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3BiT npo kniniune Bunpodysanus

1. Ha3pa mixapcekoro 3aco0y (3a HasBHOCTI -
HOMEDP PEECTPALIHHOTO TOCBI AUCHHS)

CABPHJI®), tabnetky, BKpUTI IIIBKOBOKO 06010HKOIO,
o 500 Mr

2. 3asBHMK

TOB «Canodi-Asenric Yrpainay», Ykpaina

3. Bupobuuk

[MTATEOH ®PAHIIIA

4. TIpoBeacHI DOCTIAKCHHS:

! TaK C mi AKIIO Hi, OOIpyHTYBaTH

1) Tun nikapeskoro 3acoby, 3a IKUM POBOAHIACH
abo nmuaHyeThCs peecTpanis

Jlikapcekuii 3aci@ 3a MNOBHHM [J0Che (ABTOHOMHE
A0ChE), IHmuif aikapehKuii 3aci, HoBa Ai0Ya peuyoBHHA

5. IlosHa Hasea KIIHIMHOrO BHIPOOYBAaHHA,
KOAOBAHHUI HOMED KIiHIYHOTO BHNPOOyBaHHs

[lepepipka 1 ouiHOBaHHS NIKAPCHKOT B3aeMOMii MiXK
BirabarpuaOM i eniToinom
Homep nporokony: 316

]tba'sa I

[1987

6. ®asa KITHIYHOTO BHITPOOYBaHHA

7. Ilepion npoBeeHHs! K1iHIYHOrO BHIPOOYBAHHS
8. Kpaiau, ne nposogmmocs  KIIHIYHE
BUNPOOYBAHHS

Benuka Bpuranis

9. KinbKicTh ZOCTIKYBaHUX

3anmanosana; 12
daxTuyna: 8

10. Mera Ta
BUITPOOYBaHHS

BTOPHHHI LiTl  KIIHIYHOrO

Mera uporo nocmimkeHHs 3 6araropasoBUM BBEICHHAM
i3 3acTocyBanusM koMOinauil Birabatpuny i deniToiny
nojasrana B TOMY, 11106 BU3HAYUTH, YU BIUNIMHYTE
Garatopaszosi mepopansHi ao3u Birabarpury (2-3 r
WOAHS) M[POTATOM 6 TWHKHIB Ha KOHLEHTPALIIO
(eniToiny B mmasmi kpoei. Bicim amGynaroprux
A00pOBOJIBLIB YOMOBIMOI TA JKIHOYOT CTATI 3 eNienciero,
sKi oTpuMyBanu crabiibHi 403M QeniToiny mporsarom
IOHANMEHIIE ONHOTO MiCAUS, B3ISIM y9acTb
nocHiKeHHl 1 yemiwHo #oro 3asepummin. Ilzasmosi
KOHIeHTpauli ¢Qenitoiny BumipoBanu B nmasmi, a
meTaboniti (eHiTOIHY BEMIpIOBanU B ceul g0, mix Hac i
nicns OHOYMACHOTO 3aCTOCYBaHHA Birabarpumy. Byiu
TIPOBEIEH] TECTH HA KIIPEHC AHTHIIPHHY A1 MEPEBipKa
Gepmentroi inaykuwii aGo wmpurHivenss, i 6ymo
BU3HAYCHO 3B's3yBaHHA (eHiTOiHY 1 BiraGarpuHy 3
Ginkamn.

11. Tuzaiin K1HIYHOrO BHOPOOYBaHHS

Y 10CAimKCHHI B3SIHM YYacTh BiCiM aMOymaTopHHX
nauieHTiB 3 eninenciero. Yci manienTd npmitMami
cTabimeHi 7031 (eHITOIHY NPUHAAMHI TPOTATOM MicsLa
10 mouatky gociimkenss. Kpim kiinHiuaMx o3Hak i

CHMNITOMIB eminencii, y no6Gposonsiis He Oy10 IHIIMX
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3HAUHMX MOPYIUCHb 3/0POB'M, BHXOAAYM 3 ICTOpIi
XBOpoOM, (I3MKATBHOIO OOCTEKCHHS Ta KIIHIYHHX
naGopaTopHux TecTiB. Yl MAali€HTH OTPUMYBAIH iHILI
NIPOTHEIIIENTHYHI IPENapaTH Ha AOJATOK 40 (HEHITOIHY.

Beenenns npenapary i IpoBeACHHSA TOCTIDKEHHS

JlocmiKCHHST TIPOBOIMIIOCS Y BHIVISIAL BIAKPUTOrO
sunpobysanns, [MauienTn orpumysann ctabineHY 403y
teniToiHy, npuHAIIMHI OPOTATOM MICALl OO MOYATKY
nocaimkenns. LlloxaliMenine ABa BUXifHI 3pa3ku Kposi
Opayu 3 IHTCPBATOM B OAMH TIDKAEHB A0 IMOYATKY
npuiiomy BirabaTpuHy /1Sl BU3HAYCHHS KOHLEHTPALil
NPOTHENMIIENTHIHHX npenaparis. [MoTim a0
NPOTHEMLICHTHYHOIO PEXHMY JIKyBaHHA OYB J0maHHIH
BirabaTtpun, cmouyatky B 103i | r aBa pazu Ha neHs
NPOTArOM THXKHS, MOTiM 30imsmIyBanu A0 1,5 r apa pasu
Ha newp mnpotarom 4 TtmwkaiB. [licns usoro nosy
Birabarpuny sHmkysanu 10 | r gsa pasu Ha HeHb
NpPOTArOM TIDKHS, a TIOTIM NpPHAOM NPHIHHAIH.
[lporaromM ycbOro JOCHDKCHHS [ALIEHTH  BCIH
peecTpanico cyaoM 1 Bim3Hawanu Oyaes-ski noGiusi
ABHIIA,

o mouarky npuiiomy BiraGaTpuHy i MICHst YOTHPHOX
THXKHIB MPHHOMY BirabaTpHHy MPOBOJMIIN TECT KIIPEHCY
AHTHITIPHHY, BH3HAYANM 3B'A3yBaHHs (QeHiToiny 3
OlTKaMH ILIa3MH 1 KOHLUEHTpanio Merabonitis denitoiny
B cevi.

36ip 3pa3kis

3paskn BeHo3HOi kpoBi Opamum Mk 0900-1000
rOAHHAMM TPOTATOM NEPioAy BHXIAHOTO PiBHA i gepes 2,
4, 5, 7 1 9 THXHIB NICAS [OYATKY OJHOYACHOTO
3acrocyBaHHs Birabarpuny. [lnasmy BimoxpemutroBanu
Bif KiiTHH KpoBi i 3amopoxyBamu mpu -20°C 1o
nposeaeHHsA aHanizy. Ilporuenimentuuni npenapartu
AHAMI3yBaTH 3 BHKOPHCTaHHAM  (JIYOPECLEHTHOrO
nonspusaniiioro imyHoanamsy (TDX-Abbott) B oguiit
cepii. ITicnst riapoaisy IIOKYPOHIOZHOTO KOH'IOTaTy p-
HPPH Tta eumiproBanus wmeronom BEPX y ceui
su3Ha4amy cnisBinsoumenss p-HPPH no denitoiny.

Aurunipun (600 Mr) BBOZHIAN HEPOPANBHO TIC/s
HIYHOIO TrOJOAYBAHHA, 1 Opamu 3paskd CAMHH A0
BBCJCHHsI aHTHMIpuHY 1 uepes 1, 2, 3, 5, 8, 24 i 32
rogunan. CauHy 3aMOpOXKYBATH OO aHATI3Y METOAOM

BEPX.
KpimM kiaiHidHHX O3HAaK 1 cuMOTOMIB eminencii, y
12. OcHOBHI KpUTEPIT BKIIOYEHHS nobpososbiip He Oyno IHMX 3HAYHHX TOPYIIEHB

370POB'A, BHXOMIYH 3 icTOpiii xBopoOu, (isukamsHOro
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00CTCIKCHHS Ta KIIHIMHHX 1a00paTOpHHX TECTIB, Y CoMH
nauieHTiB OynM AIarHOCTOBAHI CKIAAHI mapUiaibHi
CYIOMH, @ y OJHOrO NauicHTa OYyIH TOHIKO-KIOHIYHI
CYHOMH.

13. JlocmimxyBanuii nikapcekmii 3acif, cnoci6
3ACTOCYBAHHS, CHAA il

Jl0 NpOTHEMINENTHYHOrQ pPEKUMY IIKYBaHHH OyB
Jozanuii BirabaTpuH, cmovaTky B A03i | r asa pasu Ha
JCHb NPOTSATOM THIKHS, MOTIM 30ineuryBanu no 1,5 r asa
pasd Ha neHb nporsiroMm 4 TiokHIB. Ilicns usoro nosy
BirabaTpuHy 3HIKYBanu A0 | r JgBa pasu Ha HEHB
NPOTITOM THIKHSL, d TIOTIM NPHIIOM NPUITHHSIA.

14. Tlpemapar mnopiBHAHHS, cnoci6

3ACTOCYBAHHS, CHIIA Iii

nosa,

He 3acTocoByeThes.

15. CynytHs Tepanis

Vel pauieHTH OTPHMYBAIH IHIN MPOTHENiTEOTHYHI
npenaparty Ha 104aTokK 1o ¢eniToiny. Kpim deuitoiny, 6
nanieHTiB oTpUMyBatH KapGamaiemid, 3 OTpuUMYBaIH
k106a3aM 1 3 OTPHMYBAJTH BABIIPOAT HATPIFO.

16. Kpurepii oninkn edexrusHocTi

Bymu  pospaxosanml  mepiog — HamiBBHBEACHHS
AHTUIIPHHY, IUIOMA MiJ KPHUBOK KOHUECHTpAlig-uac i
KaipeHc. 3p's3ypaHns GeHiTOIHY Ta BirabaTtpuny 3
OUTKkaMH TIa3MH KpPOBI Ta BIIWB BiraGarpuHy Ha
3B'SI3YBAHHS (enitoiny BH3HATATH METOJIOM
PIBHOBAJKHOTO Jiauizy.

17. Kputepii oninku Ge3neku

ITpotsiroM yceOro MAOCHIIKCHHA MALIEHTH BCAM
peecTpauio cyaoM 1 BigzHauanu Oyae-aki noGiuai
SABHIIA.

18. CrarucTHYH] METOAH

BukoHaHHs aHATITHYHHUX METOMIB B X0l AOCTIIKCHHS
HE BKA3aHE B MPOEKTHOMY 3BITi.

19. [Jemorpadivni MOKa3HHKH JOCHIKYBAHOT
nonywinii (cTare, BiK, paca, TOO)

Bicim nawienTis (6 4onoBikiB 1 2 XKIHKH) BISIIH YIaCTh
Yy AOCTIIKEHHI, 1 BCl BOHH YCHIINHO 3aBEPLUMIN HOTO.
Cepeaniii Bik nauienris cranosus 30,9 poky (aiamazou:
17-51).

20. Pesyneratn eexTuBHOCTI

Konuecntpauii dbenitoiny micias 4 TwxHiB niKyBaHHs:
BIrabaTpuHOM HE 3MIHIIHCA. 3HHKEHHS KOHUCHTpauii
teniToiny (cTatHcTHYHO 3Hauyme) Binlymocs uepes 5
THXKHIB (depe3 4 THXKHI [ICH# NOYaTKy MOBHOIO
nmikyBanHs BiraGarpuHOoM). 3MIHM KOHUEHTpAUIl IHIIUX
HNPOTHCILICH THYHHX npenaparis HE Oy
OJHOMAHITHHMHM 1 HE  JOCATajlM  CTATUCTUYHON
3HagymoeTi. Y wii momynsuii He Gyn0 OAHOMAHITHHX
3MiH (papMaKOKIHETHKH AHTHIIPHHY, a TAKOK He Oymao
Bin3HA4YeHO Oyap-AKkuX BiAMIHHOCTEH y 3B'f3yBaHHI 3
Outkamu, criessinHomenni p-HPPH/DPH y ceui abo
edexry sBiraGarpuny Ha 3B'a3yBaHHs (eHITOIHY 3
OlIKaMH TUIa3MH.
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Y upomy mocmizkeHHi 610 niATBEPIKCHO B32EMOII0
Mk BiraGarpuwom i (enitoinom. Komuenrpanis
deniToiny B nnasmi Kposi 3HmKyBamacs Ha 23%, kKoau
MALICHTH OTPHMYBATH BirabaTpHH NPOTATOM 4 TIKHIB y
[OBHHX TEPaNeBTHYHHMX H03ax. J[[MBHO, MmO 3MiHA
BII3HAYAMACA uepe3 4 THyKHI MICHs 3aCTOCYBAHHS MOBHOT
Aosu, a He depes 3 mwkei. Llg 3mima moxke Gytm
PEe3yIbTaTOM KIIHIMHAX OOCTaBHH, He OOOB'M3KOBO
MOB'S3AHMX 13 0HOYACHHM 33CTOCYBAHHAM BirabaTpuny
1 peniToiny. OCKINBEKH HE CIOCTEPITANOCS HOIHUX 3MIH
y KiHeTHni aHTHmipuHY, Metabomismi  (enirtoiny,
BU3HAYEHOMY 3a exckpenico p-HPPH signocno DPH,
abo B XapakTCpHCTHKAX 3B'I3yBaHHH, TPHYMHA 3MiHH
KOHUEHTpamil ¢eHiTOlHY B maasMi  3anMmaeTbes
HE3PO3YMLIOH.

21. PesynsraTn Gesnexu

YV uoTHpHOX NAmi€HTIB crnoCTEpirazace MO3MTHBHA
TCPanmeBTHYHA BiANOBiAP Ha Birabarpun. Haiibimem
HOIHPSHAMHU HebaKkaHnMu SBHILAMH,
32PCECTPOBAHMMHE  MALi€HTaMH, OyaH COHMMBICTE 1
3AIAMOPOYCHHS, X04Ya JKOAEH i3 CHMNTOMIB He OyB
ToKKMM.  JloTpuMaHHS pexuMmy Tepanmii, 3rigHO 3
|1oxymenTaniero obiky npenapaTtis, Y10 uyI0BUM.

22. BuCcHOBOK (3aKIr0ueHH)

e nocmimkeHHs miaTBepaAna0, WO gificHO ICHY€
B3aeMonis MK BiraGarpuaom i demiroinom. Cepemms
KOHLEHTpawis (eHITOIHY B IU1a3Mi KPOBi 3HIDKYBaach
Ha 23%. Mexanism B3aemomii He3posyminmii, anue,
BIDOTiZHO, 4ACTINNI TPHYMHHM, Taki SK 3MiHH B
38'13yBanHi Birabatpudy abo ¢enitoiny 3 Sinkamu, abo
3MIHM AKTHBHOCTI ()CpMEHTIB, BH3HAucHi 3a mepionom
HAMIBBUBECHHS | KITIPEHCOM aHTHIIPUHY, MOKYTh OyTH

3aaBHUK (BTACHHK
peecTpaniiHoro
MOCBIAYEHHS)

- ggnoqeﬂi 3 PE3yIBTATIB UBOTO MOCTIKEHHSL.
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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 Study to Evaluate the Effects of Chronic Dosing with
VGB (1500 mg BID), Alone and in Combination with an
Acute Oral Dose of Clonazepam (0.5 mg), on

Psychometric ~ Performance in  Healthy Human
Volunteers
Protocol number: 367

6. Clinical trial phase Phase I

|7. Period of the clinical trial October 1990 to March 1991

[8. Countries where the clinical trial was conducted

UK

9. Number of study participants

Planned: 12 subjects

Actual: 12 subjects

10. Goal and secondary objectives of the clinical
trial

The objective of this randomized, double-blind, multiple
dose, 4-period crossover study was to determine possible
pharmacokinetic or psychometric interactions between
vigabatrin and clonazepam in 12 healthy, male
volunteers. Concentrations of the vigabatrin and

clonazepam in plasma were measured following dosing
by HPLC.

11. Design of the clinical trial

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

The study consisted of 4 study periods, cach lasting 4
days. During each period, vigabatrin (1500 mg BID) or
placebo was given for 48 hr to maximally inhibit GABA-
transaminase activity. During the 48 hr pretrcatment
period the volunteers were restricted to the hospital
complex but were allowed to attend lectures. However,
the volunteers ate and slept in the Clinical Trials Unit.

On the third day vigabatrin (1500 mg) or placebo and
clonazepam (0.5 mg) or placebo were given in
combination. The treatments were: 1) vigabatrin (1500

mg) plus clonazepam (0.5 mg); 2) vigabatrin (1500 mg)
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plus placebo clonazepam; 3) placebo vigabatrin plus
clonazepam (0.5 mg); and 4) placebo vigabatrin plus
placebo clonazepam. Each treatment was administered in
a double blind, randomized crossover manner.

On the moming of the study day after an overnight fast,
silver-silver chloride eye movement electrodes were
attached, a 19 g "Y-can' cannula was inserted into a
forearm vein for multiple blood sampling and a baseline
blood sample was taken. Supine and standing baseline
vital sign observations (blood pressure and heart rate)
were taken and baseline psychometric tests (saccadic eye
movements, pharmaco-EEG, the tapping task, syntactic
reasoning and a mood adjective checklist) were recorded.
After testing, the volunteers were given the medication.
For the purposes of this summary, the pharmacodynamic
parameters will not be summarized.

Venous blood samples were taken before the start of the
study and immediately before the dose of double-blind
medication. Additional blood samples were taken at 0.5,
1,2,3,4,6,8, 12, 24, 36 and 48 hr after dosing. Samples
of blood were taken into heparinised collection tubes and
the plasma separated. The plasma samples were stored at
-20°C until completion of the study and until analyzed.
Vigabatrin and clonazepam were analyzed in plasma
after chromatography by a HPLC method.

The subjects were 12 healthy, adult, male volunteers who
had not been taking any medication for at least 3 months
prior to the study. The subjects were deemed healthy
based on medical histories, physical exam and clinical
laboratory tests. The volunteers had good eyesight and
were free from ocular disease. The subjects had no
history of psychiatric illness or any significant clinical
illness within 3 months of the study. The physical
examination, hematology and clinical biochemical
screens were repeated on completion of the study.

