaparis (TTEIT) 3 namumn
32 MUHYIME Oepion, IO 3aZ0KyMEHTYBAIH aiCKBATHI
TCPancBTHYHI BunpoOyBanHs 3 (ewnitoiHom abo
kapbamazeminom.

. He Ginpme nsox IIEIl npu srmouchni y
JOCITIDKCHHS.
. Bisyamizauis romosroro Mosky (MarmiTHO-

pesonancHa Ttomorpadia (MPT) aGo xommn'rotepma
Tomorpadis (KT) 3 konrpacrysannsm) nporsrom | poky
10 BKJIIOYEHHSA ¥ JOCIIIKEHHA.

. 3mincna exektpocuuedanorpadis (EED), mo
JOKYMEHTYE (OKANBHI MOPYUICHHS, SKi CKIANAIOTHCH
abo 3 (OKATBHUX DPUTMIYHHX YIOBiIBHEHD, PI3KHX
nigiomie a6o creckis.

. Inpopmosana sroma. Kimkm B mepion
NPCMCHOMAY3H MOBHHHI MiANHCATH JOKYMEHT PO
BIZICYTHICTB BariTHOCTI.

. Perynfpui BisuTH B UEHTPH JOCITIKEHHS,

13. JocnimkyBanuii nikapeskuii 3acib, cnocio
3ACTOCYBAHHA, Cuaa mil

Tabnerkn, mo wmicrsate 500 mr BI'B a6o siamosiami

rabnerku mane6o, 3 r/ness:
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. Cerment I: nauientn ouinosanncs nporsirom 12-
TIKHEBOTO mepiony. Ocranmi 8 TwxHIB cermenTa |
BBKAIHCHA BUXITHUM PiBHEM.

. Cermenr II: mauientu Gynm pangomizoBaui mis
orpumanHs  BI'B  abo mmauebo. [docmimxypanmii
npenapar Tutpyeand B Oik 30uUibmeHHs (manieHTH
NOYHHANM npuiiMaty no 1 r/aeHs 1 mwoOTHKHSN
s6umbmysamu  go3y Ha 0,5 r/mems) nporsrom  4-
THIKHEBOTO [ICPIOay.

. Cermenr III: nauienTn Gymu nepereneni no 12-
THKHECBOTO MiATPHMYBATBHOIO MEPIOAY i OTPUMYBAIH
HiATPAMYBalbHY 103y 3 r/aeHs a6o Bianmosinue miane6o.
[Nauientam, ski IPHIMHATH Y9aCTh Y MOCHIIKEHH] M
gac Il abo III cermentis aBo me Opanm yuacti B
OBrOCTPOKOBOMY BifKpHTOMY nocuiimkenni BI'B, nosy
AOCTIIKYBAaHOTO Tpemapary 3HmkysamH (1 r/acHs)
LIOTHXKHA (CerMEHT 3HUKCHHSA).

3aranbHa TpuBATICTH: 16 THXKHIB 3 10JATKOBHM 2-
THOKHEBHM TIEPIOAOM 3HIDKCHHA (y ACAKHMX TALIEHTIB).
Jlikysanus BI'B abo nnane6o: 16 Tuxkais

14, Tlpemapar mnopiBHAHHA, £03a,
3ACTOCYBAHHSL, CHIIa mil

crocio

He 3acTocoByerncs.

15. Cynyrns Tepamis

Koxen mauient ogsowacHo npuiimMas omun abo asa
CYNYTHIX NPOTHEMIICHTHYHHX npenapats ((eHiTOlH,
xapbamasenin, npuminon, ¢enobapbitan, kmopasemnar,
BAIbNPOEBY KHCIOTY).

