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Clinical Trial Report

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

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

2. Applicant

|Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

|[PATHEON FRANCE

4. Trials conducted:

I e C no If not, substantiate

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

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

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

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

6. Clinical trial phase Phase I

7. Period of the clinical trial 11987 N

8. Countries where the clinical trial was conducted|UK |
7 _ " Planned: 12

9. Number of study participants Actual: 8

10. Goal and secondary objectives of the clinical
trial

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

1. Design of the clinical trial

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

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

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

Sample Collection

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

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

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

12. Main inclusion criteria

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

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

14. Comparator, dose, method of administration, || Not applicable.
strength
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I5. Concomitant therapy

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

16. Efficacy evaluation criteria

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

17. Safety evaluation criteria

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

18. Statistical methods

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

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

study

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

20. Efficacy results

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

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

21. Safety results

Four of the patients appeared to show a useful

therapeutic response to vigabatrin. The most common




000123

adverse events noted by the patients were drowsiness and
dizziness although none of the symptoms were severe.
Compliance as determined by medication record charts
was excellent.

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

Applicant (Marketing
Authorization Holder)




3Birt mpo kain

000124

iuHe BHNIPOOYBaHHS

1. Hassa mikapcekoro 3aco6y (3a HasBHOCTI -
HOMED PCECTPALIHOTO NMOCBIAYEHHS)

CABPUJI®, rpasymu 1718 OpanbHOro posuuny, no 500
M

|2. 3asBHBK

TOB «Canodi-Asenric Ykpaina», Yxpaina

|3. Bupobuux

I[TATEOH ®PAHIL{IA

4. IIpoBeaeHi JOCIAKCHHS:

-

—

g TaK Hi SIKINO Hi, 0OTpyHTYBATH

1) Tun nikapeskoro 3acofy, 3a sIKHM NPOBOAMAACS
a0 NIaHyeThCs peecTpanis

Jlikapcpkuii 3aci6 3a MOBHUM J0ChE (ABTOHOMHE
A0CBE), IHLIMIH NiKapchKHii 3aci6, HoBa Airoua peuoBHHA

5. Ilosma w=asa xiiHidHOTO BuIPOGYBaHHH,
KOZOBAHHH HOMCP KJIIHIYHOTO BHNPOOYBaHHS

[lepepipka 1 OWIHIOBAHHA JIKAPCBKOI B3aeMomil MK
BirabarpusOM 1 eniToinom
Howmep npotokomy: 316

|6. ®asza KIIHITHOTO BUTIPOOYBaHHS

| Paza I

|7. Ilepioa mpoBeICHHS KAIHIYHOTO BUMPOOYBAHHS

1987

8. Kpainn, KIHIYHE

BUIPOOYBAHHS

e MIpPOBOZMIOCS

Benuka Bpurasis

9. KinekicTs HOCIIKYyBAaHHX

3anmanosana: 12
dakTnuna; 8

10. Mera Ta
BUTPOOYBaHHI

BTODHHHI U1l KIIHIYHOrO

Meta mporo nociaipkeHHs 3 6araTopasoBHM BBCACHHAM
i3 3acTocyBaHHAM koMOiHauii Birabarpuny i peniroiny
nongraga B TOMy, MO0 BH3HAYMTH, YU BIJIMHYTH
Oararopasosi mepopanbhi mo3u Birabatpury (2-3 r
HIOAHS) NPOTAroM 6 TIOKHIB HA KOHUCHTPAIIIO
(enitoiny B mrasmi kposi. BiciM amBynaTopuux
106pOBOJIBIIB HOIOBIUOT T XKIHOYOT CTATI 3 eninencieo,
skl OTpuMyBamu cTaGineHi 103u (enitoiny mpotsrom
I[OHAHMEHINE OJHOTO MiCALS, B3SWIM y49acTh Y
AochikeHHl 1 yemimso ioro 3asepmman. [Tnasmosi
KOHNEeHTpauli ¢eHiTOlHY BUMIPIOBATH B ILIa3Mi, a
MetabomiTu QeHITOIHY BUMIPIOBaIu B cedl Ao, MiA 1ac i
MiCs OAHOYACHOrO 3aCTOCYBaHHsA Birabarpuny. Bymm
TIPOBE/ICH] TECTH HA KTiPEHC aHTHIIPHHY 171 MEPEBiPKH
depmenTHOl inaykuii abo mnpurnivenns, i Oyi0
BU3HAYUCHO 3B'a3yBaHHs (eHITOIHY i Birabatpuny 3
Ginkamu.