Vigabatrin (3 x 500 mg) tablets
Repeated oral administration

12. Main inclusion criteria

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

Dose: 1.5 g
14. Comparator, dose, method of administration, || Not applicable.
strength
15. Concomitant therapy ” Concomitant drug: Clonazepam (0.5 mg) tablets |

Pharmacokinetic Calculations

For vigabatrin, area under the plasma concentration-
time curves for 24 hr (AUCq.12 , meg/mL x hr) were
calculated by the trapezoidal rule. Peak concentrations

16. Efficacy evaluation criteria
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(Cmax, mecg/mL) and time to peak (Tmax, hr) were
obtained by visual inspection. Analysis of the terminal
elimination rate (B) was performed by least squares lincar
regression analysis of the terminal exponent of]
climination and expressed as the half-life of elimination
(TV2 = In2/B). Only Cmax and Tmax were observed for
clonazepam because the limits of quantitation of the
assay were close to the actual measured values.

|17. Safety evaluation criteria |_Clinical Evaluation for adverse events
The mean differences between treatments were compared
18. Statistical methods by ANOVA. The 95% confidence interval of the

differences were computed.

12 healthy male subjects. The mean age of the subjects
was 22.0 years (range: 21-26) and weight 76.7 kg (range:
62.2-99.6) before the study and 78.4 kg (range: 66.5-
105.0) after the study. The gain in weight was attributed
to the diet available at the clinical site.

Analytical Methodology

The mean inter-batch precision for the low, medium
and high quality control test samples of vigabatrin was
10.02% at 16.00 memol/L, 5.31% at 152.0 mmol /L and
6.67% at 634.0 mcmol/L with an accuracy of 98.9%,
101.1% and 98.6%, respectively. The mean inter-batch
precision for the low, medium and high quality control
test samples for clonazepam was 8.93% at 6.6 nmol/L,
6.78% at 16.3 nmol/L and 3.86% at 32.9 nmol/L with an
accuracy of 110.3%, 106.7% and 99.9%, respectively.

Pharmacokinetic Evaluation

Mean AUCo.12 for the without clonazepam treatment
was 1447.0 £ 196.3 memol*hr/L and with clonazepam
treatment 1477.0 + 149.5 mcmol*hr/L. Clonazepam
treatment did not effect the mean steady-state vigabatrin
plasma concentration. Mean Cmax for vigabatrin without
clonazepam freatment was slightly higher and the
climination half-life was slightly longer.

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

20. Efficacy results

Adverse events were reported in 11 subjects who
reported 25 adverse events during the course of the study.
Drowsiness and tiredness were experienced in all 4
combinations of study drugs and placebo in about equal
incidence. Other adverse events reported were dizziness,
nausea, vomiting diarrhoea, rash, poor concentration,
headache, diplopia, nystagmus, periscapular pain,
epistaxis and brisk reflexes post study.

21. Safety results
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The results of this study suggest that co-administration
of vigabatrin with clonazepam may slightly alter the
pharmacokinetics of vigabatrin. The slightly lower Cmax
22. Conclusion and slightly shorter half-life of elimination may suggest
a faster clearance. The similarity of the AUC with and
without clonazepam would minimize the clinical
significance of any changes.

Applicant (Marketing
Authorization Holder)

{ji 0 1 grfc
P;\ mguul
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3eit npo kainiune Bunpobysanns

1. Hassa nikapcbkoro 3aco6y (3a HassHOCT] -
HOMEP PEECTPaLiiHOTO OCBiA9eHHS)

CABPUJI®R), TabneTku, BKPUTI ILIIBKOBOO 000I0OHKOK0,
o 500 mr

|2. 3asuBHUK

TOB «Canodi-Ascnric Yxpainay», Yrpaina l

|3. Bupobrux

[TATEOH ®PAHI{IS |

4. Ilposeneni nocnigxkeHHs:

I O wmi

TaK SIKIIO Hi, 06rpyHaTYBaTH

1) Tun nikapcekoro 3aco6y, 3a sKUM IPOBOAKIACH
ab0 niaHyeTbCs peecTparis

Jlikapcwkuii 3aci6 3a moBHMUM 1OCBE (aBTOHOMHC
A0Che), IHIKIA TiKapchKuii 3aci6, HOBA AiOYa PeYOBHHA

5. Tlosna wHasea xmiHiuHOrO BHIPOGYBaHHA,
KOZOBAHUH HOMEP KAIHIYHOTO BUNPOOyBaHHS

JocaimxenHs OLiHKY BILTHBY XPOHIYHOTO 3aCTOCYBAHHS
sirabarpuny (BI'B) (1500 mr asiui ma 106y), oxpemo i B
KOMOIHAWI] 3 TOCTPHM MEPOPATBHHUM 3aCTOCYBAHHAM
kronasenamy (0,5 Mr), Ha MCHXOMETPHYHI MOKA3ZHUKH y
310POBHX J00POBOIBIIE

Howmep nportoxomny: 367

6. Dasa KIIHIYHOTO BUNIPOGYBaHHs

Pasa |

-

7. Ilepion mpoBeacHHS KIIHIYHOTO BUIPOOYBAHHS

3 :xosTHs 1990 poxy a0 Gepesns 1991 poky

8.  Kpaiaun, e
BHIIPOOYBaHHsI

NPOBOIMIOCH  KIiHIYHE

Bemuka Bpuranis

9. KinbkicTs nocmimpkysanux

3armranosana: 12 oci6
@aktuuna: 12 ocib

10. Mera Ta
BUITPOOYBaHHS

BTOPHHHI Ui  KIiHIYHOrO

MeToro mBOTO PaHIOMI30BAHOTO MOIBIHOTO CiMmOTO
IIEPEXPECHOrO AOCAIIKEHHS 3 6araTopasoBUMH JO3aMIL,
pospaxoBaHoro Ha 4 mepioad, Oymo0 BU3HAUEHHS
MOXKTHBHX (DAPMAKOKIHETHYHHX 200 MCHXOMETPHIHHX
B3aeMOAiil Mix BiraGarpumsom 1 kiaomazemamom y 12
30POBHX 10OPOBONBLIB 40108401 cTari. KonuenTpamii
BirabaTpuny i KIOHA3enaMy B MIA3Mi BAMIpIOBAIH ITic/Is
BBCACHHS 1034 McTonoMm BEPX,

11. Tusaiin knigivsOro sunpodysanHs

Pangomizosane  moasiiime  cmime  mepexpecue
A0CITIIKEHHA 3 6araTopasoBUMH J03aMu Ta 4 nepiogamu.
Hocmipxenns cknagamocs 3 4 nepionis, KoweH
TpuBanictio 4 aui. Ilporsrom kokuoro mepioxy
sirabarpus (1500 mr 1givi na 706y) abo miauebo gasanu
mpOTAroM 48 roauMH ITM MAKCHMAJIBHOTO TPHTHIYCHHS

aktusHocTi [AMK-tpancaminasu. I[Iporsrom  48-
TOOMHHOrO  MEPioAy 10  BBEACHHS  TpEnapaty
nobposonbui  ManM  nepebysatH B TIKAPHAHOMY

KOMILIEKCI, aJ¢ IM A03BOISIOCS BiZBiZyBAaTH AeKuii.
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Onnax no6posonsyi inu i cnanu y BiznineHn] kaiHITHEX
BUTIPOOYBaHb.

Ha rperiii nens Birabatpun (1500 mr) a6o muauc6o i
knonaszenam (0,5 mr) abo nauebo gasaam B komGinawii,
Jlikysanna prarouano: 1) sirabatpur (1500 mr) mioc
kmorazenam (0,5 mr); 2) siraGarpun (1500 Mr) muroc
nauebo-kiaonazenam; 3) ruiaueGo-sirabaTpun TuTEOC
knonasenam (0,5 mr) i 4) mnaue6o-sirabarpun nmoc
npauebo-rionasenam. Koxuuil sapiant ikyBamms
MPOBOAMBCSA  MOABIHHMM  CHIMHM  PaHAOMI30BAHHM
MEPCXPECHUM METOIO0M.

Bpanui B gewe npocaimxenns micms  HiuHOro
rONOAYBAaHHA NPHKPIISUTH CICKTPOJH AN PeecTpanii
pyXy oueii 31 cpibma / xaopumy cpibma, B BeHy
nepeAnIiyg BBOMUIH KaHomo «Y-can» 19G mus
GararopazoBoro B3ATTA KPOBI i Gpanm 3pasok Kposi Ha
BuxinHOMy piBni. Busnauwanm BuxinHi  ocHosHi
NOKa3HHKH JKHTTENISAIBHOCTI B TOJOXKEHHI IeXayu i
CTosuH  (apTepianbHMH THCK 1 4YacTOTa CepLEBHX
CKOPOYCHB), & TAKOXK NPOBOJMIN GA30Bi MCHXOMETPHUHI
TECTH (cakaznuHi pyxy oueii, dapmaxo-EEI, tect
NOCTYKYBAHHSI, CHHTAKCHYHI MIPDKYBAHHS | KOHTPOAbLHHIA
CIMHCOK TMPHKMETHHKIB HacTporo). Ilicns rtectysanus
A06POBOJIBLI OTPUMYBATH TIpenapar. ¥ aaHOMy pesioMe
(apmaxoaHHAMIYHI TAPAMETPH HE I1iICYMOBYIOTBCS.

3paskm  BeHO3HOI kposi Gpamm o MOYATKY
aocaikeH s | Ge3nocepeiHbO Mepen BBCACHHAM 103U
npenapary noABIHHMM chainuM MeTogoM. JlomaTkosi
3pasku kposi Gpamu wepes 0,5, 1,2, 3, 4, 6, 8, 12, 24, 36
1 uepes 48 roaun micis BBEACHHS A03H. 3pasku KpOBI
BHOCHIH B NPOOIpKM 3 remapuHOM i BigokpemmoBamn
nasMy. 3pasku miasmu 30epiranu mpu TemmepaTypi -
20°C no 3aBepuUICHHS AOCTIMKCHHS i DO MPOBCACHHA
anamizy. BiraGarpus i knonaszenam ananisysany B masmi
nicns xpomaTorpagii metogom BEPX.

Bynm samyueni 12 3mopoBux gopocmmx moBpoBonbuis
HOJIOBIYOI CTATi, SIKI HE MPHIMAIIHN KONHHUX MpenapaTis
NpoTAroM MpHHAIMHI 3 MicaniB 10  mowatky
noctimkenna. Ha miacraei amammesy, disuxambHOTO
OrAY Ta KiuiHivHuX naboparopumx amamizis Gymo
12. OcHoBHI KpHTEPIT BKIIOUCHHS BU3HAYCHO, WO  gobpoBonsui €  370pOBHMH.
Hobposonbui mamm noGpuit 3ip i He crpawaanm
3axBOproBaHHAMHM oueH. [lporsirom 3 wmicsiuiB o
AoCHIDKEHHS Yy 100poBOTBLUIB B aHamHe3i He Gymo
NCHUXIYHHX 3aXBOPIOBaHB aG0 Oyab-AKHX 3HAYHHX
KIIHIYHUX po3nazis. Dizukanbumii orJIsia,
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reMaToNOridHl Ta KmiHIYHI OioxiMiuHi aHamisu Oyau
TOBTOPEHI MMIC/IA 3aBEPIICHHS TOCTIIKECHHS.

13. HocmimkyBaHuii gikapcekuii 3aci®, cmociG
3ACTOCYBAaHHA, CHa Ail

Birabarpuu (3 x 500 mr) TaGiaerku

[TosTOpHE MEepopabHE BBEICHHS
Josza: 1,5r

14. TIlpenapatr mnopiBHsHHS, crnocio

3aCTOCYBAHHS, CHIA Aii

no3a,

He 3acrocoByerses.

15. Cynyrns Tepamnis

Cynyrniii npenapar: kionasenam (0,5 mMr) y TabaeTkax

16. Kpnrepii ouinku edekTuBHOCTI

DapMakOKIHETHYHI PO3PAXYHKH

Hns  piraGatpury 3a  npasmiom  Tpameuiii
pPO3paxoByBand IUIONLY IiJ KPHUBHMH IIa3MaTHYHA
KkoHUeHTpanig-4ac npotarom 24 roaus (AUCo.12, MEr/Ma
x rox). Bynun Bu3HaueHI MakcHManbHI KOHUEHTpauii
(Cmax, MKr/Mi) i 9ac 10 MakCHMaibHOI KOHLEHTpAIii
(Tmax, rox.) uULIAXOM BI3yadbHOrO oOrIaxy. AnHamia
KiHIeBol weuaKocTi eaiMinauii () nposoauu MeToaoM
JIHIHOTO perpeciHHOTO aHanisy 3 HaliMEHIIHME
KBAIPaTaMH IIOAO KIHIEBOTO MOKA3HHKA emiMiHamii i
BUPKAJIM Y BUridl nepiony Hanissuseacuus (T1/2 =
In2/B). Jima xmonazenmamy Bu3Hagamu Tiabkm Cmax i
Tmax, ockinbku Mkl KITBKICHOrO BU3HAYCHHS aHATIZY
Oynu Gru3bki 10 GAKTHUHNX BUMIPSIHUX 3HAYCHB.

17. Kpurepii ouinku Gesnexu

| Kniniuma onisxa neGaxannx ssuy

18. CrarucTHuHi MeToau

Cepenni BIAMIHHOCTI MiXk METOJaMH TIOPIBHIOBAIHCA 32
aonomoroww ANOVA. Bys pospaxosanmuii 95% nosipunii
IHTEpBAT NIOO BIAMIHHOCTEH.

19. Jemorpacdiuni TOKa3sHUKH AOCIIKYBaHOT
nomnynii (cTars, Bik, paca, TOO)

12 3mopoBux no6posoabLis yonosivoi crati. Cepenniii
Bik 1o6poBonbLie cranosus 22,0 poky (aianazon: 21-26)
i maca Tina — 76,7 xr (aiamasom: 62,2-99.6) mo
aocainxenns 1 78,4 kr (mianason: 66,5-105,0) micns
maocmimkenHs. 301nbeHns MacH Tina 6y/10 NoB'M3aHo 3
JIETOI0 B KITIHIYHOMY LEHTPI.

20. PesynbraTi edekTHBHOCTI

AHaJTiTHYHA METOI00Tis

Cepeans MixkcepiiiHA TOYHICTE I KOHTPOJBHHX
3paskiB BIrabaTpuHy HU3bKOI, cepeaHboi 1 BHCOKOT
akocri cradosuma 10,02% npu 16,00 mxmoms/n, 5,31%
npu 152,0 mmoas/n i 6,67% npu 634,0 mxMoas/a 3
TounicTio 98,9%, 101,1% 1 98,6% sianosiano. Cepeans
MDKCEpiiHa TOYHICTB VT KOHTPOABHHX 3pa3KiB HH3bKOI,
CCpeAHBOl Ta BHCOKOI SIKOCTI A  KIOHA3enamy
cranosuna 8,93% npu 6,6 umons/n, 6,78% npu 16,3
HMOIb/1 1 3,86% npu 32,9 aHmons/n 3 Tounictio 110,3%,
106,7% 1 99,9% sianosigHoO.
DapmMakokiHETHYHA OLHKA
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Cepeane smausennsn AUCo2 pat  meromy 0Oc3
KIoHasenmamy cranoBmiao 1447,0 £ 196,3 mxmons*roa/n,
a 3 Kronasenamom — 1477.0 + 1495 mxmons*roxa/n.
Benenns KIOHasenmamMy He BIJIMBANO HA CEPETHIO
PiBHOB&XHY KOHLIEHTPALIIO BiraGaTpiHy B M1a3Mi KPOB.
Cepenne 3nauenns Cmax BiraGatpuny 6e3 kionasenamy
Oyso Tpoxu BUIE, A TIEPIOJ HAMIBBUBENCHHS 6YB TPOXH
Oinbime,

Hebaxani ssmina cnocrepiramucsa y 11 no6posonsiis,
sKi mosizoMunH npo 25 HefaxkaHux sSBHII B XOAi
TOCTIKEHHS. ConmuBicTs i BTOMIIFOBAHICTB
CIIOCTEPIranucs B yeix 4 xomGinHauisx JOCTIIKYBAHUX
npenapatie i mnaueGo npuOIM3HO 3 OJHAKOBOIO
21. PesymeraTu Gesnexu 4acToTor0. [nmumu HebakaHuMu sBHIAMH, TIPO AKi
nosizommanocs, Oyam  3amaMOpOYEHHA,  HYZOTa,
OmroBaHms, Aiapes, BHCHII, MOPYIUCHHS KOHUCHTPAIL,
rOJOBHHH OiNb, AUILTOMIN, HiCTArM, NEpHCKANyIsPHHI
Oims, HOCOBa KpOBOTEYAa 1 KBaBi pedaekcn micas
MPOBEACHHS JOCTIIKEHHSI,

PesynabTaTi 1BOr0 AOCIHIIKCHHS NPOACMOHCTDPYBAIH,
W0  OJAHOYACHE  3acTOCYBaHHA  Birabarpuny 3

KJIOHA3€IaMoM MOKE HE3HAYHO 3MIHUTH
(bapmaxokinernky BiraGatpuny. lemo Hmxumii piseHb
22. BUCHOBOK (3aKmO9YeHH:) Cmax 1 Jemo kopoTwwii mepion HamiBBUBEIEHHS

MOXKYTB CBIZYHTH 0pPO OIIBII IUBHIKE BUBEICHHSA
npenapary. [lonibmicte AUC npu  sactocysamni
KJIOHa3emaMmy i 6€3 HbOTO 3BOUTE 10 MIHIMYMY KIIHIUHY
MICTh OYb-SIKHX 3MiH.

; ' G
7 4CAHOfI)‘ \"2
mﬁm&ﬂw )

3aseHuk (BIACHHK
peecTpaLiiitHoro
MOCBIIYEHHA)
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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

Interaction Study between Vigabatrin and Phenytoin in
Patients Suffering with Epilepsy

Protocol number: 369

6. Clinical trial phase ||Phase I

7. Period of the clinical trial ”1990 |
|8. Countries where the clinical trial was conducted|[UK |
9. Number of study participants g:?ur;‘d] ;2

10. Goal and secondary objectives of the clinical
trial

The objective of this open, add-on study in patients with
refractory epilepsy was 1) to compare the absolute
bioavailability, volume of distribution, metabolic
clearance and renal clearance of phenytoin in epileptic
patients, not previously treated with phenytoin, prior to
and after chronic therapy with vigabatrin; 2) to define the
mechanisms by which vigabatrin reduced plasma
phenytoin levels in patients with epilepsy; and 3) to
monitor and record any adverse effects.