16. Kpurepii ouninku eextusnocti

. HacTora cymoM: MEPBHHHOKI KIHIIEBOIO TOUKO
Ans  OmwHKM eextuBHOCTI Oyna cepeamHboMicauHa
yacrora CIIC (IB) nmioc BTOPHMHHO reHepani3oBaHHX
napuianerux cygoM (IC) B xinui gocnimxenns (ocranni
8 THIKHIB HOCHIUKCHHSA) B MOPIBHSIHHI 3 BUXiZHHM
piBHeM (octaHHi 8 THkHIB cermenta I).

. TepanesTnunmii yemix: SHH)KCHHA
cepeanpomicsunoi gactotu CIIC (IB) mmoc Bropunno
reHepanti3osaHux mapuianeEux cyzom (IC) wa >50%
MOPIBHAHO 3 BUXIAHHM PIBHEM A0 KIiHIA AOCLIKEHH.

. Ouinka TepancBTHYHOTO eekTy TKapeM.

. I'mobanpHa OliHKa JTiKaps.

17. Kpurepii ouinku Gesnexu

. ®izukaneHi  ornmsau  (BKIIOYAKOYH  OCHOBHI
MOKA3HWKH SKUTTETITBHOCTI, apTepianbHuil THCK 1 Maca
Tina) 1 HeBpoMOrivHi 06CTEeKEHH .

. TTo6iuni seuma
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. Kniniuai  naGoparopui mnokasuukm  (dyHKiis
MEdiHKH, (YHKIiS HHPOK, reMaTONOTIvHI MOKA3HUKH,
ENEKTPOIITH, pi3Hi GioXiMiuHi noKasHuKkM i anami3 ceui),

. Marnirno-pesonancaa Tomorpadis (MPT).

. 30poBi | COMATOCCHCOPHI BHKINKAHI MOTEHI{ TN
(3BII i CBII).

. Kornitusna  dymkumin  /  meuxosoriune
TCCTYBAHHA.

18. Cratncrnani MeTonn

Jl1a nepBHHHEOT OLiHKH e(EKTHBHOCTI B OIMHCOBHX LiISX
BHKOPHUCTOBYBAIOCA cepeaHe 3HavweHua IB + IC 1 95%
AoBipuMil inTepBan Ana memiann. Y Beix aHamizax s
nepeBipkd  pisHMii B peakuii wa BI'B i mnaue6o
BHKOPHCTOBYBABCA JIBOCTOPOHHIN piBEHb 3HATYIIOCTI O
=0,05.

[lepsuHHmii ananmis NpOBOAMBCA 3 BUKOPHUCTAHHAM
Habopy manux ITT, a momomixkui amamizu npoBogHmHCS
3 BHKOPHCTaHHAM  HA0OpiB  JaHHX  «KOPEKTHE
3ABCPUICHHA NPOTOKONY», «KOPEKTHWH MPOTOKO,
«3aBCPLICHHS AOCHI/UKEHHS» 1 «3aBCPIICHHS nepioay 8
THXKHIBY.

19. [Hemorpadiuni nOKasHHKM AOCHiAXKYBAHOI
nonysstuii (cTaTs, Bk, paca, Tomo)

182 nauientn npuiiManu nocmimxysanuii npenapar (90
nnauebo, 92 BI'B). 3 182 nauientis 6yno 80 wonosikis i
102 xinkmu.

20. Pesaynerarn edexrusHOCTI

. YacToTa cynoM: y mamieHTiB, ski oTpuMyBagH
BI'b, wacrora cymom y ximmi gocnimkenns Gyma
CTATHCTUYHO 3HAYHMO HIDKYOK, HDK y Mali€eHTIB, sKi
oTpumyBamn mmauebo. Mexiana =@actotH cymom 3a
micaup Gyma sHIkeHa Ha 3 enizoaw cyaom 3a 28 aHiB y
rpyni BI'b (Buxinuuii pisens 8,3, B kiHOi gochimkents
5,3) nopisuano 3 0,8 enizoay cyaom 3a 28 auis y rpymi
nnauedo (BuxigHmii pisens 8,3, B KiHmI FOCHiIKCHHS
7,5) (P = 0,0002).