1. {u3aiin kaigigHOro BUnpobysanas

Y nocnimxeHHI B3SIM y4acTe BiciM amOymaTopHHX
naumieHTiB 3 enimenciero. Yci manieHtn npmitManm
cTabinbi 1034 QEHITOIHY NPUHANMHI NIPOTArOM MicsIs
00 movarky gocnimxeHHs. KpiMm wiinmiusmx osHak 1
CHMITOMIB emitencii, y noGposonsuie He Oym0 iHmMX
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3HAUHHX TIOPYIICHb 370POB'S, BUXOIS4YM 3 iCTOPIii
XBOpoOH, (DI3HKATBHOIO OOCTEXEHHS Ta KIIHIMHHX
naGopaTopHux TecTiB. Yei nauieHTH oTpumyBany immi
TNPOTHENLIEIITHYHI MPENapaTH Ha JOAATOK 10 (eHiToiHy.

Beeaennsa npenapary i 0poBENEHHA JOCTIKCHHS

JocmiaxeHHs NPOBOMMIOCS Yy BUIIAM BiAKPHUTOro
sunpobysaunns. IMauientn orpumysann crabineny mo3y
(penitoiny, mpumaiiMHI DPOTArOM Micsus 10 MOYATKY
nocmimrenns. [lonaiivenuie 1Ba BUXiaHi 3pasku kposi
Opanu 3 iHTepBa/ioM B OJMH TIDKACHb A0 TOYATKY
NpuiioMy BIraGaTpuHy Ui BH3HAYCHHS KOHLCHTPALL
NPOTHEMIIENTHYHHX MpEenaparis. Motim 1o
NPOTHEMLIENTHYHOIO PEXKUMY JIIKYBaHHA GYB JONAHHIA
BirabarpuH, cmowatky B 2031 | r asa pasm ma ness
TPOTArOM TH3KHS, MOTiM 361abmyBanu 10 1,5 r a8a pasu
Ha gaenb mporaromM 4 TwkmiB. [licns wsoro nosy
Birabatpuny 3uwiKyBand 10 | r aBa pasu Ha ACHb
TPOTArOM THKHA, a TOTIM NPHHOM NPHOMHATH.
[IpoTarom ychoro JOCHIAKCHHS TNAINEHTH BN
peecTpanio cyaoM 1 BiggHauanum Oyap-aki noGiuni
ABHUILA.

Ho mouarky npuiiomy BiraGarpuuy i micas 4oTHpHOX
THKHIB IPHHOMY BiraGaTpHHy IIPOBOANIIA TECT KITipeHCy
AHTUMIPHHY, BH3HAYATH 3B'A3yBaHHS (eHiTOiHy 3
Olnkamu nIa3MH | KOHUEHTPANi0 MeTaGoniTis eniToiny
B CEYI.

36ip 3paskis

3pasku  BeHo3Hoi kpoBi Opamu mix  0900-1000
TOZIMHAMH TTPOTATOM NEPIOAy BHXIIHOIO PiBHA 1 4epes 2,
4, 5, 7 1 9 TmxHiB nicas HOYATKY OJHOYACHOTO
3acrocyBanns Birabatpuny. Ilnasmy simokpemmopann
BIA KTTHH KpoBi 1 3amopoxysamm npu -20°C 1o
npoBeAcHHs anamidy. [lporuenimentwani npenapatu
AHAMI3YyBATH 3 BHKOPDHCTAHHAM  (DIYOPECLIEHTHOTO
nonapusaniiinoro imyxoanamsy (TDX-Abbott) B omuiii
cepii. Ilicas rigponisy rmOKypOHIZHOTO KOH'toraTy p-
HPPH Tta sumipoBanns wmeromom BEPX y cewi
BH3HA4YAMH cnisBianomenns p-HPPH no ¢enitoiny.

Antunipun (600 Mr) BBOZMIM HEPOPATBHO MiCIs
HIYHOTO TONOAYBAHHS, 1 Opaim 3paskH CIHHH [0
BBCIACHHS aHTHOIpuHY 1 ucpes I, 2, 3, 5, 8, 24 i 32
roauad. CIMHY 3aMOPOXYBAIH [0 aHATI3Y METOIAOM

BEPX.
Kpim wainivwmx osmak i cnmmTomis emimencii, y
12. OcHoBHI kpuTepii BKIIOYEHHS 100pOBONBLIB He Oyno IHIMX 3HAYHUX NOPYIIEHB

300pOB'sl, BUXOMMIH 3 ICTOpii XBOpofu, (izukambHOro
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00CTEsKCHH Ta KIIHIYHUX 1a6G0paTopHIX TecTi. V cemu
nauieHtie Gynu giarHOCTOBaHi CkmaAMi mapuiabHi
CYIOMH, a ¥ OAHOr0 nanieHTa OymH TOHIKO-KIOHIYHI
CYHOMH,