11. Design of the clinical trial

The study was conducted as an open trial. The patients
were receiving a stable dosage of not more than 2 anti-
epileptic drugs with enzyme inducing properties prior to
the start of the study. The patients simultancously
received a single 100 mg oral dose (Epanutin capsule) of]
nonradioactive sodium phenytoin immediately followed
by an intravenous dose of 0.21 mg “C-phenytoin (0.27
MEq) on Study Day 1. After Study Day 1, the patients
received vigabatrin 1 g/day (500 mg b.i.d.) for one week,
2 g/day (1 gb.i.d.) for one week, and 3 g/day (1.5 g b.i.d.)
for a minimum of 6 weeks. Patients unable to tolerate 3
g/day were maintained at 2 g/day for the duration of the
study. After 6 weeks on vigabatrin treatment (while still

on vigabatrin therapy), the patients simultancously
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reccived a single dose of non-radioactive phenytoin and
'*C-phenytoin (Study Day 2) identical to Study Day 1.

Patients were assessed at the end of week 1, 3 and 8
(after Study Day 2) for frequency and severity of seizures,
physical and neurological status, and response to
vigabatrin. Blood samples were taken at each visit for
routine hematology and clinical chemistry as well as for
vigabatrin and anti-epileptic drug concentrations.
Adverse events were reported. At the end of the study,
patients who responded well to the vigabatrin therapy
were allowed to continue on vigabatrin in addition to their
existing therapy as part of a long-term safety and efficacy
protocol.

Sample Collection

Venous blood samples were drawn at 0.25, 0.5, 0.75, 1,
2,3,4,5,6,7,8, 10, 12, 24 and 48 hr after dosing for the
measurement of phenytoin and plasma radioactivity on
Study Days 1 and 2. Plasma was separated from blood
cells and frozen at -20°C until assayed. Total urine was
collected over a 24-hr interval on Study Days 1 and 2
also. Vigabatrin was measured by HPLC with
fluorescence detection. The anti-epileptic drugs were
assayed using enzyme immunoassay kits. Urinary
phenytoin and p-HPPH were measured by HPLC after
hydrolysis.

The protocol required recruitment of twelve drug
resistant epileptic patients between 16 and 65 years. The
patients had at least one uncontrolled generalized or
complex partial seizure per week but were not receiving
more than 2 other anticonvulsant drugs with enzyme
inducing properties. The patients were stabilized on their
current medication and had no clinically significant
illness within 4 weeks of the start of the study. They had
12. Main inclusion criteria no history of chronic drug or alcohol abuse and had not
participated in a clinical study within the last 3 months.
The patients had no clinically significant findings on pre-
study examination nor were they receiving phenytoin
therapy. The subjects were deemed healthy (with the
exception of the conditions secondary to epilepsy) by
physical examination, ECG, hematology, clinical
chemistry, urinalysis and screen for drugs of abuse
including Australia antigen.

Vigabatrin 1 g/day (500 mg b.i.d.) for one week, 2 g/day
(1 g b.i.d.) for one week, and 3 g/day (1.5 g b.i.d.) for a
minimum of 6 weeks.

13. The investigational medicinal product, method
of administration, strength
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14. Comparator, dose, method of administration, | Not applicable.
strength

15. Concomitant therapy Not more than 2 other anticonvulsant drugs with

enzyme inducing properties, phenytoin.

Area under the plasma phenytoin concentration-time
curves for 24 hr (AUCo.4, meg*hr/mL) were calculated
by the trapezoidal rule; AUC to infinity (AUCw, meg
*hr/mL) was the sum of AUCy.24 and the concentration at
24 hr divided by the eclimination rate (Cas/ker). The
16. Efficacy evaluation criteria elimination rate was calculated from the slope of the In-
linear terminal slope, and T1/2 was calculated by dividing
In2/ke. Total clearance was calculated by Dose/(AUC*F)
where F = absolute bioavailability. Apparent volume of]
distribution (Vdapp) was calculated by Cliotat/ ket. Absolute
bioavailability was also calculated.

[17. Safety evaluation criteria Evaluation of clinical status and laboratory tests.

Pharmacokinetic parameters of vigabatrin and phenytoin

18. Statistical methods swens velimcisdnith T,

Thirteen epileptic patients (6 males and 7 females)
entered and all successfully completed the study. The
mean age of the patients was 29.6 years (range: 16-47).

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

Treatment with vigabatrin for 8 weeks (vigabatrin was
dosed at 3 g/day for the last six weeks) did not appear to
alter the concentrations of phenytoin in plasma found
following a single dose of phenytoin. None of the
pharmacokinetic ~parameters of phenytoin  were
significantly changed as a result of vigabatrin treatment.

The oral bioavailability of phenytoin was reported to be
about 39% to 44% on the basis of comparison between
the 1.v. and oral treatments. This value is most likely an
under estimate of the true oral bioavailability since the
area for the i.v. dose was calculated as if all the
20. Efficacy results radioactivity was phenytoin. However, some of the
radioactivity present in plasma would have been
metabolites. There was also no evidence that the urinary
excretion of phenytoin, free p-HPPH or total p-HPPH
were altered following vigabatrin treatment.

Plasma samples were evaluated for the extent of *C
protein binding using equilibrium dialysis. The unbound
fraction of "C was 27.5% prior to and 25.7% after
vigabatrin treatment. These values are higher than data
typically reported presumably due to the presence of 14C
labeled metabolites, e.g., p-HPPH glucosamine rather
than the phenytoin binding.
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‘] The neurological status of these patients was considered
by the phys1c1an to be normal in 10 cases, mildly
abnormal in 1 patient, and moderately abnormal in 2
cases. The neurological status of the patients did not
change throughout the course of the study. All patients
had complex partial seizures with or without
generalization. Eleven of the patients showed
improvement in seizure frequency after 6 weeks on
vigabatrin when added to existing therapy. The two
remaining patients became slightly worse. Injection site
pain was reported by 3 patients and was associated with
21. Safety results the intravenous phenytoin injection. The most common
adverse events noted by the patients were fatigue,
headache, drowsiness and weight increase.

Median red cell count and hemoglobin levels were
reduced after vigabatrin treatment, but the reduction was
not considered clinically significant. The concentration of]
AST was markedly reduced in 12/13 patients after
vigabatrin treatment but were not outside the normal
range for this enzyme measure. There were no other
consistent changes in the clinical chemistry evaluations.
Additionally, there were no significant changes observed
in urinalysis results.

This study failed to show a significant effect of 8-weeks
treatment with vigabatrin on the pharmacokinetics of a
single dose of phenytoin. There was no change in the oral
bioavailability of phenytoin, whole body clearance,
volume of distribution, Cmax, Tmax, or half-life of]
climination. Thus, this study failed to confirm the
interaction (reduction of plasma concentrations of]
phenytoin after 5 weeks of treatment with vigabatrin)
observed in another study. Although the current study
was conducted with single doses of phenytoin, a
significant change in the pharmacokinetic parameters of]
phenytoin following 8-weeks of treatment with
v:gabatrm should have been detected if a clinically
“isignificant effect had occurred.

22. Conclusion

cnﬂ(}d&
M ?"ieﬂpmn lny 3
Applicant (Marketing ) v

Authorization Holder) g ',;:j i ' (S 1
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3BiT npo kainiune BUNPOOYBaHHA

1. Haspa nmikapcskoro 3acoby (3a HasHOCTI -
HOMEP PeECTpaniifHOro moceigueHHs)

CABPUJI®, tabaeTku, BKPUTI MIIiBKOBOO 00010HKOI0,
1o 500 mr

2. 3asiBHUK

TOB «Canogi-Asenric Ykpaina», Yipaina

3. Bupobuux

[TATEOH ®PAHIIA

4. Tlposeaeni gocaiKeHHs:

TaK

1 D m

SIKIIO Hi, OOTPyHTYBATH

1) tun nikapeskoro sacoBy, 3a sikum mpoBogHIACS
abo nnaHyeThCs peectpanis

Jlikapebknit 3aci6 3a nmosHuM nocke (aBTOHOMHE
A0ChE), IHIMH Jikapchkuii 3aci6, HoBa miroua pEUOBHHA

Jlocmimxennst B3aemonii pirabarpuny Ta denitoiny y

5. TlopHa wasea KIiHI9HOTO BHNIPOOYBAHHS,
KOZOBaHMH HOMEP KJIIHIYHOTO BUNPOGYBAHHS

[MALIEHTIB 3 eniIenciero
Homep nporoxony: 369

[6. ®asa kninivHOrO BUNPOOyBaHHA

Daza |

|7. Iepion nposenenns kniHiyHOro BUNPOGyBaHHs

1990

8. Kpaian, ne nposoamiocs  kiiniune|Bemnxa Bpuranis
BUNPOOYBAHHS
9. KizbkicTs nocnimkyBasux Sannaosaxa; 12
Daxtuuna; 13
MeTo10 UBOro BiAKPUTOTO TOCTIMKEHHS 3 IOABAHHSIM
nauieHTis 3 pepakrepuoi eminenciio 6yio 1) nopisusTa
abcomorHy  Giomoctynmicts, of'eM  posmoginy,
meTaboniqnuii Kipesc i HupkoBuii Kiipenc deniToiHy y
10, Mera ta sropundi mim wiinivHOTO|MAmieHTIB 3 enijenciero, aki paHillle HE OTPUMyBAIH
BUNPOOYBaHHA (eHiTOIH, 70 1 micas XpOHIMHOrO 3acTOCYBAHHS

Birabarpuny; 2) BH3HAYNTH MEXAHI3MH, 32 JONOMOTOK
sKHX Birabatpun sHmkye pisHi (enitoiny B naasmi y
[AUIEHTIB 3 enienciero; i 3) BiacTexuTH i 3apeecTpysaru
Oyap-ski nobiuni edextn.

11. lusaiis kaiHiYHOro BUnpoOysanHs

Hocaimxernsa NpOBOAMIOCH Y BHIVISAL BiIKPHTOTO
BunpoOysanns. Jl0 movaTKy AOCTULKEHHS MALG€HTH
OTpuMyBaaM  cTabineHy 103y He  Gimpme 2
MPOTHENUISNTHYHAX TPENapaTiB i3  BIACTHBOCTAMI
inaykysarn  depmentd.  ITamieHTH  OAHOYACHO
OTPUMYBaJIM OAHOPA30BY mepopadbHy mo3y 100 wmr
(EmanyTnH y xancynax) HepanioakTWBHOTO ¢eHiToiHy
HATPIIO, MICIIS1 YOTO HEraiHO BEOXMIM BHYTPIMIHBOBCHHO
0,21 mr '“C-deniroiny (0,27 MExs) B l-ii meus
mocmimxenns. [Ticns l-ro ams gocmimkeHHs namieHTH
OTpuMyBanu Birabatpus 1 r/aens (500 mr agiui Ha geub)
NPOTATOM OJHOIO THXKHS, 2 r/aeHs (1 r apigi Ha geHb)
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MPOTArOM OXHOro THXKHM i 3 r/aeus (1,5 r gsivi ua [CHB)
[pOTATOM HioHaliMeHme 6 Tmwkuis, [MamienTn, axi He
MCPCHOCHIN 103y 3 r/AeHb, OTpUMYBATH 2 r/aCHB
OPOTATOM  YCOTO AOCHUDKEHHA. [licas 6 TIDKHIB
mikyBaHHs BiraGarpuHOoM (min  wac IIPOIOBKECHHS
JiKyBaHHs  Bira0aTpMHOM) pamieHTaM — OJHOYACHO
BEOIM/IH OZHOPA30OBY 03y HEPAIOAKTHBHOTO (eHiTOTHY
ra *C-(penitoiny (2-it nens goctimkers), izenTHuny 1-
MY JHIO JOCITIIKCHHSA.

[lauierTis ouirrosany B kimoi 1, 3 1 8 TwkHs (rmicos 2-
ro JHS JOCTIKCHHS) OO YACTOTH i TAKKOCTI CyaoM,
(isukamsHOro i HespomoriuHOro CTATyCy, a TaKOK
peakuii Ha Birabarpun. Ilix gac xoxHOro BisuTy Gpann
3paskd  KPOBI I NPOBENEHHS  3aralbHOrO  Ta
GioXiMiYHOTO aHAMi3y, a TAKOK /I BH3HAYCHHS
KOHLEHTPauii BiraGatpuay 1 mpoTHenmiienmTHuHIX
npenapatis.  PeectpyBamucs  meGaxami  sBumia.
Hanpuxiaui  gocnimxenns namieHTaMm, sxi - aobpe
BIIpearyBamu Ha  TCpamito  BiraGarpuHOM, Oya0
JI03BOZICHO MPOMOBXKMTH OpuloM BiraGatpuny Ha
AOJATOK [0 IX mOoTOYHOI Tepamii B  pamkax
AOBrOCTPOKOBOI'O MPOTOKOTY O€3MeKH Ta CPEKTHBHOCTI.

36ip spaskis

3pasku BeHO3HOT KpoBi Gpau wepes 0,25, 65,075, 1,
2,3,4,5,6,7, 8,10, 12, 24 i 48 roaun micis BBeACHHS
[O3H A BUMIPIOBAHHA  piBHA  (enitoiny i
pagioakTHBHOCTI Muasmu B 1-if i 2-it gmi JIOCTIKEHHS.
[l1asmy Bimokpemmosanmm Bia  wiitme  kpoBi i
samoposkysami npu ~20°C 10 nposenekus ananizy. Ceuy
TaK0x 30MPaTH ANl 3arabHOrO aHATI3Y 3 iHTEpBAIOM B
24 romuan B 1-i 1 2-if gmi nochimxenns. Birabarpusn
BuMipioBamn  meromom  BEPX 3 nerekmiero
dbayopecuenuii. [Iporueninentuuni npenaparu
BH3HAYATA 3 BHKOpDHCTaHHSM  HabopiB ;s
iMyno(pepmenTHOro anamnisy. ®enitoiu y ceui Ta p-HPPH
(rsHauann merogom BEPX nicas riaposnisy.

3a nporokonom 6ymo 3amiaHOBaHO 3AMYUUTH
ABAHAALATE MNAUIEHTIB 31 CTiliKOIO 70 mikyBaHHs
enizenciero sikom Big 16 10 65 pokis. [lanientn matu
[IPUHAMMHI onuH enizon HCKOHTPOIbOBAHHX
reHepanizosanux abo CKIAAHHX MApIiAIbHIX CyZIOM Ha
TIDKACHB, 1 BOHH OTPAMYBATM HE Oinbimie 2 iHMHX
OPOTHCYAOMHHMX  MpPEMApaTiB 3  BIACTHBOCTAMH
iHaykysarn pepmenta. CTan narienTis 6ys cTaimsHum
HA X MOTOYHOMY JIKYBaHHI 1 BOHH HE MamM KIIHINHO
SHATYIIIX 3AXBOPKOBAHB NIPOTATOM 4 TEHKHIB 10 IOYATKY

12. OcuoBHI kpuTepii BKIIOYCHHS
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pocnimieHns. B ix amamuesi me Gymo xpomiumoro
3IOBXKHBAHHSA HapKOTHKAaMu abo aKorojeM, i BOHH He
Opann yuacti B sxomHOMY KIIHIYHOMY HOCTiIKCHH]
IpOTArOM OCTaHHIX 3 micauis. YV mauientis e 6yo
KIHIYHO 3HAYYIHX BiAXHNCHb NP OOCTENXEHHI 70
[OYaTKY AOCIIIKEHHS, 1 BOHH He OTPHMYBAIH TEPaIIiko
(eniroinom. YuacHuku nocmimkenHs Oymn  Bu3HaHI
3A0POBUMH (32 BHHSTKOM CTaHIB, BTOPUHHUX IO
BIIHONICHHIO [0  cmimencii) micas MPOBCACHHS
(isukaneHOro  ofcTexeHHs, EKI, s3aramemOro i
GioximMiuHOro aHani3y kposi, ananisy ceui i CKPHHIHTY Ha
3JIOBXKHBAHHA HAPKOTHKAMH, & TAKOX HA ABCTPAIIHCHKHI
AHTHTEH.

13. Hocmimkysanmii mikapcsknii 3acif, cmoci6
3aCTOCYBAHHA, cHa All

Birabarpun 1 r/aens (500 Mr asiui na nens) IPOTATOM
OAHOrO THXKHA, 2 r/aens (1 r aBidi Ha neHB) MpOTATOM
OHOrO THKHS 1 3 T/aeHs (1,5 r apiui Ha ncHs) MPOTATOM
LIOHAHMEeHIIEe 6 THXKHIB,

14, Tlpemapar mnopieusiHHs, cnoci6

3aCTOCYBAHHA, CHIA 1ii

4034,

He 3acrocosyerncs.

15. Cynyras Tepamis

He 6inbwe 2 inmux npotucymomumx npenaparis 3
BJIACTHBOCTAMH iHAYKYBaTH (epMeHTH, (eHITOIH.

16. Kpurepii ouinku edexrusrocti

llroma min xpuBuMH miasMaTHuna KOHIIEHTPALTist
¢eniroiny - uac mporsrom 24 rox (AUCo.o4, MKT*roa/mi)
Oyna pospaxoBaHa METOAOM tpaneniii; AUC 1o
Heckinuennoeri (AUCwo, mir*rom/mm) Oyma cymoro
AUCo.24 1 koHueHTpauii uepes 24 rogunm, po3aiieHoi Ha
wBnAKicTs eniminauii (Cos/ke). Ismaxicts emiminarmii
obuncmoBanacs  3a  In-mimiiinum  TepmimamBHHM
HAaxuiaoMm, a mokasHuk T1/2 obumcmroBascs mumsxom
alnenns In2/ky. 3aranemuii kiipenc po3paxoByBanu 3a
bopmynoro  103a/(AUC*F), ne F abcomoTHa
Giomocrynnicts. Vapruii 06'em posnoniny (Vdapp) 6y
pospaxosanuii 3a ¢popmynow Clo/ke. Taxox Gyma
po3paxoBana abcosroTHa 610A0CTYIHICTD.

17. Kpurepii ouinku Gesnexn

” Ouinka KJIIHIYHOTO CTaHY Ta 7abopaToOpHKUX aHATIZIB,

18. Craructuani meroau

DapmakokineTHaHI

napamerpu  BiraGatpuny  Ta

(eniToiny ouinrosamics 3 BuznaueHnsM KBY%.