» TepanesTnunuii ycmix: TepaneBTHYHHMI yCmix
Oys nocarnytuii y 43% nauientis rpynu BI'B nopisasizo
3 19% nauienris, 1xi orpumysanu miauebo (P<0,001).

*  Ouinka TepamestuuHoro edexry mikapem i
rnobankHa OmiHKA mikapeMm: y  pamieHTiB,  gki
orpumysamu BI'B, ©yno aocarnyro smauno Gimbme
MOKPAIUCHHA, HDK Yy TAUICHTIB, sKi OTpHUMyBamu
nnauebo, aas obox ominok (P<0,001 Ta P = 0,015
BLAMOBITHO).

21. Pesyneratn Gesnexu

3aranom 87,0% (80/92) mauienris rpynu BI'B i 85,6%

(77/90) nauienTis, sxi OTpUMyBanH mIane6o, MATH 0aHE
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abo KinbKa HeGAKAHHX SABHLL, 5IKi BBAKATNCS TIPHHATMHI
MOKJIHBO T10B’S3aHHMH 3 TIKYBAHHAM.

22. BUCHOBOK (3aKJIKOYCHHS)

PesynbTati 1poro JOCHIIKEHHS MiATBEPIKYIOTH, IO
BIB y nosi 3 r/mess € Gesmeunum i edexTHBHHM
JONATKOBMM MpENapaToM AN NIKYBaHHS MALI€HTIB 13
okaneHOw emimencieio, y sknMx CkTamHi mapiianbhi
CYAOMH BQXKO MINATBCA KOHTpom. Haibiaem
YACTUMHM  HCOWMKAHMMH  SBHINAMM, SKHX  MOKHA
OWiKYBATH, €  COHAMBICTB,  TOJNOBHHH  OUIb,
3aMaMOPOYEHHS | BTOM/IIOBAHICTE.

3assHuK (BIACHHK
peecrpariitHoro
[IOCBiAYCHHS)
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

I yes

C no If not, substantiate

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

dossier), other medicinal product, new active substance

Medicinal product with complete dossier (stand-alone

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

9. Number of study participants

|6. Clinical trial phase Phase I ]
7. Period of the clinical trial November 28, 1990 - July 14, 1992
8. Countries where the clinical trial was conducted[[US
Planned: 144 to 168 patients evaluable for efficacy and
tolerance
Actual:

medication (45 placebo. 45 1g VGB, 43 3g VGB, 41 6g
VGB) in Segment 11

1g VGB, 36 3g VGB, 31 6g VGB).

203 patients entered Segment 1.
174 patients were randomized to receive study

149 patients completed the study (42 placebo, 40

10. Goal and secondary objectives of the clinical
trial

To determine the efficacy and tolerance of vigabatrin
(VGB)atdoses 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

controlled, parallel study.

Multicenter, randomized, double-blind, placebo-

12. Main inclusion criteria

likely to become pregnant during the course of the study.

partial seizures with secondary generalization.

Minimum age 18 years; maximum age 60 years.
Males and nonpregnant females who were not

Documented complex partial seizures (CPS) or

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 I.

- the absence of a seizure-free interval exceeding
28 days, over the last 8 weeks of Segment 1.

- 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 clectroencephalography (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 1 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 |fmaximum 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 wecks

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 o = .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.

One hundred and seventy-four (174) patients were
cvaluated 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).

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.
22. Conclusion The 1g VGB dose may be effective in a subset of patients,
with 3g VGB being the optimal dose based on response
and tolerability. Some patients may receive additional
benefit from 6g VGB.