13. HMocmimxysanuii nikapeekmii 3acif, cmoci6
3aCTOCYBAHH, CHJIA Aii

Mo nporvenminenTHUHOrO pexuMy JiKyBaHHS GyB
AOJaHWH BirabaTpuH, crouarky B Zo3i 1 r asa pazm Ha
JCHB MPOTITOM THXKHS, MOTIM 30ineuryBanu 10 1,5 r asa
pasd Ha AeHb npoTaroMm 4 Twxkuis. Ilicas usoro nosy
BiraGaTpuuy 3mmKyBanu 20 | T aBa pasm Ha JcHB
MPOTSATOM THIKHSL, a TOTIM NPUITOM TPHIFHSH.

14.  Tlpemapar nopiBHAHHS, crioci6

3aCTOCYBAHHSL, CHJIa i

103a,

He 3acTocoByerncs.

15. Cynyrnsa tepamnis

Yei nanieHTH OTPHMYBAIH iHINI MPOTHEMiNENTHYHI
Npenapary Ha A0A4aToK A0 ¢enitoiny. Kpim denitoiny, 6
naniexTis OTpUMyBaM kapGamazemin, 3 OTpUMYBAIH
k7100a3aM i 3 OTPUMYBATH BAJIBIPOAT HATPIO.

16. Kpurepii owinku edexTusHOCTI

Bymu  pospaxoBami  mepiogq  HamiBBHMBeaeHHS
AHTHOIPHHY, TUIOMA il KPUBOK KOHUEHTPALI-4ac i
kiaipenc. 3'ssyBamus (eHitoiny Ta BiraGarpumy 3
Oimkamm TMasMH KpoBi Ta BmiMB BiraGaTpmHY Ha
3B'13yBaHHS denitoiny BH3HAYAIH METOIOM
PIBHOBXHOI'O Jianisy.

17. Kpurepii ouitkn Gesnexn

[IpoTsiroMm yceoro AOCHAKEHHS MALIEHTH Beau
peecTpauio cymoM 1 BixsHauwanu Oyae-ski no6iumi
SIBHIIIA.

18. CratucTruni Meroau

BukoHaHHS aHATITHYHHX METOMIB B XOXi AOCTiIKCHHS
HE BKA3aHE B MPOEKTHOMY 3BITI.

19. Jlemorpadiuni mnokasHHKE A0CaiIKYBaHOT
nonyasnii (cTaTs, Bk, paca, Tomo)

Bicim nauienTis (6 40n0BiKiB i 2 iHKH) B3SUIH Y9acTh
Y AOCTIMKEHHI, i BCI BOHH YCHIIHO 3aBepIIMIH HOro.
Cepenniii Bik namienTis cranosus 30,9 poky (gianazon:
17-51).

20. Pesynsratn edexrusHOCTI

Konuentpauii denitoiny micas 4 TwxHis nikyBaHHs
BIrabaTpHHOM HE 3MIHHIHCA. 3HIDKEHHS KOHIEHTpamii
eniToiny (crarucTuuno 3uauyme) sinbynocs gepes 5
TIKHIB (uepe3 4 TKHI [icas MOYATKY MOBHOLO
MiKyBaHHA BiraGaTpuHOM). 3MiHH KOHIEHTpamii iHmHX
NPOTHEIIICITHYHHX npenaparis HE Oynm
ONHOMAHITHMMH 1 HE  JOCAralM  CTATUCTHYHOI
3HAYYWOCTL. Y wil momynsauil He Gyno OJHOMAHITHIHX
3MiH (HapMaKOKIHCTHKH AHTHIIPHHY, 4 Takoxk He Gyao
BiXgHaYeHO Oyap-AkMX BigMminHOCTEH y 3B'a3yBaHi 3
Outkamu, cmissinwomenni p-HPPH/DPH y ceui a6o
chekry sirabatpuny Ha 38's3yBamust (eniroiny 3