19. Jlemorpadiuni nokasuukn nocmimxysamoi
nonynaAuii (crath, BIK, paca, TOmo)

Tpunanuats nauientie 3 eninenciero (6 wonosikis i 7
PKIHOK) B3SUIH Y4aCTh Y AOCTIIKEHHI, 1 BCi BOHH YCITIIIHO
sasepuny ioro. Cepenniii Bik mauieaTis cranosus 29,6
poky (miama3son: 16-47 pois).

20. PeayneTatn edexrusrocTi

Jliyauns  piraGatpuHoM mpoTsroM 8  TIKHIB
(BiraGarpus BBOAMBCE B 031 3 r/acHB MPOTATOM

OCTAHHIX [IECTH TH)KHIB) HE MPU3BOIMIO OO0 3MIHH
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KOHUCHTpauii QPeHiToiHy B mmasmi micis OJHOPA30BOr0
BBCACHHS (eHiTOiHy. JKomen 3 (apmaxoximeTHdHmX
napameTpis GeriToiny He GyB icToTHO 3MiHeHuET B
PE3Y/IBTaTI NiKyBaHHS BirabarpuHOM.

[oBinomasnocs, mo Giogocrynmicts deniToiny npn
[ICPOPANLHOMY TIPUHOMI CTAHOBHUTE Bia 39% no 44% Ha
OCHOBI NOPIBHAHHSA BHYTPIIHBOBEHHOTO Ta
CpopatbHOro seeacHHs. e shaucns, msmumme 3a see,
€ SAHIKCHOW  OUIHKOW  iCTMHHOI  mepopasbHOT
GionocrynHocri, OCKIJIBKH TI0LIA il
BHYTPIUHBOBCHHOI  103M  Gyaa po3spaxoBana i3
UPHTTYIUCHHSM, WO BCS PAafiOaKTHBHICTE CHPHYHHEHA
(enitoinom. Opnak nmesxka wacTuaa PanioakTHBHOCTI,
OPHCYTHBOT B ILIA3Mi, MOBHHHA GyTH CcnpuYHHeHa
metabomitamu. Takox He 6ymo sKOHHX MOKazis TOTO,
O MOKA3HMKM eKCkpeuii QeHiTOIHY i3 cevero, BITBHOrO
p-HPPH abo saramsnoro p-HPPH Gymu amincri micis
MiKyBaHHs BiraGaTpuHOM.

3pasky mIa3Mu ONiHIOBAIH 1OI0 CTYICHS 3B'3yBaHHs
C 3 Ginkamu 3a nomomoroio PIBHOBaXXHOTO mianisy.
Hess'ssana paxuis '“C cranosuna 27,5% o ta 25,7%
miens  rikyBaHHs  BiraGatpuHOM. Ili  3nauecHms
TIEPEBHILIYIOTh TOKA3HUKH, o 3a3BHYAN
NOBIIOMIAIOTECH,  IMOBIPHO Hepe3  MPHCYTHICTE
metabonitis, Mivennx “C, Takmx sk p-HPPH
TIFOKO3aMiH, a He 9epe3 38'A3yBaHHs ¢eniToiny.

Hesponoriunuii cratyc nux nauientis OyB BH3HAHMIT
MikapeM HOpMaTbHUM y 10 BHIOAAKAX, 37ETKA 3MIHESHHM
y | nanienra i nomipHo smimemmM y 2 Bumagkax.
HeBponoriunmii cratryc nauwientis e 3minroBaBcs
TPOTATOM YCBOTO AOCTIAKEHHS. Y BCIX mauienTin Gynu
CKIIa/IHI napuianbHi CyIoMu 3 reHepasizamiero aGo 6e3
Hei. YV omuHaauatH  namienTtis cnocrepiragocs
SMCHIIEHHS  9acTOTH CyOOM Ticnss 6 THIKHIB
3aCTOCYBaHHA BIrabaTPHHY NMPH TOAABAHHI KO MOTOYHOT
Tepamii. Y 1BOX IHIMX mauieHTiB cnocTepiraiocs
HE3HAYHC mOripmeHHs. bBinek y  wmicui  im'exuii
crocTepiranacs y 3 mauientis, i Bona Gyna mos'ssana 3
BHYTPINIHBOBEHHOW in'ekuiero Genitoiny. HaitGizsm
UACTHMH ~ HEOKAHUMH  SBHIIAMM, TMOBIZOMICHHMHE
nauieHTamM#, OyIM BTOMIIOBAHICTH, TONOBHHIL Ginp,
COHJTMBICTS i 30LTBLUICHHS MacH Tina.

Cepennst ximbkicts epurponuris i piBHI reMorno6iny
Oyu 3HIKEHNME TiCTs TiKyBaHHS BirabaTpuHoM, aje ue
SHIDKCHHS ~ HE  BB@XKANOCA  KMHIYHO — 3HAYyIHM,
Konuentpauis ACT 6yna moMiTHO 3HiKeHOH0 y 12/13

21. Pesynbtatn 6e3ncku
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_lnauiemia nicmst  JiKyBaHHS BirabarpuaoM, ane wue
BHXOMIA 32 MEXKI HOPMATEHOIO Riama3oHy S LBOTO
MNOKa3HUKA. [HIMX OZHOMAaHITHHX 3MiH B pesymsTarax
Gioximiumix anamisis He cnocrepiraiocs. B pe3yabTaTax
aHaITi3y CeHi TAKOXK HE CHOCTEPIraaocs iCTOTHHX 3MiH.

Le nmocmimxenns me npomemomctpysamo smaumoro
BIUIMBY 8-TIWXKHEBOTO JiKyBaHHs BiraGaTprHoM Ha
(apmakokinetuky demitoiny micns OJHOPA30BOro
BBeACHHA. He cmocrepiramocss sxomHmx  amim y
Glopoctynnocti Geniroiny npu [EPOPANBHOMY NpHIHOMI,
Yy 3araeHOMY KaipeHci, o6'emi posmoainy, Cmax, Tmax
abo nepioni maniBBuBenenna. TakuM 4HHOM, Yy LUBOMY
Jocmifkenni He Oyma  MiATBEpKEHA  B3aeMOis
(3HMIKEHHS KOHUeHTpauii ewiToiny B mmasmi KpOBI
nicis 5 TWKHIB - JiKyBaHHA sirabarpunom), mo
criocTepiranacs B iHWOMY JocaimkeHHi. Xoua maHe
JIOCIIIZUKEHHS IPOBOLKIIOCS 3 OHOPA3OBHM BBEACHHAM
(eniroiny, mamo GyTH BusBACHO 3HAYHY 3MIHY
(hapmakokineTHuHuX napamerpis denitoiny micin 8
TIDKHIB JIIKYBaHHS BiraGaTpuHOM, AKOU crocTepirascs
KJIHIYHO 3HaYymuii edekT.

22. BucHOBOK (3aK/1H0UCHHS)

3assHuK (BIACHUK HPOHRY 3
peecTpatiiHoro NUTAHB
MOCBIOYEHH) f

|neHTHiKauiAHA
\, xou 35848623
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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:

=

E | 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

Pharmacokinetics and tolerance of single oral doses of (R,S)-y-vinyl
GABA and S(+)-y-vinyl GABA in healthy subjects (protocol 71754-
1-8).

6. Clinical trial phase

Phase |

7. Period of the clinical trial

From August 1982
To September 1982

8. Countries where the clinical trial
was conducted

Germany

9. Number of study participants

Planned: 6 subjects
Actual: 6 subjects

10. Goal and secondary objectives of]
the clinical trial

1) To determine the pharmacokinetics of the enantiomers of y-vinyl
GABA after single oral doses of 1.5 and 3.0 g (R,S)-y-vinyl GABA
and 0.375 and 0.75 g S(+)-y-vinyl GABA in healthy subjects.

2) To determine in double-blind study tolerance of healthy subjects
to single oral doses of the racemate and of the active S(-+)-enantiomer.

3) To determine the effects of single oral doses of y-vinyl GABA on
several psychometric parameters in normal subjects.

11. Design of the clinical trial

Double-blind, four-period crossover study with washout of at least
seven days between treatments

Each subject received each of four treatments, one per session, in
randomized order:

A) 0.375 g S(+)-y-vinyl GABA

B) 0.75 g S(+)-y-vinyl GABA

C) 1.5 g (R,S)-y-vinyl GABA

D) 3.0 g (R,S)-y-vinyl GABA

12. Main inclusion criteria

No history of liver, kidney, cardiac, gastrointestinal, or hematological
discase, and on history of drug addiction or psychological dependence.

13. The investigational medicinal
product, method of administration,

strength

(R,S)-y-vinyl GABA in hard gelatin capsules, 250 mg per capsule
S(+)-y-vinyl GABA in identically appearing capsules, 125 mg per
capsule.
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Matching placebo capsules.

Oral administration (fasted)

Single doses of 1.5and 3.0 g (R,S)-y-vinyl GABA and 0.375 and 0.75
g S(+)-y-vinyl GABA

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

Not applicable

15. Concomitant therapy

No taking chronic medications: no taking any prescription
medication or investigational drug for two weeks before entering the
study nor during the course of this study.

16. Efficacy evaluation criteria

Pharmacokinetic parameters of the R(-)- and S(+)-enantiomers of y-
vinyl GABA

17. Safety evaluation criteria

Self-rating by scales, spontaneous complaints, as well physical signs
and standard lab parameters.

18. Statistical methods

Descriptive statistics were used.

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

6 healthy male
Age (years): mean 26.7, range 22 to 33
Body weight (kg): mean 78.5, range 66 to 102

20. Efficacy results

S(+H)-y-vinyl GABA plasma concentrations

After 0.375 g S(+)-y-vinyl GABA: Tuax varied from 0.5 to 2 hr (mean
curve: 1 hr). Mean Cpax was 40.7 £ 3.0 nmol/ml. Mean plasma
concentration reached 1.9 nmol/ml 1.9 nmol/ml 24 hr post-dose.

After 0.75 g S(+)-y-vinyl GABA: Tmax varied from 0.5 to 2 hr (mean
curve: 0.5 hr). Mean Cumax was 96.1 + 21.6 nmol/ml. Mean plasma
concentration was 2.8 nmol/ml 24 hr post-dose.

After 1.5 g (R,S)-y-vinyl GABA (equivalent to 0.75 g S(+)-y-vinyl
GABA): Temax varied from 0.5 to 2 hr (mean curve: | hr). Mean Cax
was 81.6 + 4.5 nmol/ml. Mean plasma concentration fell to 3.8
nmol/ml 24 hr post-dose. Compared to the plasma concentration
kinetics of the equivalent S(+)-y-vinyl dose, when given as the pure
enantiomer (0.75 g S(+)-y-vinyl GABA) there was no obvious
difference between both mean plasma concentrations curves
concerning Trmax, Cumax, and 24 hr plasma concentration.

After 3.0 g (R.S)-y-vinyl GABA (equivalent to 1.5 g S(+)-y-vinyl
GABA): Tmax varied from 0.75 to 1 hr (mean curve: 0.75 hr). Mean
Cimax was 258.4 £ 42.9 nmol/ml. Mean plasma concentration 24 hr
post-dose was 10.6 + 1.0 nmol/ml. Thus, both mean Cpax and mean
concentration 24 hr post-dose were higher than two-fold the
corresponding values after 1.5 g (R,S)-y-vinyl GABA.

R(-)-y-vinyl GABA plasma concentrations

After 1.5 g (R.S)-y-vinyl GABA (equivalent to 0.75 g R(-)-y-vinyl
GABA): Tumax varied from 0.5 to | hr (mean curve: 1 hr). Mean Ciax
was 150.3 + 5.0 nmol/ml. Mean plasma concentration 24 hr post-dose
was 4.3 nmol/ml. Mecan plasma concentrations of R(-)-y-vinyl GABA
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were higher at each time of the 24 hr interval than corresponding mean
plasma concentrations of S(+)-y-vinyl GABA at the same dose.

After 3.0 g (R.S)-y-vinyl GABA (equivalent to 1.5 g R(-)-y-vinyl
GABA): Twax varied from 0.75 to 1 hr (mean curve: 0.75 hr). Mean
Cmax was 378.8 + 50.4 nmol/ml. Mean plasma concentration 24 hr
post-dose was 11.3 nmol/ml.

Volume of distribution, calculated for ’steady state’ (Vi)

The mean values of Vps for S(+)-y-vinyl GABA were calculated as
108.1 + 27.8 1 (0.375 g S(+)-y-vinyl GABA), 86.3 + 23.9 1 (0.75 g
S(+)-y-vinyl GABA), 964 +21.11(15 ¢ (R,S)-y-vinyl GABA), and
942+ 284 1(3.0 g (R,S)-y-vinyl GABA), thus exhibiting no dose-
related difference. Vs values for R(-)-y-vinyl GABA were calculated
as67.2+ 14.2 1and 64.7 + 16.1 1, respectively, thus being about 2/3 of]
the corresponding volumes for S(+)-y-vinyl GABA.

Total body clearance (Cliga):

Mean Cliotal of S(+)-y-vinyl GABA values were 194 + 36 ml/min
(after 0.375 g S(+)-y-vinyl GABA), 195 + 35 ml/min (after 0.75 g
S(+)-y-vinyl GABA), 195 + 22 ml/min (after 1.5 g (R,S)-y-vinyl
GABA), and 160 +25 ml/min (after 3.0 g (R,S)-y-vinyl GABA). Mean
Cliotat of R(-)-y-vinyl GABA was 120 + 20 ml/min and 132 + 17
ml/min, respectively.

Urinary recovery:

Urinary recovery was calculated as percent of administered molar
dose for each enantiomer. Mean urinary recovery values ranged from
43.3+10.9% (after 0.375 g S(+)-y-vinyl GABA) to 50.1 + 7.1% (after
3.0 g (R,S)-y-vinyl GABA) for S(+)-y-vinyl GABA. In each patient
the percent of urinary recovery was higher for the R(-)-y-enantiomer
than for the S(+)-enantiomer; mean recovery values were 64.6 + 5.5
and 64.1 £ 9.7% for the R(-)-y-enantiomer after the two racemic y-
vinyl GABA doses, respectively.

Renal clearance (Clrenal):

The mean Clrenat values for both enantiomers did not exhibit any dose-
or enantiomer-related differences and ranged from 85.7 + 17.9 to 99.0
= 14.4 ml/min. After oral administration of (R,S)-y-vinyl GABA (1.5
g, 3.0 g) it was possible to relate calculated renal clearance values ofl
R(-)-y- to corresponding values of S(+)-y-vinyl GABA. This resulted
in a linear correlation (r = 0.968).

No R(-)-enantiomer was detected after administration of the S(+)-
enantiomer.

21. Safety results Safety measures din not reveal any intolerance or adverse reaction.

Single doses of 0.5 g S(+)- to 3.0 g (R,S)-y-vinyl GABA proved to
be well tolerated in heathy males. Neither spontaneous complaints, nor
rating lists, nor physical sings and lab parameters provided any
evidence of adverse reactions.

22. Conclusion
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No dose-related effects on psychometric functions were found,
however, the absence of placebo-control does not permit any valid
comparisons for effect of y-vinyl GABA on these parameters.

The change in plasma concentration of the S form after administration
of 0.75 g S form overlapped with that of administration of 1.5 g of]
racemic vigabatrin at almost all measurement points, and the R form
was not detected when S form was administered. From this, it was
cstimated that it is unlikely that pharmacologically active S-form is
optically converted to the inactive R-form in vivo.

Applicant (Marketing
Authorization Holder)
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3siT npo kainiune BHNpOGyBanHs

1. Ha3ssa nikapcekoro 3acofy (3a
HAABHOCTI - HOMEP pPeecTpauiiHoro
MOCBITYCHHS)

CABPHJI® Tabnetku, BKpuTi m1iBKOBOK 06010HKOI0, 10 500 MT

2. 3aaBHHUK

TOB «Canodi-Asenric Yrpaina», Ykpaina

3. BupoGuuk

| TATEOH ®PAHL{IA

4. [IpoeencH1 JOCTIIKEHHSL:

TaK O Hi

!

AKILO Hi, O0TPYHTYBaTH

1) Tun aikapebkoro 3acofy, 3a skum

Jlikapcpknii 3aci0 3a moBHHM J0ChE (ABTOHOMHE HOCHE), IHIIHIA

npopoguaacs  abo  ruaHyerscs| -
: JIKAPChKHii 3aci0, HOBA Ai0Ya PEOBHHA
peecTpattist
5. Ilosma wasea  wmiHivHOTO| DapPMAKOKIHETMKA TAa TEPEHOCHMICTH OJHOPAZ0BHX MEPOPATBHHX

BHMPOOYBAHHA, KOJOBaHHH HOMEp
KIIHIMHOrO BHIPOOYBaHHS

a03 (R,S)-y-imin TAMK ra S(+)-y-Bimin TAMK y 3noposux
cy©’exriB (npotokon 71754-1-8).

6. Daza WIHITHOTO BHIIPOOYBAHHA

daza |

7. Ilepion mpoBemeHHS KIIHIYHOTO
BUNPOOYBAHHS

I3 cepriua 1982 poxy
ITo Bepecens 1982 poky

8. Kpainu, ne nposonunocs kiiHigHe
BUNPOOYBAHHS

HiMeuunna

9. KinekicTs aocmiKyBanux

3amnanosana: 6 cy6’exTiB.
DaxrHuna: 6 cyd exTIB.

10. Mera Ta BTOpHHHI mimi

KITIHIMHOTO BUIIPOOYBaHHS

1) Busznaunrn papmakokiseruxy enantiomepis y-pinin TAMK nicms
0OHOpa3oBuX nepopaabHux 703 1,5 ta 3,0 r (R,S)-y-inin TAMK i
0,375 1 0,75 r S(+)-y-ginin TAMK y 3xopoBux cy6’exris.

2) BHM3HAUMTH Yy NOABIHHO-CIINOMY NOCHIZXEHHI TICPEHOCHMICTH
370poBUMH Cy0’€KTaMH OAHOPA30BHX NMEPOPATBHHX 103 PALEMITHOI
CTIOTYKH Ta AKTHBHOTO S(+)-cHaHTiOMEpY.

3) BusnaunTy BIIMB OJHOPA30BHX [ICPOPATBHAX 403 y-Binin TAMK
Ha ICUXOMCTPUYHI NOKA3HUKH Y 3A0POBHX Cy0 €KTiB.