21. Safety results

Applicant (Marketing
Authorization Holder)
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3BiT npo kainiyHe BUNpoGyBaHHs

1. Ha3sa sikapcbkoro 3aco6y (3a HasiBHOCTI - CABPUJI®, TabneTk, BKPUTI MTiBKOBOKO 060JI0HKOI,
HOMEp PEECTPAllifiHOrO NOCBiTYeHHS) no 500 mr

2. 3asBHuK |ITOB «Canodi-Asenric Ykpaina», Ykpaina —I
3. BupoGuuxk [[IATEOH ®PAHIIS

4. ITpoBeneni gociimxeHHs: ! TaK C wi AKILO Hi, 00IpyHTYBaTH

1) Tan nikapeekoro 3acoGy, 3a sKHM NPOBOMIACS Jlikapcekuii 3aci6 3a MOBHUM JochE (@aBTOHOMHE
abo mnaHyeThCs peecTparis JI0CkeE), iHIIKH JTiKapchKuii 3aci6, HOBa iloua pevoBuHa

Ioxgiitne cnine paHaoMizoBaHe nauebo-
KOHTPONILOBAHE NOCII/DKEHHA B MapaleJbHUX Tpymax
5. IloBHa mHa3Ba KjiHiuHOrO BUNIPOOYBAHHS, |[IJI1 BHM3HAYEHHA 3aJIC)KHOCTI BiANOBIAI Bix mo3m
KOJI0BaHHi1 HOMep KJIiHIYHOro BUIIpoGYyBaHH: BirabaTpyHy y TallieHTiB 3 HEKOHTPOJILOBAHHUMH
CK/IAJTHUMH NapLialbHUMK CYI0MaMU

Homep npotoxouny: 71754-3-C-025

‘6. ®asza K1iHIYHOro BHIPOOYBaHHS —”CDaaa I f
|L [lepios npoBesieHHs KniHiYHOrO Bnnpo6yBaHﬂ5ﬂ@ micronaza 1990 poky - 14 nunus 1992 poky —|
8. Kpainu, ne mposoaunocs  wiiniume|CILIA

BUITPOOYBaHHS

3annianosana: Bia 144 10 168 nauieHTis, siki migIsraoTs
OLIHLI W0/10 eheKTHBHOCTI i NepeHOCHMOCTi

DaxkTuyHa:
. 203 nauienru 6ymy 3amydeni g0 cermenty I.
9. KineKicTh JocmipKyBaHuX . 174 nauientn Oymu  pangomizoBami s

OTPUMaHHS I0C/IiPKyBaHUX Ipenaparis (45 mnaue6o, 45
1 rBI'b, 43 3 r BI'B, 41 6 r BI'B) B cermenri II.
. Hocaimxenus 3apepmninn 149 nauientis (42
mianedo, 40 1 r BI'B, 36 3r BI'B, 31 6 ¢ BI'B).

Busnaunru edexTuBHICTS i nepeHOCHMiCTS BirabaTpuHy
(BI'B) B mo3ax 1, 3 i 6 r/nens nopiBHAHO 3 miaue6o npu
10. Mera Ta BTOpMHHI wuini KiiHiuHOrO|KOKABAHHI 1O MPU3HAYEHOTO B JaHMH 4ac JiKyBaHH:A
BUINPOOYBaHHS npoTHeninenTuaHUMH npenaparamu (ITEIT) y nauientir
3 (OKAIIBHOIO emiNencieo, y AKMX CKIamHi nmapuiaibHi
CYIOMH BajKKO KOHTPOJIIOBATH.

BararouentpoBe pangomizoBaHe mnoxsiiime cnine

11. Tuzaiin kniHidyHOrO BUNPOOYBaHHs: .
n1a1e60-KOHTPOILOBaHE NapaliellbHe A0CITi IHKEHHS.
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12. OcHoOBHi KpuTepii BKIOYEHHS

. Minimansnuii Bik 18 poki; MakcuMaIbHHUI Bik
60 pokiB.

. Homosiku i HeBariTHi KiHKW, AKi HaBpsg um
MOXKYTb 3aBariTHITH B X0/ I0CITi UKEHHS.

. 3aJI0KyMEeHTORaHi CKiajHi mapuianbHi CYIOMHU
(CIIC) a6o mapuianeni cymomu 3 BTOPUHHOKO
reHepaisaljiero.