OLIKaMH IIIa3MH.
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Y upomy mocmiprenni 6ya0 NiATBEPIKCHO B3AEMOIIIO
Mk Birabatpunom i (peniToinom. Konuentpauis
deniToiny B nmasmi kposi 3HWKyBaTacs Ha 23%, Konu
NAUIEHTH OTPUMYBAIN BiraGaTpuH MpoTAroM 4 THXHIB y
NOBHHUX TEPAaNEBTHYHMX fA03axX. JIMBHO, MmO 3MiHa
BIA3HAYATACH Uepe3 4 THIKHI MICA 3aCTOCYBAHHS OBHOT
aosh, a He dwepes 3 Twkui. g 3mina moxe OGytm
pe3ybTaTOM KIIHIYHHX O0OCTaBHH, HEe 0OOB'SI3KOBO
NOB'SI3aHMX 13 ONHOYACHUM 3aCTOCYBAHHAM BiraGaTpumy
1 (heniToiny. OCKINBKU HE CIIOCTEPITaNOCs KOJHHX 3MiH
y KiHeTuuni adtmipudy, werabomismi  (enitoiny,
BU3HAUYeHOMY 3a ekckpeniero p-HPPH sigocno DPH,
abo B XapakTEPHCTHKAX 3B'I3yBaHHA, TPHYHHA 3MiHH
KOHUCHTpami deHiToiHy B mmasmi  3aaMImaeTses
HE3PO3YMINOH0,

VY 4OTHpBOX NALIEHTIB CHOCTEpirazach NO3HTHBHA
TCPANeBTHYHA BiAMOBiAk Ha Birabarpun. HaitGinsm
MONIHPEHUMH HeOaskaHuMH SIBHILIAMH,
21. Pesynbrati Gesncku 3aPCECTPOBAHMMH NAUIEHTaMH, Oy/idM COHIMBICTE 1
3arMaMOPOYEHHA, X04Ya JKOJEH i3 CUMOTOMIB He GYB
TDKKUM.  [loTpumanes pexumy Tepanii, 3rigHo 3
AOKyMEHTaLi€ 001Ky npenaparis, 6y;10 4ya0BUM.

e nmocmimxeHHs mATBEPAHIO, WO AifiCHO icHye
B3aeMomia Mik BiraGarpusom i denitoinom. Cepemms
KOHLEHTpauis (eHiToiHy B mia3mi KpoBi 3HHXKYBAIach
Ha 23%. Mexanism B3aemoaii Hedposymiamii, ane,
22. BUcHOBOK (3aK/IFOYCHHS) BIPOTiIHO, wuacTiull TpPHYMHEW, Taki $K 3MiHH B
38'13yBaHHI BiraGarpudy a6o ¢enitoiny 3 Gimxamu, abo
3MIHH AKTHBHOCTI ()epMCHTIB, BH3HAuCHI 3a mepiogoM
HATTBBHBECHHA | KIIIPEHCOM aHTHMIPHHEY, MOMKYTh GyTH

_ABARAFONEHI 3 PE3yNIbTATIB LBOrO MOC/IAHKCHHS.
sy J%\\

.
4 O IR%N

3asBHUK (BIACHHK
peecTpaLiiHoro
MOCBIAYCHHA)
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

~

=

yes 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 [

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

8. Countries where the clinical trial was conducted

luk

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, each 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 pretreatment
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 morning 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 bascline
vital sign observations (blood pressure and heart rate)
were taken and baseline psychometric tests (saccadic cye
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 (AUCo.12 , meg/mL x hr) were
calculated by the trapezoidal rule. Peak concentrations

16. Efficacy evaluation criteria
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(Cmax, mcg/mL) and time to peak (Tmax, hr) were
obtained by visual inspection. Analysis of the terminal
climination rate () was performed by least squares linear
regression analysis of the terminal exponent of
elimination and expressed as the half-life of elimination
(T2 = 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

18. Statistical methods

The mean differences between treatments were compared
by ANOVA. The 95% confidence interval of the
differences were computed.

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

of

study

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.

20. Efficacy results

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 mcemol*hr/L. Clonazepam
treatment did not effect the mean steady-state vigabatrin
plasma concentration. Mean Cmax for vigabatrin without
clonazepam treatment was slightly higher and the
climination half-life was slightly longer.

21. Safety results

Adverse events were reported in 11 subjects who
reported 25 adverse cvents 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 cvents reported were dizziness,
nausea, vomiting diarrhoea, rash, poor concentration,
headache, diplopia, nystagmus, periscapular pain,
epistaxis and brisk reflexes post study.
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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)
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3BiT mpo kainiuHe BUNPOOYyBaHHA

1. Haspa mikapcekoro 3acofy (3a HasRHOCTI -
HOMED PEECTPALiitHOTO MOCBI AUCHHS)

CABPUJI®, rpanynu a5 opansHOro posuuny, mo 500

Mr

2. 3asABHUK

TOB «Canodi-Asenric Yxpaina», Yipaina

3. BupobHuuk

[TATEOH ®PAHILIISA

4. ITposeneni qocaiiskeHHs:

TaK C w SKILNO Hi, 00IpyHTYBATH

1) Tam nikapebkoro 3acofy, 3a IKUM MPOBOAMIACS
a00 N1aHYETbCS peecTpanis

Jlikapcekuii 3aci0 3a HOBHUM Jocke (ABTOHOMHE
A0CKE), IHILMIA TiKapchKuii 3a¢i6, HOBa ni0ua peuoBHHA