L1, Huzaiin KJIIHIYHOTO

BHIPOOYBaHHS

[Moapiiino-crine, i3 YOTHPMA NEPIOAAMH, IEPEXPCCHE MOCTIIKCHHS 3
TEPIOAOM BUMHBAHHSA IIOHANMEHIIE CIM JHIB MK TiKYBaHHAM.

Kosxen cy6’ekt oTpuMyBas KOXkHE i3 9OTHPBOX JTiKyBaHb, OJHE HA
CeCli0, B PAHIOMI30BAHOMY MOPAAKY:

A) 0,375 r S(+)-y-pinin TAMK

B) 0,75 r S(+)-y-ginin TAMK

C) 1,5 r (R.S)-y-Binin TAMK

D) 3,0 r (R,S)-y-Binin TAMK

12. OcHOBHI KpUTEPIl BIIIIOUEHHS

BincyTHicTe B aHamHe3l 3aXBOPIOBAHB INCYIHKM, HMPOK, CCPIL,
TPaBHOI CHCTEMH YH CHCTEMH KPOBI, 4 TAKOXK BiICYTHICTE B aHAMHE31

HApKOMaHII UM MCUXIYHOL 3a/1€KHOCTI.
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13. JocaimxyBanuii mikapcekuii
3aci0, cnioci® 3acTocyBanHs, cuna aii

(R,S)-y-inin TAMK y TBepanX KenaTHHOBUX Kancynax no 250 mr.

S(+)-y-Binin TAMK y kancynax, mo BHTISAArOTh 1ACHTHYHO, IO
125 mr.

Binnosiansi kancynu naane6o.

IMepopanene 3acTocyBauus (Harme).

Opnnopazosi zo3u 1,5 ta 3,0 r (R,S)-y-pinin TAMK 10,.375 120,75
S(+)-y-simin TAMK.

14. Ilpenapar nopiBHSHHA, 1033,
cnoci 3acTocyBanHs, cuna maii

He 3actocosHo.

15. CynyTtHs Tepanis

He nossonsses npuifom mpemaparis: Oyap-AkuX peuentypHux abo
AOCAIMKYBAHMX MpPENApariB  YNpONOBK IBOX THXKHIB mEped
BIJIIOUEHHAM [0 AOCTIIDKECHHS TA i 9ac JOCIIKEHHS.,

16. Kpurepii ouinku edexrunocti

®apmakokineTnyHi mokasHuku R(-)- Ta S(+)-cHanrtiomepis y-sinin
FAMK.

17. Kpurepii ouinku Gesnexu

Camooninka 3a ImIKaJaMH, CIIOHTaHHI CKapru, a Takoxk (ismkanbri
O3HAKH Ta CTAHJAPTHI Na00paTOPHI MOKA3HUKH.

18. Cratuctuani meToau

BHKOPHCTOBYBATHCA METOIH OMHCOBOT CTATHCTHKH.

19.  Hemorpadiuni  noxasauxm
nociaikysaHoi momyssauii  (cTars,
BIK, paca, TOIIO)

6 310pPOBHX HYOMOBIKIB.
Bik (pokiB): cepenniii 26,7; mianason: 22-33.
Maca tina (kr: cepequs 78,5; nianazon: 66—102.

20. PesyneraTn eheKTHBHOCTI

Konuenrparii S(+)-y-sinin FTAMK v nina3mi kposi

Iicasn 0o3u 0,375 2 S(+)-y-einin I'AMK: Tmax Bapitosas six 0,5 mo 2
roz (cepeana kpusa: 1 ron). Cepenans Cumax cranosmaa 40,7 £ 3,0
Hmoab/mn. CepenHs KOHUEHTpauwis B miasmi Kpoei jgocsrana
1,9 Emone/Mn gepe3 24 roa micns A03yBAHHA.

Hicas dosu 0,75 2 S(+)-y-einin FTAMK: Tmax BapitoBas Bix 0,5 mo 2
ron (cepemus kpusa: 0,5 roa). Cepeans Cmax cranoeumna 96,1 +
21,6 nmons/mn. CepenHs KOHUEHTpAUis B IJa3Mi KPOBi CTaHOBWIA
2,8 HMONB/MIT Hepes 24 Tox M N03yBaHHA.

Hican dosu 1,5 2 (R,S)-y-einin TAMK (exeisarenmuo 0,75 2 S(+)-y-
ginin I'AMK): Tmax Bapitosas Big 0,5 no 2 roa (cepeans kpusa: 1 rox).
Cepennss  Cmax  cravoBuna 81,6 + 4.5 uamons/ma. Cepenus
KOHIIEHTPALIs B MJ1a3Mi KPOBi 3HIKyBanacs 10 3,8 amons/mm uepes 24
roa nicas nosysaHus. [lOpiBHAHO 3 KIHETHKOK KOHLEHTpaUii B r1asmi
KpoBi nmicist exBiBancHTHOI A03u S(+)-y-vinyl, mo BBommIacs sk
anctuii enaraTiomep (0,75 r S(+)-y-sinin FAMK), ve 6y;10 oueBnanoi
pisHuLi MKk 000Ma KPHBUMH CEPENHIX KOHIEHTpauii y niasMi kposi
00 Tmax, Cmax T2 KOHIGHTpaUIT Mepe3 24 roj nic/st A03YBaHH.

Hicasn dosu 3,0 2 (R,S)-y-einin I'AMK (exgieanenmno 1,5 2 S(+)-y-
einin I'AMK): Tmax Bapirosas iz 0,75 mo | roa (cepeans xpusa: 0,75
roa). Cepeansi Cmax cranoBmma 2584 + 429 umons/ma. Cepenns
KOHICHTPalis B IIa3Mi KkpoBi 4yepes 24 rox micns A03yBaHHA
cragosuna 10,6 £ 1,0 amons/mn. Takum umHoM, 1 cepenust Cumax, 1
cepenHs KOHLEHTpaUis depe3 24 Tox micist A03yBaHHS Oynu BUIIMMHE
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32 JBOKDATHI BimmosiaHi BeaumuuuM micas go3d 1,5 ¢ (R.S)-y-Binin
TAMK.

Konuenrpanii R(-)-y-sinin FTAMK v naa3mi kposi

Hicas oosu 1,5 2 (R,S)-y-sinin TAMK (exeieanenmuo 0,75 2 R(-)-y-
ginin I'AMK): Tmax BapitoBas Bix 0,5 1o 1 rox (cepenns kpusa: | rox).
Cepennss Cumax cramoBuma 1503 + 50 amons/mn.  Cepexqns
KOHLEHTpauis B TuiasMi Kpoei d4epes 24 rox micmst J03yBaHHA
cranosuna 4,3 amons/ma. Cepeani koHUeHTpauii B wiasMi kposi R(-)-
y-Binin FAMK y xoxxHiit 4acosiii Touui 24-rogunHOro iHTepBany
Oymu BHINHMHM 32 BiAnoBiani cepeani KOHIIEHTPALil B TUiasMi Kposi
S(+)-y-sinin TAMK npu Tiif e no3i.

Hican dosu 3,0 2 (R,S)-y-einin 'AMK (exeiearenmmo 1,5 2 R(-)-y-
ginin I'’AMK): Twmax Bapitosas Big 0,75 mo 1 roa (cepeana xpusa: 0,75
rog). Cepemnst Cmax cranoBmia 378,8 = 504 amons/ma. Cepensi|
KOHUEHTpalis B TIasmi Kposi wepes 24 rox micnsa o3yBaHHA
cranosmia 11,3 umons/Mom.

06’em po3noniny, po3paxoBanuii ast piBHOBAKHOIO cTany (Vpss):

Cepeani Benuunnn Vi a1 S(+)-y-pinin TAMK 6ynu pospaxosasi
ax 108,1 = 27,8 1 (0,375 r S(+)-y-ginin TAMK), 86,3 £+23,91(0,75
S(+)-y-sinin TAMK), 96,4 + 21,1 1 (1,5 r (R,S)-y-pinia TAMK) 1a
94,2+ 28,4 n (3,0 r (R,S)-y-sinin TAMK), Takum auHOM, 110B 13aHa 3
A03010 BIAMIHHICTS HE cnocrepiranacs. Bennuuau Vps s R(-)-y-
sinin TAMK Gymn pospaxosani ax 67,2 + 14,2 1 1a 64,7 + 16,1 1,
BIZMOBIAHO, T2 CTAHOBIAATE NPUOIM3HO 2/3 Bin BIONOBIIHMX BEJIUYHH
00’emy posnoainy S(+)-y-sinin TAMK.

Saranpuuii kaipesc (Cliowal):

Cepenni BenuuuHd Clow S(+)-y-sinin TAMK crasopuiu 194 +
36 ma/xB (micas 0,375 r S(+)-y-sinin TAMK), 195 + 35 mn/xB (micms
0,75 r S(+)-y-sinin TAMK), 195 + 22 mu/x8 (micas 1,5 r (R,S)-y-inin
FAMK) ra 160 + 25 ma/x8 (micast 3,0 r (R,S)-y-sinin TAMK). Cepemai
BenuauHH Cliol R(-)-y-Binin TAMK crasosunn 120 £ 20 ma/xB 1a
132 £ 17 mn/xB BignosigHo.

BuseacHHs 13 ceUeIO;

Bupenennsa 13 cewero Oyno po3paxoBaHE AK BIiACOTOK BBEICHOL
MOJIIPHOI 1O3H U1 KOMKHOrO ecHaHtiomepy. Cepeasi BenuuuHH
BHBEJCHHA 13 ceueto BapiroBamm Bix 43,3 = 10,9 % (micna 0,375 r S(+)-
y-Binin TAMK) o 50,1 = 7,1% (micas 3,0 r (R,S)-y-ginin TAMK) s
S(+)-y-pinin TAMK. ¥ kokHOro 3 nami€HTiB BIZICOTOK BUBEICHHS i3
ceucto Oys BummMm mna  R(-)-y-eHautiomepy, Hixkx mas  S(+)-
CHAHTIOMEPY, CEepeIHi BETHYMHH BUBEACHHS i3 ceuero mma R(-)-y-
cHaHTioMepy cranoBuau 64,6 £ 5.5 % ta 64,1 £ 9.7 % micns asox 103
panemiunoi y-sinin TAMK eianosinuo.

Hupxosuii kiipenc (Clrenal):

Cepeani Bemmausn Clrenal U1st 060X ¢HaHTIOMEPIB HE AEMOHCTPYBAIIH
AKUX-HeOyAb BIAMIHHOCTEH, MOB A3aHHX 13 J03010 YH EHAHTIOMEPOM,
ta BapitoBamu Bix 85,7 £ 179 nmo 99,0 £ 14,4 mu/xs. Ilicas
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nepopaneHoro mpaitomy (R,S)-y-sinin TAMK (1,51, 3,0 r) moxkHa
Oyno 38'a3aT po3paxoBaHi 3HAYCHHSA HUPKOBOTO Kaipency R(-)-y- 3
BignoBiguumu BeauumHamu  S(+)-y-imin TAMK. BcranosicHa
JiHiiHa Kopemsamisa (r= 0,968).

Iicis npuiiomy S(+)-enanTiomepy He BusiBiiBCs R(-)-eHanTiomep.

Jaxoau 3 Oc3mexkd HE BHSBWIM HENEPCHOCHMOCTI uM moOidHmMX
peaxuii,

Onuopasosi no3u sig 0,5 r S(+)- 10 3,0 r (R,S)-y-inin TAMK noGpe
NepeHOCHINCA 3A0poBuME wonoBikamu. Hi crnonrtamni ckapru, Hi
PCHTHHTOBI CIIHCKH, Hi (hi3MKaIBHI 03HAKH Ta 1abOpaTOpPHi MOKA3HUKH
HE HAJAJIH SKOIHUX NOKA31B MOOIYHMNX peaKiiif.

He Oymo BHABIEHO A0303QJCKHOrO BIUIMBY HAa NCHXOMETPHYHI
bynkuii, ozmak BiOCYTHICTE MWIAUEOO-KOHTPOMI) HE A€ 3MOTH
nposecTH Oyap-sKi JOCTOBIpHI nopiBHsHHS BriiuBy y-inin TAMK na
1l TApaMETPH.

3mina koHueHTpauii S-dopmu y nnasmi kposi nicas sseacuns 0,75 r
S-popmu cmiBmagana 3 Takowo micas BBeAeHHs 1,5 r pauemiuHOro
BirabaTpuny maibke y BCiX Toukax Bumiprosanud. [licas ssenenns S-
dopmu ne Bussisinacs R-popma. Buxoasun 3 uporo, 3poGrenuii
BHCHOBOK, II0 MaJOHMOBIPHO, IO {7 vivo (hapMaKoJIOriYHO aKTUBHA

S-topma onTyuHEe CPEIBOPIOETHCA B HeakTHBHY R-(opmy.

21. Pesynsratn Geanexu

22. BUCHOBOK (3aKIIOYEHH)

~

3assHux (Bnacux
peectpauiiinoro
ITOCBIAYIEHHS)
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Clinical Trial Report

I. 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:

1 yes C no If not, substantiate

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

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

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

Definitive Study Evaluating the dose of proportionality of Vigabatrin
following single oral doses of 0.5, 0.1, 2.0, and 4.0 (protocol 71754-1-
C-014).

6. Clinical trial phase

Phase I

7. Period of the clinical trial

From October 21, 1989
To November 13, 1989

8. Countries where the clinical trial
was conducted

England

9. Number of study participants

Planned: 24 subjects
Actual: 24 subjects

10. Goal and secondary objectives of]
the clinical trial

To provide a definitive evaluation of the dose of proportionality of]
vigabatrin following single oral doses of 0.5, 0.1, 2.0, and 4.0 in
healthy subjects.

11. Design of the clinical trial

An open, randomized, four-period crossover study with one week
washout period between treatments. Twenty-four subjects were
randomly assigned to one of the four treatment sequences and
vigabatrin was administered as follows:

Treatment A: 0.5 gram single dose (one 500 mg tablet)
Treatment B: 1..0 gram single dose (two 500 mg tablets)
Treatment C: 2.0 gram single dose (four 500 mg tablets)
Treatment A: 4.0 gram single dose (eight 500 mg tablets)

12. Main inclusion criteria

Healthy male subjects between 18 and 55 years old (inclusive), non-
smokers, to be within 15% of their ideal body weight range. All
subjects have signed an informed consent form.

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

Vigabatrin 500 mg tablets

Oral administration of a single dose (fasted)

Dosage: treatment A — 0.5 g, treatment B — 1.0 g, treatment C — 2.0
g, treatment D - 4.0 g.

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

Not applicable
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15. Concomitant therapy |] Concomitant medications were not allowed during this study.

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

16. Efficacy evaluation criteria Time to reach maximum the plasma concentration (Tmax)
Plasma terminal phase half-life (ti,2)

Renal clearance (Clr)

% drug excreted in the urine (recovery in urine)

17. Safety evaluation criteria Adverse events were recorded for each treatment and washout period.|

Two statistical methods (Linear contrast and Dunnett’s multiple
comparison) were used.

19. Demographic characteristic of| 24 healthy male subjects between 18 and 55 years old (inclusive).
study population (gender, age, race,
etc.)

18. Statistical methods

Timax was 0.8 to 1.1 hours and ti2 was 6.4 to 7.5 hours, both showing
similar values regardless of dose (table below). When normalized at a
dose of 0.5 g AUC of vigabatrin is 73.0 - 73.5 ngh/mL and Ciay is
18.0 - 19.2 pg/mL. As a result, the same values were shown in the
range of 8 times the dose ratio, indicating that the pharmacokinetics of]
vigabatrin alone were dose-proportional. Renal clearance (Clr) ranges
from 84.5 mL/min (low dose group) to 93.6 mL/min (high dose group),
and % drug excreted in the urine ranges from 67.2% (low dose group)
to 81.0% (high dose group). Although the Clr and % drug excreted in
the urine tended to increase slightly with increasing dose, the clinical
significance was considered to be low because the AUC did not
decrease.

Plasma pharmacokinetic parameters of vigabatrin (tablet) single
dose in healthy subjects
Pharmacokinetic parameter

20. Efficacy results

Mean (CV%)
Dose s
g Cat Mk OF T " Ru‘:“l‘;‘n‘:?
(pg/ml)  (ugbh/ml) (b (h) (h) (%)
055 ” 18.0 7.2 7.0 0.8 75 67.2
28 (26%) (17%) (L.1) (38%)  (31%) (19%)
L0 " 184 73.0 7.0 0.9 7.0 71.4
B (25%) (14%) (1LO)  (33%)  (10%)  (16%)
46 43 192 73.0 7.0 0.9 6.4 75.9
Ve i (26%) (16%) (LD (33%)  (11%) (12%)
40g 23 18.6 T35 6.9 1.1 6.8 81.0¢

(26%) (14%) 0.9  @5%)  (13%)  (17%)
* Normalized to the dose of 0.5 g,

Vigabatrin in single doses up to 4.0 grams was well tolerated in this
subject population. Of the 24 subjects entered into the, 23 completed
according to the protocol. One subject died the study from non-VGB
related in a motorcycle accident. The most frequent adverse event

21. Safety results
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reported was headache (11 subjects, 45.8%). Hematology, serum
chemistry, and urinalysis did not reveal any clinically relevant
abnormalities following vigabatrin administrations.

22. Conclusion

Vigabatrin exhibits dose linearity over the dose range of 0.5 to 4.0
grams. The terminal phase half-life was somewhat reduced while renal
clearance was increased following high dose administration. These
changes were relatively minor and not considered to be clinically
important.

Applicant (Marketing
Authorization Holder)
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3BiT npo kiiniune BANpPoOyBanAs

1. Hazga nikapcekoro 3acofy (3a
HAABHOCTI - HOMEP PeeCTpanifiHoro
MOCBIAYCHHS)

CABPUJI® TabneTkn, BKPUTI ITIBKOBOIO 000I0HKOI0, 110 500 M

2. 3aaBHUK

TOB «Canodi-Asentic Ykpaina», Yxpaina

|3. Bupo6uux

I[TATEOH ®PAHIIIS

4. IIpoBeneH1 AOCITIIKEHH:

TaK

: | O si SIKLIO Hi, 0OTpyHTYBaTH

1) Tun aikapcekoro 3acoby, 3a AKHM

Jlikapcekuii 3aci0 3a MOBHUM 10ChE (ABTOHOMHE JOCBE), HIIMI

BUNPOOYBAHHA, KOJOBAHMII HOMEp
KJ1IHIYHOTO BHITPOOYBAHHS

nposogiacs  abo  IUTaHYEThCH| . ey :
% JIKapchKHi 3acif, HOBA Ai0YA PCUOBMHA
peecTpais
5. Tlossa massa  wmimiuHoro| CreniamizoBaHe AOCITIIKEHHS 3 BUBYEHHS MPONOPIIHHOCTI 103

BirabaTpuHy micas omHOpa3oBuX mepopansHux 103 0.5, 1,0, 2.0 Ta
4,0 r (mpotokon 71754-1-C-014).