. Hanann BBaskaroThest HekoHTponboBaHHMH, IO
BH3HAYCHO HACTYMHHUM YHHOM:

- BUHUKHEHHA [oHaiiMmeHme mectu CIIC abo
NapiiafbHUX CyIOM 3 BTOPHHHOIO reHepali3allicto
MIPOTArOM OCTaHHIX 8 THiKHIB cermenTa I,

- BI/ICYTHICTh  iHTepBany 6e3 Hamamis, o
nepepuirye 28 nHiB, NpPOTArOM OCTAHHIX 8 TWKHIB
cermenra [.

- a[eKBaTHUA 1 CTaGiNbHMII peXUM HasBHHX Ha
PHMHKY npoTtueniientvunux npenaparis (T1EIT) 3 qanumu
33 MMHYJIHH MEpiof, IO 3aJ0KYMEHTYBalH a/eKBATHi
TEpPANeBTHYHI  BUNPOOYBaHHA 3  (eHiToiHOM 260
KapbamaszemniHom.

. He OGinbmwe aeox TIIEI npu Bkmouenwi y
JOCIi JKEHHS.
. Bisyanisauis ronoBHoro Mo3ky (marnitHO-

pesoHancHa Tomorpadis (MPT) aGo komn'totepHa
Tomorpadis (KT) 3 kontpactysauusm) npotsirom 1 pOoKy
70 BKJIFOYEHHS Y JOCTiIDKEHHS.

. 3minena enexrpoennedanorpadis (EEL), mo
JOKYMeHTY€e (OKalbHI MOPYLIEHHS, AKi CKIANAIOTHCS
a60 3 (OKaNIbHHX PUTMiYHMX YMOBiIBHEHE, Pi3KHX
nigHoMiB abo cruteckis.

. IndopmoBana  sroma. XKinku B mepion
MPEMEHONay3d TOBUHHI MiANKCATH JAOKYMEHT Mpo
BiJICYTHICTh BariTHOCTI.

. PerynspHi BisuTH B ieHTpy nocmimikeHns.

13. HocnimxyBaHuii nikapcekuii 3acif, croci6
3aCTOCYBaHHS, CHJIA il

Tabnerku, mo mictare 500 mr BIB a6o BiANoBiaHI
Tabnetkn muane6o. IMaujentn Gynu pammomizoBai B
ONHY 3 YOTHPBOX Ipym JiKyBaHHA: miauebo, | r/nens
BI'b, 3 r/nens BI'B a6o 6 r/nens BIB.

. Cermenr I: nanienTu ouinrosatucs nporsarom 12-
THW)XHEBOro nepiogy. OctanHi 8 TwkHIB cermenta |
BBAXKAJIKCS BUXiHHM piBHEM.

. Cermenr II: nmauientu 6yau pangomizosami s
orpumMaHHs  BI'b  a6o nnaueGo. JlocnimkyBauuii
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npenapat TUIpyBand B Oik 30inblieHHs (mauieHTH

NoY1HaIi NpuiimMaty no | r/nens i 36inburysany no3y na
0,5 r/nenn B 1-ii i 5-if mHi KoMkHOrO HACTYMHOTO THKHS
A0 OTPUMAaHHA MaKCHMAallbHOI PaHIOMi30BaHOI J03H)
MPOTATOM 6-THIKHEBOTO 11€Pioay.

. Cermenr III: natjentn 6ynu nepesegeni o 12-
THXHEBOTO  MiATPUMYBANBHOTO MEPIOAY, MPOTAroM
AKOro Nali€HTH OTPUMYBAJTH MiATPUMYBaNBHY 103y 1, 3
abo 6 r/nens BI'B a6o sianoigue niane6o.

[Tauienram, AKi MPUNUHAIK yYacTh Y DOCHIHKEHHI M
dac II abo III cermentiB a6o we Gpamu yuacti B
AOBrOCTPOKOBOMY BiZKpUTOMY jgocnimkenni BB, no3y
JIOCIiJDKYBAHOTO Tipenapary 3HwkyBamu (1 r/aeHs)
IOTHKHA (CErMEHT 3HUMKEHHS).