6. ®a3a KIHIYHOrO BUIIPOOYBAHHSA

daza I

7. Ilepiog mpOBEACHHA KIIHIYHOTO
BHIIPOOYBAHHS

3 21 sxoBTHsa 1989 poky
ITo 13 auctonaza 1989 poky

8. Kpainm, ne mnpoBogmrocs
KJ1IHIYHE BUIPOOYBaHHs

Anrms

9. KiaekicTe AOCIHIDKYBAHHX

3ammaHoBana: 24 ¢yl extH
@axtuaHa: 24 cy6’ekTH

10. Mera rta BrOpuHHI mimi

KIHIYHOrO BUNPOOYBaHHS

Haparu o6rpynToBany ouinxy npomopuiiinocti 1o3i sirabatpumy
micyA oAHOpasosux nepopanshux 103 0,5, 1,0, 2,0 Ta 4,0 r y 310poBHX
cy0’exTiB.

11. Huzaiin KIIHIYHOrO

BUTIPOOYBaHHS

Bimkpure, panaomizoBade, 3 WOTHpMA [CPIOAAMH, TNEpEXpecHE
NOCHI/DKEHHS 3  OJHOTH)XHEBHM TEPIOAOM  BHMHBaHHA MK
mikysauHsmd. JIBaguate wormpu cy6’extu 6yam pammomisosasi
OTPHMYBAaTH OZHY 3 9OTHPBOX NOCHIJOBHOCTEH IKYBaHHS.
BiraGaTpun 3acTOCOBYBABCA HACTYITHHM YHHOM:

Jlikysanns A: 0,5 r onHopa3osa 103a (oasa tabnetka 500 mr)
Jlixysarus B: 1,0 r oqnopazosa no3a (aBi rabierkn 500 mr)
Jlikysanus C: 2,0 r onropasosa no3a (otupu tabaetkn 500 mr)
Jlikysanus D: 4,0 r onnopazoBa zo3a (Bicim tabierokx 500 Mr)

12. OcHOBHI KpuTEpii BRIIOUEHHS

3a0poBi HomoBikH BikoM Bix 18 mo 55 pokis (BKarouHO), Ge3
IIKIJUTMBOT 3BHYKH TIATIHHSA, 3 MACOKO Tia B Mexkax 15 % Bia ineansHol
macu tina. [liznucanus dopmu inpopmosanoi 3rogm.

13.  JlocmimkyBaunii sikapchkuii
3aci6, cmoci6 3acTocyBauHs, cuia aii

BiraGarpun tabnetku 500 mr.

ITepopanbHe 3acTOCYBaHHS OAHOPA30BOT 103H (HATLIE).

Hosysanus: mikysanss A — 0,5 r, mikysanus B — 1,0 r, mixyanusa C
—2,0r, nikyBanust D —4,0r.
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14. Ilpenmapar nopiBHsHHA, 1034,
cnocib 3acTocyBaHHA, CHIA Ail

He 3actocosno

15. CynytHs Tepanis

” CynyTtHs Teparis He A03BO/SLIACH Y UBOMY AOCTIDKCHHI.

16. Kpurepii ouinku edexrusHocTi

JaHi koHueHTpauil y miasMi Kposi Ta papMakOKIHETHYHI OKA3HHAKH:
[L10owa nix xpueorw koHueHTpauis-yac (AUC)

Maxkcumanena korueHTpauis y muasmi kposi (Cumax)

Yac pocsrHeHHs MAKCHMANBHOT KOHUEHTpAUii B mnasmi KpoBi (Timax)
ITepion nanisBuBeACHHS Y TepMiHaTbHIN dasi (ti/2)

Hupkosuii knipenc (Clr)

o pemapary, mo BUALTAETHCA i3 ceueio (BiZHOBIEHHA ¥ ceui)

17. Kpurepii ouinku Gesneku

[ToGiuni peakuii peecTpyBammcs s KOKHOTO NIKyBAHHS Ta NEPiOAY
BHMHUBAHHA.

18. CraTucTHuHi METOIM

Buxopucrosysamicsa a8a cTaTHCTHYHI MeTOAH (JTIHIHHOrO KOHTpACTy
Ta MHOKHHHOIO nopisuanus JanerTa).

19.  [lemorpadiuni  noxasHHKH
nocnimpKyBaHol momymauil (crats,
BIK, paca, TOLIO)

24 3noposi yonosikk BikoM Big 18 10 55 pokie (BkarouHO).

20. PesynsraTn epekTHBHOCTI

Tmax cranosus Big 0,8 o 1,1 rogusu Ta ti2 — Big 6,4 10 7,5 ronnHH,
061/1Ba MOKa3HUKH ACMOHCTPYBAIH MOAIOHI BETMYMHU HE3AICKHO Bij
nosu (aus. Tabmuwio Hipkue). Hopmanizosana 3a posoro 0,5 r AUC
sirabarpuny cranoBuwia 73,0-73,5 mxr.roa/mn 1a Cmax — 18,0-19.2
MKr/mir. ¥V pesymsrati Oynu npoaeMoHCTpoBaHi noaibHi 3HAYCHHS B
mianaszoHi 8-KpaTHOro CHIBBIAHOWIGHHS 103, IO BKalye Ha Te, WO
(papmaxokiHeTHKa OKpEeMO 3aCTOCOBYBaHOro siraGarpuny Oyma
HPONOPUiiHOK 103i. 3Ha4yeHHs Hupkosoro kiipency (Clr) 6ymm B
nianasoHi Bix 84,5 Mi/xs (rpyma Husskoi 1031) 10 93,6 Mn/xs (rpyna
BUCOKOT 103H) Ta % mnpemapary, IO BUALIIETHCS 13 CCUEO, — Bin
67,2 % (rpyna susekoi no3u) a0 81,0 % (rpyma sucokoi nozu). Xoua
Clr ra % npenaparty, 1o BUALLIETbCS 13 CEUCH), MAIH TCHACHINIO 10
HC3HATHOTO 30LMbNICHHS 31 30LIBIICHHAM J03M, KIiHIYHA 3HAYYIICTD
BB&XKaJIach HU3bKO10, ockimek AUC He 3MeHLIYBaIach.

dapmakokiHeTHHHI TOKA3HHKH Y T/1a3Mi KPOBI T 0JHOPA30BHX 103
BiraGarpuny (Tabnerku) y 310poBux ¢yt exTiB
DapMaKoKIHETHIHHA TOKA3IHK

Cepenne 3sHaueHHA (Koediuient Bapiamii, CV%)

2 ———————

Hosa -
N Cm?®  AUCW*  CLF  Tox  tp DovioBIHm
(Mer/mn)  (Mrroroa/mn)  (ron) (rom) (rom) y %)
0.5 24 18,0 73,2 7,0 0,8 7.5 67.2
wE (26%) (17%) (L) (%% (31%) (19%)
10t 24 184 73,0 7.0 0.9 7,0 71.4
‘ = (25%) (14%) (L0 (33%)  (10%) (16%)
20T 23 19,2 730 7.0 0,9 6.4 75,9
§ N (26%) (16%) (LD (33%) (11%) (12%)
40r 23 18,6 735 6,9 1,1 6.8 81,0
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(26%) (14%) 0,9) (45%)  (13%) (17%)
* Hopmanisosani 10 gos3u 0,5 1.

Onnopasosi nosu sirabarpuuy 10 4,0 r xo6pe nepenocumcs y wiit
nonyasuii cy6’exris. I3 24 cy6’exTiB, BKIIOYSHHX 10 JocaimkeHHs, 23
3aBEPIIHIIA JOCILKEHHS 3T1AHO 3 mpoTokoaom. OmuH cy6 ekT momep
OiJ ¥ac AOCHIZAKCHHS BHACTIZOK HE MOB SI3aHOI i3 3aCTOCYBAHHAM
21. Peaymsratu Gesnexu BirabaTpuHy  JOPOJKHBO-TPAHCTIOPTHOI  mpurogu. Haiiwactime
MOBIIOMIIFOBAHAM TOGIYHHM  SBHIEM Oys ronosumii 6ims (11
cyb’extis, 45,8%). Y pesympTatax 3araapHOro aHajily KpoBi,
OioximMiuHOTO aHai3y KpOBi Ta awamizy ceui He BUABIEHI KIiHIUHO
3HAUYILl BIAXUICHHS THCIIs 30CTOCYBaHHs Birabarpuny.

Birabatpun aemoHCTpye mnpomopuiitay nosi (hapMakOKIHETHKY B
Aianasoni 103 0,5-4.0 r. [lepioa naniBBuBecHAA y TepMinanbHiil pasi
22. BucHOBOK (3aK/IIOUCHHS) ACLIO 3MCHINYBABCH, 3 HUPKOBUH KTIPEHC 3POCTAB MIC/s 3aCTOCYBAHHS
BUCOKOI n03u. Lli 3miHn Gynu BiAHOCHO HE3HAUHHMM Ta HE BBANATHUCS
KIIHIYHO 3HATYIHMH.

3assnuxk (Bracux
peecTpauiiHoro
MOCBIIYECHHS)

S\ nf

: Jﬂ TE(T
15%\::: 3384na2s
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Clinical Trial Report

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

SABRIL®, 500 mg film coated tablets

2. Applicant

LSanoﬂ-Avcntis 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 or planned

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

"['x Full name of the Clinical
{'rial, clinical trial code

A definitive study evaluating the pharmacokinetics and dose proportionality of]
vigabatrin enantiomers following 0.5 and 2.0 gram doses administered every 12 hours
for 5 days (protocol 71754-1-C-015).

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

From November 8, 1989
To November 30, 1989

8. Countries where the
clinical trial was conducted

England

9.  Number of study
participants

Planned: 24 subjects
Actual: 24 subjects

10. Goal and secondary
objectives of the clinical trial

To provide an evaluation of the pharmacokinetics and dose proportionality of]
vigabatrin (racemic) and vigabatrin enantiomers during multiple dosing.

11. Design of the clinical trial

An open-label, randomized, balanced two-period crossover study with a one week
washout between treatments,

12. Main inclusion criteria

Healthy male volunteers between 18 and 55 years old (inclusive), non-smokers, to be
within 15% of their ideal body weight range. All subjects have signed an informed
consent form.

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

Vigabatrin 500 mg tablets

Oral administration (fasted)

Treatment A: 0.5 grams (one tablet) two times a day for S day (9 doses)
Treatment B: 2.0 grams (four tablets) two times a day for 5 day (9 doses)

14, Comparator,  dose,
method of administration,
strength

Not applicable

15. Concomitant therapy

Subjects were to receive only the drugs specified in the protocol. No other prescription
or OTC drugs were allowed during the study days and the washout period between
treatment periods.

There were no concomitant medications administered to any of the subjects during the

course of the study.
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16.  Efficacy
criteria

evaluation

Pharmacokinetic parameters of vigabatrin (racemic) and vi gabatrin enantiomers:
plasma concentration-time curve (AUC), peak plasma concentration (Cmax), time to peak
plasma concentration (Tyma), plasma terminal phase half-life (T1.), renal clearance (Clr),
% drug excreted in the urine (urine recovery).

17. Safety evaluation criteria

All adverse events were recorded with description, date of onset, date event resolved,
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

In order to test for dose proportionality, the plasma concentrations, all AUC, Cmax,
and Cmin values for the 2 gram dosage group were normalized to the 0.5 gram regimen.
For all pharmacokinetic parameters, normalized as appropriate, an analysis of variance
(ANOVA) for a randomized 2-period crossover design was used for sequence, period,
and dosage effects.

The sequence cffect was assessed using the between subject variability to form the
appropriate F-test. The dosage and period effects were tested using the residual error
variance. Type III sums of squares were used to adjust for any missing data. Results with
p = 0.05 were considered statistically significant.

Using the 0.5 gram dosage as the reference and the results of ANOVA, an estimated
ratio for each pharmacokinetic parameter was obtained using the adjusted (least squares)
test mean divided by the adjusted reference mean, expressed as a percentage. The
corresponding 90% CI for the ratio was derived from the 90% CI for the difference in
the adjusted means, expressed as a percentage.

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

24 male subjects were 18 to 52 years old (25.8 + 8.2) and weighed between 60.3 and
923 kg (71.7 £ 8.8).

10. Efficacy results

Plasma vigabatrin levels reached steady state on day 2. The Twmax of the racemate in the
steady state was 0.9 to 1.1 hours, and the T1» was 7.4 to 7.7 hours, both of which showed
similar values regardless of the dose (sce table below). Dose-referenced steady-state
AUCp.12 and Cmax showed similar values, confirming dose proportionality to plasma
exposure during repeated vigabatrin administration. The urinary excretion rates were
66.75% (0.5 g) and 69.94% (2.0 g), showing similar values regardless of the dose. The
accumulation ratio was 1.47 to 1.53 based on the trough value of plasma concentration
and 1.23 to 1.25 based on AUCo.12 (day 5 / day 1), and no obvious accumulation was
observed.

In the steady state, CLr of the R-form (inactive form) is slightly lower than the S-form
(active form), while the plasma concentration of R form remained at about 1.25 times
higher than the S-isomer. These differences between the S and R forms were similar
between T2 of both enantiomers, suggesting that they may be due to differences in

absorption or distribution.




000013

Pharmacokinetic parameters of repeated doses of vigabatrin (tablets) in healthy
subjects
Pharmacokinetic parameters (racemic or enantiomer)

Dois Mean (standard deviation)
Cinax AUCo.12 CLr Tosax Tia Recovery
N {ng/mL) (ng.h/mL) (L/h) (h) (h) in urine (%)
Measured as racemic
| 1725 56.82 0.93
0.5 g BID (DI) th G g NA i WA NA
18.16 70.96 100 770 66.75
0.5 g BID (%) X 286 (11.60) NA 04y 1se) (7.37)
2.0 g BID (DI)* 4 7132 23112 NA (é'gf) NA NA
A 1.02 7.42 69.94
2.0 g BID (D5) 24 7476 28468 L o
Measured as S form
574 2801 9.18 6.26
0.5 g BID (D5) o e (208) arhg M g e
3142 124.56 825 7.15
2.0 BID (P5) 10 78 (19.0) sy M ;33 HA
Measured as R form
9.63 35.56 725 6.49
0.5 g BID.(D5) 10 475 (207) dasi M sas ek
202 149.85 6.83 8.05
+0 g BID(DS) 10 472 (178) sy Ne o o P

*Cuax and AUCo.12 are expressed as conversion values
N/A — not applicable

21. Safety results

The administration of vigabatrin in multiple doses of 0.5 and 2.0 g was well tolerated
in this subject population. All subjects entered into the study completed the treatment
periods with vigabatrin. No clinically remarkable changes in hematology, serum
chemistries, or urinalysis attributable to vigabatrin treatment were observed. The most
frequently reported adverse events were headache (41.7%), tiredness (41.7%), and a
lightheaded feeling (25.0%).

22. Conclusion

Vigabatrin and vigabatrin enantiomers demonstrate linear pharmacokinetics over the

dose range studied (0.5 gram to 2.0 gram BID).

Applicant (Marketing
Authorization Holder)
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3siT npo kainiune BENpoGyBanns

1. Hasga nixapcekoro 3acoby
(3a HasBHOCTI — HOMED

CABPUJI® Tabnerku, BKPHUTI TIIBKOBOIO 060n0HK0R, 10 500 Mr

peecTpauiiHoro

MOCBIAYCHHS)

B‘ 3asBHHK TOB «Canodi-Asentic Yrpaina», Ykpaina
3. BupoOuuk ITATEOH ®PAHIIIS

4. IlposeacHi qocaiuKeH S

! TaK O Hi SAKINO Hi, 06IpyHTYBaTH

1) Tun mikapeekoro 3acoby,
3a SKHM mpoBoaumiacs abo
[IAHYETHCS PeeEcTpartis

Jlikapeskuii 3aci6 3a nosuuM nocke (aBTOHOMHE A0CHE), iHmMMI miKapchKuil 3acib,
HOBA /11094 PEYOBHHA

5. IloBHa Ha3zBa KIiHIYHOrO

Crienianizopane 10CIUKEHHA 3 BUBYEHHS (DAPMAKOKIHETHKH T2 TIPONOPIIHHOCTI 103i

KJTIHIYHOTO BUNpoGyBaHHs

MrpoOysauHs, KONOBaHMii|enanTiomMepis BiraGarpuny micas 103 0,5Tta 2,0 r, mo 3aCTOCOBYBAJIMCH KOWKHI 12
HOMED KJTIHIYHOTO | FOAMH MPOTATOM 5 AHIB (POTOKOX 71754-1-C-015).
BUITPOOYBaHHS
6. Daza KITIHIYHOTO
®aza |
BUITPOOYBAHHA
7. Ilepion  npoeexenns| 3 08 micromama 1989 POKy

ITo 30 nucromaza 1989 poky

8. Kpaiau, ne mposoamiocs
KTiHIYHE BUNPOGyBaHHs

Anrmnig

9. KinpkicTs mociimKyBanux

3arutanoBana: 24 cy6 ekt
Daxruuna: 24 cy6’extn

10. Mera ta BropuHHI wnini
KJIIHIYHOTO BUNIPOGYBaHHA

Ouinntn  dapmakokieTuky Ta mpomopuiiiHicTs m03i Birabarpuny (pauemiuna
CoMTyKka) Ta eHaHTIOMepiB BirabaTpuHy NpH 3acTocyBaHHi faratopasoBux A03.

34CTOCYBAHHS, CHIIa Ail

1. Muszaitn  wminiusoro| Binkpure, panzomizosame, 30anaHcoBaHe, 3 BOMA MNECPIOJAMH, NCPEXPECHE
BUIPOOYBaHHs JOCILIKEHHS! 3 OTHOTHKHCBHM TIEPIOZIOM BUMHBAHHS Miz TKYBaHHAMH.