3aranbHa TpuBamicth: 18 TWkHIB 3 HojaTkoBuM 2-
THXKHEBUM TEPiOJIOM 3HMNKEHHS (Y JeSKMX MalieHTiB).
JlixyBanns BI'b aGo nnaue6o: 16 Tixuis

14.  Tlpenapar mopiBHAHHA, 103a,
3aCTOCYBaHHs, CHIa il

crocio

He 3acrocoByetncs.

15. CynytHs Tepanis

[lauienty npuitManu npuHaitMHi 0HH, ase He Ginblie
NBOX CYNYTHIX MPOTHEMiNENTUYHHUX TIPenapartiB Ha
MOMEHT  BKJIIOYEHHS B JOCHiKeHHA ((eHiTolH,
kapbamaseriH, npumiaoH, denoGapbiran, BanbnpoeBy
KUCJIOTY).

16. Kpurepii owinku edexTuBHOCTI

. YacroTa cyoM: MEPBUHHOK KiHLIEBOK TOUKOIO
AN OUIHKK edekTHBHOCTI Oyna cepejHbOMiCSIYHA
yactora CIIC (IB) nmoc BTopuHHO reHepamizoBaHmx
napuiansHux cynom (IC) B KiHui gocimkenns (ocTanui
8 TWKHIB JOCIHi/KEHHS) B MOPIBHAHHI 3 BHXiJAHUM
piBHeM (octanni 8 TwxkHiB cermenTa I).

. Tepanepruunmii yCIix: 3HHIKEHHS
cepenuboMicsiynoi actoru CIIC (IB) miroc BropunHO
reHepaiizoBanux napuianeHux cymom (IC) Ha >50%
TMOPIBHAHO 3 BUXIJIHMM PiBHEM JI0 KiHII JOCi KEHHS.

. Ouinka TepaneBTHYHOTO edeKTy JMiKapeMm.

. I'no6aspHa owiHKa Jikaps.

17. Kpurepii ouinku Ge3neku

. ®izukanbHi  OrNIAAM  (BK/IIOYAIOYM  OCHOBHI
NOKa3HUKH XKUTTEiANBHOCTI, apTepiaibHUii THCK | Maca
Tija) i HEBPOJIOTriYHI 06CTEHKEHHS.

. [To6iuni sBua
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. Kniniyni  nmaGopatopni nokasuuku  (dyHKuis

NMeYiHKH, (YHKLis HUPOK, remMaTonoriumi MOKAa3HUKH,
€JIEKTPOIITH, pi3Hi GioXiMiuHi nokasuuku i ananis ceui).

. MarsitHo-pesoHancHa Tomorpadis (MPT).

. 30pOBi, COMaTOCEHCOPHI Ta CIYXOBi BHK/IMKAHi
noTeHuianu cTosdypa mosky (3BII, CBIT Ta CBIICM).

. Koruituna  ¢ynkuis /  ncuxonoriyne
TECTYBAHHSI.

18. CrarucTuuni MeToau

JL1s1 IepBUHHOT OLIIHKH €()EKTHBHOCT] B OMUCOBHX LIJISIX
BUKOPHCTOBYBasiocs cepeane 3Havenns IB + IC i 95%
JOBipuMii iHTepBan 1A Mediand. YV BeiX aHamizax IS
MEepeBipKM  pisHULi B peakuil Mix jgosamu BI'B
BUKOPHCTOBYBABCS JABOCTOPOHHIM piBeHb 3HAYYIOCTI O
= 0,05. ;
[lepBuHHMI aHami3 NPOBOAMBCA 3 BUKOPHCTAHHAM
Habopy panux ITT, a nonomixHui ananisu nposoauHCs
3  BUKODHUCTaHHAM  HaboOpiB  JaHMX  «KOpEeKTHe
3aBEPLICHHA MPOTOKOJY», «KOPEKTHHH MPOTOKOI»,
«3aBepLICHHS JOCIIDKEHHA» i «3aBepiueHHs nepiony 8
TUXHIBY.