2 o o 3noposi Honosiku-106poBomsLi BikoMm Bix 18 10 55 POKIB (BKIHOUHO), 63 MIKigmHBOi
ﬂx.;lrot{cﬂﬂa PR 3BUYKH TaJHHA, 13 MacOK Tina B Mexax 15 % eix ineansHol Macu Tima. [Mignucanus

dopmu indopmosanoi 3roau.
: .|| Birabarpun 500 mMr TabneTkm.

13, Hocnimkysanmnii

» " . .|| Ilepopamsre 3acTocysanns (HaTme).
mkapeekui  3acib, cmoci6

Jixysanns A: 0,5 r (oama Tabierka) x8a pasu Ha 100y npoTarom 5 auis (9 1o3).
Jlikysauns B: 2,0 r (wotupn Tabaerku) aBa pasu Ha noby npotsirom 5 axis (9 nos).

14, Tlpenmapar mnopisHaHHS,
1033, croci® 3acToCyBaHHA,
cuna ail

He sacTocosno

15. Cynytas tepanis

CyG’extn oTpumyBanm TimBKH TajbKkp 3a3HAUCHI y OpOTOKOIi mpemapatH. Immi
PCLUENTYPHI Ta HEPELENTYPHI MPEMapaTH HE NO3BOIATHCA Yy AHI JOCHIKEHHS Ta
MIPOTSrOM NCPIOAY BUMMBAHHS MIXK JiKYBaHHAME.
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Buponosk nociizkenns koaeH yyacHuk He OTPUMYBAB CYIMYTHBOI'O JIKYBAHHI.

DapmMakoKIHETHYHI TMOKA3HUKH  BiraGaTpuny (pauemiuHOro) Ta eHaHTIOMEpIB
BiraGaTpuHy: mIOmMA Mg KPHBOO KOHLEHTpais B mmasmi kposi-wac (AUC),
MaKkCHMATbHA KOHLEHTPAWis y Taa3Mi KpoBi (Cmax), ¥aC HOCATHEHHS MaKCHMAELHOT
KOHUEHTpauil B mmasMi xposi (Tmax), Mepios HamiBBHBEICHHS Y TepMiHaIbHIH (asi
(T1»), nnprosuit kaipenc (Clr), % npenapary, mo BUIIETHCS 13 CeuCio (BinHOBICHHS
v ceul).

16. Kpnrepii OIIHKH
ederTHBHOCTI

17. Kpurepii OLIIHKH
Desnekn

Yei nobiuni sBHINA peecTpyBaIHCs 3 OMHCOM, JATOKO MOYaTKy, JaTOK pPO3PIILCHHS
ABUINA, THKKICTIO, BKHTHMH 3aXOJAMH, OLIHKOIO 3B'M3KYy i3 3aCTOCYBaHHAM
npenapary Tta Hacmiakom. Cepiiosui mo6iuni sBuma rnosmuHI Oy moBizomaaTucs
MOHITOpPY Heraifxo.

18. Craructuuni Mmeroan

Has TectyBamms npomopuiitHocTi mo3i mami KOHUEGHTpauii B mmasmi kposi, yci
sHaueHHs AUC, Cumax Ta Cumin rpynm mosyeamus mo 2 r Oymu HOpMmamizoBasi 10
noszysanas no 0,5 r.

Hnst yeix HOpMaTi30BaHUX BIAMOBIIHAM YHHOM (hapMaKOKIHETHYHHX MOKA3HUKIB OyB
BHKOPHCTaHUH nucnepciiinmii ananiz (ANOVA) s PaHIOMi30BaHOTO, 2-NepiogHoro,
NICPEXPECHOrO AH3aiHY, 1100 BHBUHTH ¢heKTH MOoCIiI0BHOCTI, nepioay Ta A03yBaHHS.

Edexr nocmizoBHOCTI ouiHIOBATH 32 IOMOMOTOM MiHIHBOCTI Midk cyb'ekramu ans
$opmysanns sinmosigsoro F-kpurepio. Edextn JO3yBaHHi Ta mepiogy Oymu
MEePEeBIPEHi 3 BUKOPHCTAHHAM AMCTIEPCiT 3aIMIIKOBOI MOMHUIKH. Cymu xBagpatis Tumy
Il 6ynn BukOpHCTAHI IS KOPHUTYBAHHS Oyab-sKHX BincyTHix manux. Pesymeratu 3
p = 0,05 BBaskanu CTATHCTUYHO 3HAYYIIHMH.

Buxopucrosyloun 103y 0,5 rpama sk ertason i pesymeratt ANOVA, ouinene
CHIBBIAHOMIEHHS U1 KOKHOTO (hapMakoKiHETHIHOro napamerpa Oymo oTpumano 3a
AONOMOIOK)  KOPUTOBAHOrO (32 MCTOAOM HAHMCHIMIX KBaaparTis) CEpEeIHBOro
TECTOBOTO 3HAYCHHA, TMOAUICHOTO HA KOPHIOBAHE CTATOHHE CCPEIHE 3HAYCHHS Ta
BHPaXCHOTO y BiacoTkax. Bignosiauuii 90 % JII nns cniesinsomenHs Oym0 oTpumano
3 90 % JII ans pisHuui kopuroBanux CepEHIX 3HAYECHB, BUPAKEHOI Y BiICOTKAX.

19, Jemorpadyiumi
NOKA3HUKM  JOCILIKYBAHOI
nonynsuii (crats, Bik, paca,
~homo)

24 yonosixu Bikom Bix 18 mo 52 pokis (25,8 £ 8.2) Ta 3 macoro Tina Big 60,3 mo
92,3 kr (71,7 + 8,8).

20.
eexTHBHOCTI

Pesynsratu

Pipui BiraGatpuny B miasmi KpoBi AOCATIH PiBHOBWKHOTO cTany Ha jaeHs 2. Y
piBHOBaKHOMY cTaHi Tmax PALEMIYHOI CHOIYKH CTAHOBHB Bix 0,9 no 1,1 roguuu Ta
Tiz — Bin 7,4 no 7,7 roa. O6uasa mokazHuKH JCMOHCTPYIOTh TIOAIOHI 3HAMEHHS
HE3aNCKHO Bix A03H (anB. Tabmimo Hinkge). Kopurosani 3a 103010 AUCo-12 T2 Cona y
PIBHOBLKHOMY CTaHi JGMOHCTPYBAIM  MOMiGHI BE[IMYHMHHN,  TiATBEPLKYIOUH
MPOMOPUIHHICTE 10 103 eKCHO3MLiT y M1a3mi KpoBi IpH 3acTocyBanHi Bararopasosux
103 BiraGaTpuny. 3HAYCHHS MBHAKOCTI BHBEAEHHS i3 CEUCI0 CTAHOBMIH 66,75%
(0,5r) Ta 69,94% (2,01), JCMOHCTPYFOYH MOXIOHI BCIHYMHHM HC3AIEKHO Bi JO3H.
Kocdiuient naxonuuenns cranosus eix 1,47 no 1.53 ua ocHOBI BeTHYHE MIHIMATBHOT
KOHIEHTpauii y masmi kposi ta Bia 1,23 no 1,25 na ocrosi AUC.1» (aens 5/nenn 1);
OYEBHIHA AKYMYIALIs HE CIOCTEPIranack.

Y piBHOBakHOMY cTaHi kiipeHc R-emamTiomepy (HeakTHBHa dopma) Gys memo
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HWKIHM, HDK y S-enanTiomepy (aktusna (bopMa), Tomi sk KOHIIEHTPAUis ¥ T1asmi
Kposi R-cHanTiomepy sammmanace mpubmusno y 1,25 pasa sumoro, Hix S-izomepy. Lli
BiamineOCTi Mik S Ta R dopmamu Gymu momiGuumu i mozo T2 oBox enantiomepis,
10, HMOBIPHO, 3yMOBIEHO BiIIMIHHOCTAMH Y BCMOKTYBAHHI T2 posmozimi.

DapmaKoKiHETHYHI MOKA3HUKH NPH GAraTopazoBHX 103aX Birabatpuny (tabnerku) y
3I0POBHX CYy0 eKTiB

DapMakOKIHCTIHI TOKA3HHKH (PaleMiuna croayKa afo CHAHTIOMEp)

Cepemne snauenns (crannapre BiZXIUIeHES )

Hosa
Cux AUCo.z2 CLr Tmax Tz Bianosnenus
N (mxr/son)  (Mkr.rog/sm) (wrom) (rox) (rox) y ceui (%)
Panemiuna cnonyxa
0,512 p/uoby (zenn 1) 24 (12772’5) (566;4322) H3 (g'g';) H/3 HA3
i 18,16 70,96 1,00 7,70 66,75
; 5 : ; : - ;
0.5r2p/moby (nemn5) 24,50, (11.60) 3 w4y  ase 7.37)
2,01 2 p/moby 1,02
(nens 1)* 24 7132 23112 H/3 (0.31) H/3 H/3
2,012 p/noby 1,02 742 69,94
(aems S)* 2t WIS 254,08 B3 040y (085) (8,84)
S- enanTioMep
5,74 28,01 9,18 ; 6,26 y
0.5 r 2 p/noby (nenn 5) 10 (15.7) 20.8) aA7.1) H/3 3323) H/3
3 3142 124,56 825 715
2,012 p/noby (nenn 5) 10 178) (19.0) (16,0) H/3 (13.3) H/3
R- emanTiomep
: 9.63 35,56 7,25 6,49 3
0.5r 2 p/noBy (nens 5) 10 (17.5) 0.7 (162) H/3 (33.6) H/3
42,02 149,85 6,83 8,05
2,071 2 p/noGy (aens 5) 10 (17,2) (17.8) (15.5) H/3 (12.2) H/3

*Cmnax T2 AUCo.12 — NpefICTaReHI HOPMAII0BAH] BOIUIHHN.
H/3 - ne 3acrocosno.

21. PesynbraTu Ge3neku

bararopasosi no3u sirabarpuny 0,5 ta 2,0 r no0pe nmepeHOCHIHCS Y Wikt momymauii
cyb’exTiB. Yci BKIIOUYEHI [0 NAHOr0 AOCAIMKCHHS cyb’exkTn 3aBepumnu nepiomu
nikyBanHA Birabarpunom. He criocrepiranocs miniuno 3HATYLINX 3MiH Y PE3yIbTaTax
3arajbHOTO aHai3y Kposi, GioximiuHoro ananisy kposi Ta aHANMI3Y ceul, MoB M3aHMX 13
3acTOCyBaHHAM BiraGarpuny. Haifuactime moBizoMmoBanuME MOGiMHIMI ABHIAMH
Oymn romosmmii  Gine (41,7 %), miABMIEHA BTOMIIOBAHICTE (41,7%) Ta
nepeaHenpuroMunii cras (25,0 %).

22. BHCHOBOK (3aKIHOUCHHS)

BirabatpuH ta emantiomepn Birabatpuay ACMOHCTPYIOTH TiHIHHY (apmakokineTHKY

3assauk (Bracuk
peecTpauiiiHoro
[IOCBiJUEHHS)

y AiamasoHi mocmizkysa wppeAsaln 0,5 r g0 2,0 r 2 pasu ua 106y).
[
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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 relative bioavailability and the
effect of food on the bioavailability of vigabatrin following 1.0 gram

6. Clinical trial phase

single doses (protocol 71754-1-C-017).
Phase I 1

7. Period of the clinical trial

Date of enrollment of first subject: April 20, 1990
Last subject completion date: May 12, 1990

8. Countries where the clinical trial
was conducted

England

9. Number of study participants

Planned: 24 subjects
Actual: 24 subjects

10. Goal and secondary objectives of]
the clinical trial

To evaluate the bioequivalence of the US and European vigabatrin
uncoated tablets, the effect of a high fat meal on the bioavailability of]
vigabatrin tablets, and to define the relative bioavailability of]
vigabatrin tablets

Treatment Comparison
A: US. tablet (fasted) vs. B: Europcan tablet

(fasted)

Objective
Bioequivalence

Food Effect A: US. tablet (fasted) vs. C: U.S. tablet (fed)
Relative A: U.S. tablet (fasted) vs. D: Oral solution
Bioavailability  (fasted)

L1. Design of the clinical trial

The study was conducted as an open, randomized, balanced, four-
period crossover study with one week washout period between
treatments. Twenty-four subjects were randomly assigned to one of the
four treatment sequences and vigabatrin was administered as follows:

Treatment A: 2 x 500 mg US tablets in fasted subjects

Treatment B: 2 x 500 mg European tablets in fasted subjects

Treatment C: 2 x 500 mg US tablets in fed subjects

Treatment D: 10 mL of 100 mg/mL oral solution in fasted subjects

12. Main inclusion criteria

L. Subjects are healthy males between 18 and 55 years old, inclusive.
2. Subjects are within 15% of their ideal body weight range.
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3. Subjects are non-smokers.
4. All subjects have signed an informed consent form.

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

Vigabatrin

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

- European uncoated tablets (UC [EU] tablets, 500 mg).
- European solution (100 mg/mL).

Single oral administration

Dose: 1.0 g.

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

Not applicable.

15. Concomitant therapy

Concomitant medications were not allowed during this study (during
the treatment days or washout periods).

16. Efficacy evaluation criteria

The plasma and urine pharmacokinetic parameters included: AUC (o-
F), Cmax, Tmax, T12, renal clearance (CLr), % drug excreted in the
urine, oral clearance (CL;o), and apparent volume of distribution (V).

17. Safety evaluation criteria

All adverse events were recorded with description, date of onset, date
cvent resolved, severity, any action taken, an evaluation of drug
relationship, and ultimate outcome. Serious adverse events were
reported to the monitor immediately.

18. Statistical methods

For AUC, Cmax, Tmax, ti/2, renal clearance, and percent recovery in
the urine, an analysis of variance (ANOVA) for a randomized 4-period
crossover design was used to assess sequence, period and treatment
effects.

The sequence effect (SO) was assessed using the subject variability
[S(SO)] to form the appropriate F -test. Period effects and treatment
contrasts were tested (Q = 0.05) using the residual error variance term.
Type III sums of squares were used to adjust for any missing data.

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

24 healthy subjects

-male 24

- White 23, Asian 1

Age: 26.4 + 9.9 years (18 to 49 years old)

20. Efficacy results

Pharmacokinetic Results:

Bioequivalence (Treatment A vs B):

The mean + SD AUC for the U.S. and European tablets was 127.1 +
18.3 pg-hr/mL and 129.0 + 19.0 pug-hr/mL, respectively, and the mean
% SD Crax was 31.2 £ 6.2 ug/mL and 33.2+£92 ng/mL, respectively.
Mean £ SD Tmax was 1.00 +0.29 hrs and 0.98 + 0.28 hrs, respectively.
For both AUC and Cimax the 90% CI was within the 80-120% range.

The mean + SD terminal phase t1, for the U.S. and European tablets
was 7.15 + 1.15 hrs and 7.05 + 1.17 hrs, respectively. Similarly, CLr
was 95.0 + 28.2 mL/min and 92.2 + 20.5 mL/min, and the percentage
of dose recovered in the urine as vigabatrin was 69.8 + 20.4 and 69_1
* 12.5, respectively. The mean 2 for absorption and distribution was
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approximately 12 minutes and 45 minutes, respectively, for the U.S.
and European tablets.

Food Effect (Treatment A vs C):

The pharmacokinetic parameters for the fasted treatment are the same
as those listed for the U.S. tablet (fasted). The AUC, Cinax and Trmax for
the fed treatment were 116.6 + 14.8 pg-hr/mL, 20.9 + 6.7 pg-hr/mL,
and 2.14 = 1.02 hrs, respectively. The 90% CI for the fasted and fed
treatments showed no difference in AUC; whereas, Cpax was reduced
by 33% and Tmax was prolonged by 113% in the fed treatment.

The mean + SD terminal phase ti (9.15 + 4.63 hrs) was prolonged
in the fed group compared with the fasted group (7.15 + 1.15 hrs).
However, CLr and percentage of dose recovered in the urine for the
fed group were not different from that observed for the fasted group.
For the fed group, Clr and percentage recovered in the urine were 99,9
+ 26.3 mL/min and 68.2 + 17.1, respectively. The mean ti» for
absorption was 50 minutes, the lag time for absorption was 45 minutes,
and the mean distribution t1» was 70 minutes when vigabatrin was
administered to fed subjects.

Relative Bioavailability (Treatment A vs D):

The AUC, Cumax, and Timax for the vigabatrin solution were 120.9 +
15.9 ug-hr/mL, 33.9 + 5.8 pg/mL, and 0.61 = 0.25 hrs, respectively.
Using the 90% CI approach, the AUC and Cpax for the U.S. tablet and
oral solution (reference) showed no difference; whereas, the Toax was
slightly longer for the tablet compared to the oral solution. The ratio
of the AVC for the oral solution and tablet indicates that the relative
bioavailability of the tablets is essentially 100%.

The t12 (7.07 + 1.55 hrs) and CLr (96.2 + 21.0 mL/min) of the oral
solution were not different from that observed for the U.S. tablet,
Following the oral solution, the absorption ti2 was two times faster
relative to the tablets with a value of approximately 5 minutes and the
distribution ti2 (53 minutes) and lag time for absorption (10 minutes)
were similar to that observed for the tablets.

Adverse event

» There were no deaths or serious adverse events.

* Adverse events were observed in 14 of 24 patients. There was no
difference in the incidence of adverse events between formulations.

The most common events were central nervous system events, such
as headaches. Headache was judged to be possibly related to vigabatrin
on 10 cases in 6 subjects and was noted during all 4 study periods
involving all 4 treatments. Other adverse events possibly related to
vigabatrin consisted of other central nervous system-related events,
gastrointestinal events and a single case of pruritus and rush seen only
after first exposure to vigabatrin. All of these were mild to moderate
in severity.

Vagus nerve event in 1 person as a severe adverse event syncope was
seen. Recovery was confirmed for all adverse events.

21. Safety results
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There were no cases of discontinuation of investigational drug
administration due to adverse events.

Electrocardiogram

No clinically relevant abnormalities or fluctuations were observed.

Laboratory test

No clinically significant changes were found in hematology, blood
biochemical and urinalysis.

The bioequivalence of UC (US) and UC (EU) tablets was confirmed.

The bioavailability of UC (US) tablets was considered similar to
solution.