19. Nlemorpadiuni mnokasHuku mocimKyBaHOi
nonyJsuii (crare, Bik, paca, TOIL0)

HosoBiku i HeBariTHi xkinku (Bik Big 18 1o 60 pokis)

20. Pesynbratu eeKTHBHOCTI

Yacrora cygom: crocrepirazacs JOCHTL 3HAauHa
3a/IeKHICTh Bifl 103M Mix 36inbmendsm nosu BIB i
BHIKEHHAM 4acToTH cyaom (P = 0,0001). Edekr nosu 1

r BI'b cratuctudHo He BizpisHsBcs Bix miaueGo, ane
no3u 3 ri 6 r BI'b 3HayHo nepeBumtysanyu niaueGo. He
OyJ10 CTATMCTHYHO 3HAYYMIO! PI3HMI{ MiK rpynamu 103
3ri6rBIB.

Tepanesrvunmii  ycmix: yei  rpynu  akTuBHOrO
JKYBaHHS TOPiBHAHO 3 MIaue6o MpoaeMOHCTPYBAIK
CTaTHUCTMYHO 3HAUYIy PIi3HHUIFO [OJO0 BiJICOTKIB
MALli€HTIB, SIKi JOCATIH TEPaneBTHYHOTO YCIIXY; He
criocTepiranocs icTOTHO pisHUI Mix rpymamu 03 3 1
BI'bi6r BI'B.

21. Pesynbratu Oe3neku

Cro cimzaecat yotupu (174) nauienta Oynu oLiHeHi Ha
npeamer Oesnexku. II'aTh mauienTis, ski oTpumyBanm
npenapar 3 [BOX iHIIMX Tpyn JiKyBaHHS (IOMHJIKA
3aMiHM Npenapaty), BK/IIOYAIOTECA B 3HAMEHHHK s
KOJKHOTO OTPUMAHOrO HUMH JiKyBaHHS. TakuM 4UHOM,
JaHi npe/cTaBieHi B uinomy aus 179 nauieHris, a He a1s
174 nauienris; 45 otpumyBau niaue6o, 46 orpuMyBaH
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1 r BI'B, 44 otpumyBanu 3 r BI'B i 44 orpumysanu 6 r
BI'B.

Hacrora BUHMKHEHHS NOGIYHKMX edeKTiB, MOB'I3AHMX 3
JiKyBaHHAM, Gyia OPIBHAHHOIO Mi IPYNO miauedo i
1 r BI'b (77,8% i 82,6% BianoBinHo), a Takox Mix
rpynamu 3 1i 6 r BI'G (88,6% i 90,9% Bianosinmo).

22. BHCHOBOK (3aK/IFOYEHH)

Pesynbrartu 1s0ro noCHiIKEHHS JEMOHCTPYIOTH, WO
BI'E € Oesnmeunum Ta edekTHBHHM [01aTKOBHMM
MpenapaToM [yis JiKyBaHHA NAUi€HTIB i3 (OKATBHOK
CMINIETICiEr0, Y AKUX CKIAjHI NMapLiaibHi CYIOMH BaKO
nianalThes KoHtpomo. Jloza 1 r BI'B moxe (%
€(EKTHBHOIO Y MEeBHOI NiArpyny nauiexTis, a 3 r BI'B €
ONTUMAJIBHOIO /103010, W0 Ga3yeTbes Ha pesy/bTaTax
OO BiAMOBIAI i mepeHocumocti. Jleski naujienTH

MOXKYTh orpumam JAONaTKOBY KOPHCTE Bij 6 r BI'B.

3asBHUK (BIACHHK
peecTpauiifHoro
MOCBITHEHHS)

(+

9
W ka%"“a
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