The effects of diet on the pharmacokinetics of UC (US) tablets were
delayed absorption and elimination, and a decrease in Cay (about
33%), but no clear difference in AUC, indicating that vigabatrin
22. Conclusion (tablets) can be administered both before and after meals. It was
concluded that there is no difference in the therapeutic effect
regardless of whether the drug is taken before or after meals.

There were no deaths or serious adverse events. The most common
events were central nervous system events, such as headaches.

There were no cases of discontinuation of investigational drug
administration due to adverse events.
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iT npo xuiniune Bunpo6GyBanus

1. Hassa nixapcskoro 3aco6y (3a
HASBHOCTI - HOMEP peecTpaniitaoro
[TOCBIAYCHHSA)

CABPUJI® tabnerku, BKPUTI MI1iBKOBOIO 000n0HKO0, 10 500 MT

2. 3asBHHK

“ TOB «Canogi-Asentic Yipaina», Ykpaina

3. BupoGuuk

ITATEOH ®PAHLIIA

4. Iposeneni nocimKenns:

g

TaK Hi

AKIIO Hi, OOTPYHTYBaTH

1) tun nikapeekoro 3acoby, 3a skum

Jlixapcokuii 3aci6 3a noBHMM 10ChE (aBTOHOMHE J0ChE), iHmmif

BUNPOOYBAHHA, KOAOBAaHWH HOMEp
KIHIYHOTO BUNPOGYBaHHS

npoBoaumacs  abo  muaHyerbes|| . . ;
: JIKapchKui 3acib, HOBa Ail0ua pevoBHHA
peecTpatis
5. Tloema Hazea  kminiuxoro| Creuianizosane JOCTLIKEHHS 3 BHBYCHHS BiHOCHOT

GiomocTymHocTi Ta BrzmBYy ki Ha GiogocTymHicTs BiraGaTpuny micas
OnHOpa3osux 103 1,0 rpam (mpotoxon 71754-1-C-017).

6. Dasa KAiHIYHOTO BUOPOBYBaHHS

I ®aza I

7. Tlepion MpoBeJEHHS KIIHIYHOTO
BUNIPOGYBaHHS

Hara srirouerns nepuoro cy6’ exra: 20 ksiths 1990 POKY

Hara 3aBepurenHs ToCHiMKCHHA OCTaHHIM cyb’exrom: 12 tpasms
1990 poxy

8. Kpaimu, ne nposommIocs
KIIHIYHE BUNPOOYBaHHs

Awurmnis

9. KinbkicTs nocmimkyBanux

3annanorana: 24 cy6’extn
@axtuuHa: 24 cy6’ekTH

10. Mera Ta BTOpHHHI
KJTIHIYHOrO BUIpoGyBanHsa

mini

Ouirntn GioexsianenTHicts BiraGatpuay, TabneTky 663 0GONOHKH
(BuroroBneni 8 CLIA ta €sponi), srmsy NpuioMy i 3 BHCOKHM
BMICTOM 3KHPiB Ha GiogocTynuicTs iraGatpuuy y dopmi rabnerok ta
BH3HAYHTH BITHOCHY GiogocTynHicTs TabieTok Birabarpuny.

i1
BioeksiBanenTHiCT

Hopisnsnus nikysane
A: Tabmerkn (CILUA) (Hartime) npotu B:
Tabnerku (€spona) (naTme)

Brnus ixi A: Tabnerku (CLIA) (uaTme) mpotu C:
Tabaerkn (CLUA) (micas ki)

Bignocha A: rtabmerku (CIIA) (marmie) mpota D:

BiogoctynHicTs Posuun opansamil (Hatme)

11. Hwu3zaiin KJAIHIYHOTO

BHIIPOOYBaHHS

Hane pocnmimkerHs npoBoamiocs sK BiakpuTe, PaHIOMI30BaHE,
30anaHcoBane, 3 4OTHpPMA mEpiogaMHM, [OCPEXPecHe AOCALLKCHHS 3
OJHOTHKHEBHM MEPIOIOM BHMHBAHHS MK JTKYBAHHIMH, Heagusaru
HOTHPHOM CY0’'€KTaM PpaHIOMi30BaHO 6y/n0 mpu3HAYEHO ONHY 3
HOTHPROX IOCTIA0BHOCTCH nikyBauus. BiraGarpun 3aCTOCOBYBABCS
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HACTYMHNM YHHOM:
JlixyBanna A: 2 Tabnerkn no 500 mr (CLIA) narme
Jlikysauns B: 2 Tabnerku no 500 mr (€spona) Harue
Jlikysarns C: 2 Tabnerku mo 500 mr (CLUA) mics ixi
Jlikysauus D: 10 M1 pozunny opansroro (100 MI/MJT) HaTIIe

12. OcHoBHI KpuTepii BRITIOYCHHS

1. 3n0poBi wonosiku Bikom Bix 18 10 55 pokis BIFOUCHO.
2. Maca rina B mexax 15 % Bix ineanmsHoi mack Tina,

3. be3 mKixIuBoT 3BMUKH MATIHHS,

4. [lignucauns Gpopmu inpopmosanoi sromu.

13, Jlocmimxysaunii  mikapcekmii
3acib, cmoci® sactocysaHHs, cuaa
it

Birabarpun

- Tabnerku Gez o6ononxu (CIIA) no 500 MT;

- Tabnerku 6e3 obonouxu (€spona) o 500 MT;
- posuun (€Bpona). 100 mMr/mu.

ITepopanshe sacTocyBanHs 0qHOPA30BOI A03H.
Hosza: 1.0r.

14. Tlpenapar nopieusumus, 1032,
criocif 3acTocyBauus, cuna i

He zacTocosno.

15. Cynyras repamnisa

CynyTHa TEpanis He JA03BOANACH T 9ac LBOTO AOCTITKCHHS (y
JHI JIKYBAHHS T NPOTSrOM NEPiofIiB BUMHBAHHS).

16. Kpurepii ouinku edekruBHOCTI

®apMakOKIHETHYHI TTOKA3HAKM B TTa3Mi KPOBi Ta ceui BRTIOYAIH-
AUC(, mr) Crmax, Tmax, Ti2, rupkosuit xripenc (CLr), % npenapary,
WO BUALTAETBCA i3 CEYero, OpaibHMIL kmipenc (Clyo) Ta Buammmii
06’ em posmozainy (V).

17. Kputepii ouinku Gesnexu

Yei nobiumi sBumIA peecTpyBamHcs 3 OMHCOM, AATONO TOYATKY,
JATOI0 posplmermﬂ ABUINA, TAKKICTIO, BYKHTHMH 3aX0JAMH, OLIHKO
3BA3KY 13 3aCTOCYBAHHSM mpenapaty Ta Hacminkom. Cepiiosni
nobivHi SBHLIA NOBHHHI OyiIH NOBiAOMAATHCS MOHITOPY HeraiiHo.

18. CratucTuuni MeToau

Hmx AUC, Cunx, Tomax, 117 2, HHPKOBOTO KJIIPEHCY Ta BiACOTKA
BITHOBJICHHS Iperapary B cedi BHKOPHCTOBYBABCS AMCHEPCIiiHMiA
aamis (ANOVA) ans pamgomizosasoro, 3 HOTHpMA HCplo,EIElMH
NIEPEXPECHOTO  AM3aifHy, 00 OUIHHTH edekTH NOCHiZOBHOCTI,
nepiogy Ta .rlucyﬂamm

Edekr mocminosnocti ouinroBamm 3 BUKOPHCTAHHAM MIiHIHBOCTI
cyO'ekta ans dopmysamns Bigmosizmoro E- Icpmepuo Edextu
NMEpioly Ta KOHTPACTH NiKyBaHHS Oyan mepesipeni (Q = 0,05) 3
BUKOPHCTAHHAM AMCTIEPCIHHOTO wieHa 3amumkosol momunkn, Cymu
Kaa;(paTla tuny [l 6ynu BukopHcTani mna kopurysanms Oyap-sKkuX
BIACYTHIX QaHHX.

19.  Hemorpadiumi  noxazaukm

24 310poBi CY0 €KTH:

AoCHUKYBaHOT monymsiii  (crars,

- YOIOBIKH —24;
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BIK, paca, TOLO)

- paca: esporneoiaHa — 23, MoHronoigsa — 1;
- Bik: 26,4 + 9,9 poky (zianason: 18—49 poxis).

20. PesynpraTte edexTuBHOCTI

Dapmarorinemuyni pesynomamu.

bioexsisanenmuicme (rixyeanus A npomu B):

Cepenne snauenns + CB AUC anms tabnerox (CLUA Ta €spomna)
cranoBmiao 127,1 + 18,3 mer-rog/mn i 129,0 + 19,0 MKD-T0YMIT,
BIANOBiAHO, Ta cepeane 3HaYCHHA £ CB Cpax — 31,2 £ 6,2 Mxr/ma 1
33,2 £ 92 wmxr/mn, Bizmosigwo. Cepenne 3HaueHHS += CB Timax
cranoBuino 1,00 + 0,29 roa i 0,98 + 0,28 rox siznosinHo. Hns obox
nokasuukis, AUC 1a Cmax, 90 % JII 3HAX0AUBCH B MCKAX Jiamazony
80-120 %.

Cepeane 3naucnns + CB nepiony HanissuseneHus B TEPMIHATBHIH
¢a3i mua tabrerox (CIIA ta €spona) cranosuno 7,15 + 1,15 roa i
7,05 £ 1,17 ronm sinnmoeia®o, HHPKOBOro KIIpeHey — 950 +
282 mn/xs 1 92,2 + 20,5 Ma/xB BiAMOBIZHO Ta BimCOTKA JO3H, 10
BUALUBIETHCS 13 CCYCI0 Y BHITAAL Birabarpuny, — 69,8 £ 20,4 i 69,1 +
12,5 mianosizwo. Cepemne 3wagenns tin aas BCMOKTYBaHHS Ta
posnoniny cranoBuno 12 xsuamu i 45 XBHIHH, BIOMOBIAHO, LI
tabnerok (CLLIA ta €spona).

Bnaue inci (aikyeanns A npomu C):

DapMakoKIHETHYHI NOKA3HMKM [IKYBAHHS B pazi 3acrocyBaHHS
nmicas DKi € TaKMMM K, SK OMHCAHI st 3acrocyBaHHS TabaeTok
(CIIA) narme. AUC, Cmax Ta Tmax mns JIKYyBaHHS B pasi
3aCTOCYBaHHA micns Bxi cramosumm 116,6 + 14,8 MKT-TOa/M, 209 +
6,7 mxr/m Ta 2,14 £ 1,02 roa signosiano. 90 % A1 ana JIKYBaHHS B
pasi 3acTocyBaHHs micas ki Ta Harme OCMOHCTPYE BIACYTHICTB
BiaminnocTi y AUC; Toai sk Crmax Gyi1a 3HmKeHa Ha 33 % Ta T OyB
nogosxenuit 1o 113 % s nikysanss HaTIIE,

Cepenne 3nauenns + CB nepiony Hanissuseacuus Y TCpMiHAIBHI
(hasi y rpymi nikysauns micas ixi (9,15 + 4,63 roa) 6yB nomoBkeHui
NOPIBHAHO 3 TPYNOK mikyBaHus warme (7,15 + 1,15 rox). Onuak
HUPKOBHH KJIIPEHC TAa BIACOTOK A03M, 1O BMALLINIACH i3 ceuero, y
Tpyni JiKyBaHHS Micas TKi HE BiAPI3HAIMCH Bim Takux y rpymi
MiKyBaHHA HaTwe. Y rpymi JiKyBaHHS Ticas Dii HHPKOBHI KIIIpPEHC
Ta BIACOTOK AO3M, 110 BHALLLIACE i3 ceucro, craHoBuam 999 +
26 3mn/x Ta 68,2 + 171 pingnosiaHo. Cepenniit  t12  mas
BCMOKTYBAaHHA ~CTaHOBWB 50 XBWIHH, pisHMOA y waci i
BCMOKTYBAHHS CTAHOBHIA 45 XBHIMH Ta Cepeasiil tin posmomimy
cTaHosuB 70 XBWIMH KOJNH BiraGaTpHH 3aCTOCOBYBABCA TicHs iii.
Bidnocna 6iodocmynuicmy (nixyeanus A npomu D):

AUC, Cumax 1 Timax ans posunny BiraGarpuny cranoswm 120,9 +
15,9 mxr-roa/mm, 33,9 + 58 mxr/mn i 0,61 + 0,25 rox sianosinHO.
Buxopucrosyroun mimxix 90 % JII, NPOACMOHCTPOBAHA BiICYTHICTE
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BIAMIHHOCTL B AUC i Cpax Mk TabreTkamu (CIIA) Ta pozauHOM
OpambHMM (mikapebka Gopma mopisHaHH): TOm 7K Tamax Oys aeuo
TMOZOBXKCHUM sl TAaONCTOK MOPIBHAHO 3 PO3UMHOM OpPATBHIM.
Cnissigaomenns AUC gas PO3YMHY OpanbHOTO Ta TabIeTOK, BKAsye,
1o BinnocHa 6i040CTYNHICTL TaGNETOK CTAHOBUTD tbaxtuuno 100 %.

3uavenns tiz (7,07 + 1,55 roa) ta HHUPKOBOTO KiripeHcy (96,2 +
21,0 ma/xB) ans po3uuHy OpaNBbHOTO He BiAPI3HANNCA BiX TAKHX, IO
croctepiramics s tabnerok (CIIA),

21. Pesynbratu 6e3neku

Ilo6iuni seuya

* Bunazkis cmepreii Ta cepitosHux noGiynux sBuL He Oyio.

* Ilo6iuni sBuma crmocrepirammcs B 14 3 24 cyb’extiB. Mi
nikapcekuMH (opmamu He 6yino BinMminHOCTEH y dacTtori nobiuHux
SIBHLLL.

HaiiGinbuw yactimu moGiunnmu ssmmamu Gyau 3 Goky LeHTpanbHOI
HEPBOBOL CHCTEMM, Taki sk ronosHuH 6ins. [ooBHMIT Gims oyB
PO3LIHCHMIA SIK HMOBIPHO MOB’ s3anwUi i3 3aCTOCYBaHHAM BiraGarpuny
B 10 Bumagkax y 6 cy6’ektis Ta crocTepirases mig wac yeix 4
NepioAiB MOCTIHKEHHS, OXOMmI00YH Bei 4 AikyBanHs. [amni siepina,
IMOBIpHO MOB’s3aHi 13 3aCTOCYBAHHAM BirabaTpuy, BKIOYATH iHIi
ABHIMA 3 GOKY HEHTPanbHOI HepBOBOI CHCTEMH, ABHINA 3 OOKY
TPaBHOI CHCTEMH T4 OAMH BHNAAOK CBEPGEXKY TAa BHCHNAHHSA, WO
CIIOCTCPIranucs TiIbKKU MiCHs MEpIIoro 3aCTOCYBaHHs Birabarpuny.
Bei i Bunaaxu 6ynu iz nerkoro oo TIOMIPHOTO CTYMEHS THKKOCTI,

Cnocrepiranacs Barycua peaxuis y 1 cyb’exra, sk msorke nobiune
apuine cuukone. Omyxkauns Gyno miATBEpIIKEHE AT BCIX MOGIMHMX
SBHIL.

He 6yno sunaakie npunnacHHs 3aCTOCYBaHHSA JOCTIKYBaHOTO
JIKYBAHHA Yepe3 nobiuni sBHma.

EKT

Kniniuno 3nauymi sigxmnenss ve CHOCTEPIraaucsL.

JlaGopamopni ananizu

Y pesynmbratax 3araibHOrO aHamizy KpoBi, GioximiuHOro amamisy
KpOBi Ta aHasTi3y cevi KAIHIYHO 3HAYYIHX 3MiH He Oyo.

22. BucHOBOK (3aKmr0ueHHs)

BioexpiBanenTHicTs Tabnerok 6e3 06OTOHKH (CIIA) ta Tabnerok
6ez obononku (€spona) Gyna HiATBEPIKEHA.

Biogocrynuictes Tabnerok 6e3 060MOHKH (CIIA) posuinena sk
nozAibHa 10 Takoi A1A po3umHYy.

Brms npuiiomy ki Ha bapmakokiHeTHKY Tabnerok Birabarpuny
6e3 oGomonku (CLUA) mposBIsABCS YIOBITEHEHIM BCMOKTYBaHHAM i
BHBCICHHSM, 2 TAKOK 3HHAKEHHIM Crax (Mpubmnzno wa 33 %), ane se
CHOCTEpiranocs ABHOT BiAMIHHOCTI B AUC, mpo Bka3zye Ha Te, mo
BirabatpuH (TabneTkn) moxkHa 3aCTOCOBYBATH AK M0, TAaK i MiCis
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npuiioMy xi. 3poGieHo BHCHOBOK mpo BIICYTHICTh pi3HHMII B
TEPANEBTHIHOMY €(EKTI HE3ameKHO BiJ TOro, sIK 3aCTOCOBYETHCA
npenapar — 10 abo micns ki,

Bunankis cmepreit Ta cepiiosux noGiunmx ABHI] He Oyio.
Haii6inbmr wactumn Gymu mobiumi semma 3 Goky ucHTpambHOI
HEPBOBOI CHCTEMH (roJIOBHUIA 6inb).

He ©yno Bunmaaxis npunumenns 3aCTOCYBAaHHA AOCTIIKYBAHOIO

TMKYBaHHS Yepes n%%t%; SBHILA.
k] L

3asBuuk (Bnacauk
peecrpauiizoro
TOCBIAUCHHS)

—
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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

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

6. Clinical trial phase

Phase 1

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 (AUCnp)

Maximum the plasma concentration (Cumay)
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Time to reach maximum the plasma concentration (Tmax)
Plasma terminal phase half-life (T1/2)

Apparent systemic clearance (CL/F)

Renal clearance (Clr)

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

Adverse events, medical examination, vital signs, electrocardiogram,

17. Safety evaluati iteri = : ; % " :
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 Tax of 0.81
hours and climination 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)
AUCins (ng.vVmL) 167.8 (31.22) 145.94 (19.96)
Comax (ug/mL) 35.67 (5.65) 36.71 (9.28)

20. Efficacy results Tinax (hrs) 0.81 (0.15) 0.90 (0.35)

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)

Van 0.857 (0.107) 0.989 (0.157)

% Recovery 355 (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 elevated 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
climination 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 Cinax
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 pug.h/mL, older: 167.08 pg.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.

Applicant (Marketing
Authorization Holder)