5. TloeHa wHassa KiiHiYHOTO BHIIPOOYBaHHS,
KOAOBaHMH HOMCP KIIHIYHOTO BHNPOOYBaHHS

JlocmimKenHs OUIHKY BILTMBY XPOHIYHOTO 3aCTOCYBAHHS
sirabarpuny (BI'B) (1500 mr asiui Ha 106y), okpemo i B
KOMOiHALIl 3 TOCTPHM [IEPOPATBHEM 33CTOCYBAHHSM
KaoHazenaMy (0,5 Mr), Ha NCHXOMCTPHYHI OKA3HHUKH Y
3I0POBHX 10OPOBOIBLIB

Howmep nporokomy: 367

|6. ®aza KIIHIYHOrO BUNPOOYBaHHS

dazal

|7. Icpion mpoBeAeHHS KIIHIYHOrO BHIPOOYBAHHS

3 sxoBTHA 1990 poky no Gepesns 1991 poky

8.  Kpaiun, KIIHIYHE

BUNPOOYBAHHS

e  NPOBOIWIOCH

Bemixa Bpuranis

9. KinexicTs nocmimxysanux

Samnanosausa; 12 ocid
®Daktuuna: 12 ocié

10. Mera Ta KIHIYHOTrO

BUNPOOYBAHHS

BTOPHHHI  Liji

MeTor 11bOro pPaHAOMI30BAHOrO MOARIHHOTNO CHIIOTO
TMEPEXPECHOrO AO0CIIMKEHHS 3 6araTopasoBUMH I03aMH,
pospaxoBaHoro Ha 4 mepioau, OyI0 BH3IHAUEHHS
MOXKIUBUX (apMakOKiHETHYHHX 200 NCHXOMETPHUHHX
B3aeMOAiil Mik BiraGarpunom i kiomazenmamom y 12
340pOBHX A00POBOBIIB 90;10B140i ctari. KonuenTpauii
BirabaTpuHy i KIOHA3eMaMy B I1a3Mi BUMIDIOBAIH ITiCIs
BBCIACHHs 1030 McTogom BEPX,

1. Tu3aiin kniHiusOrO BunpoOyBaHHs

PangomizoBane  moxsiiime  cmine  mepexpecHe
JOCTIKEHH: 3 BaratopasosuMu J03aMu Ta 4 nepioaamu.
Hocmipxenns ckmagamocs 3 4 mepioniB, KOKeH
TpuBatictio 4 aui. Ilpotsrom koxHOro mepiomy
sirabarpus (1500 mr 1Bigi Ha 106y) abo mrane6o nasamn
MpOTATOM 48 TOAMH IS MaKCHMAIBHOTO TIPUTHIYCHHS

aktuBHocTi  FAMK-tpancaminazu. Ilporsrom  48-
TOZMHHOIO  MEPIOAY A0  BBEACHHS  Openapary
mobpoBosbUi  Mamu  mepeOyBaTH B TiKApHAHOMY

KOMIUTEKCI, aj¢ iM 103BOISUIOCH BiABiAyBaTH NCKIii.
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Onnax 106poBonkui inu i cnanu y Biaainessi kiniuamx
BUNPOGYBaHb.

Ha tperiii aeus Birabatpun (1500 Mr) aGo mnauebo i
kaoHasenam (0,5 Mr) abo nmnauebo gasaau B koMGiHaUii,
Jlikyannsa srmouano: 1) sirabarpun (1500 mr) mmoc
kionazenam (0,5 mr); 2) siraGarpun (1500 mr) mmoc
nauebo-kioHazenam; 3) mianebo-pirabaTpun  uoc
knorasenam (0,5 mr) i 4) nnaue6o-sirabarpun mmoc
naanebo-kionazenam. Koxmnit  sapianT nikyBaHHs
TPOBOAMBCA  MONBIHHUM  CJINHM  PaHIOMI30BAHHM
NEPEXPECHUM METOA0M.

Bpanui B geHe jocmimkeHHs micas  HIYHOTO
TOJIOAYBAHHS TIPUKPIILISUIH €IEKTPOIH s peecTpauii
pyXy oueit 31 cpibma / xnopumy cpibma, B BeHy
NEpeaniyys BBOMWIH KaHiomwo «Y-can» 19G ans
Gararopa3oBoro B3aTTs KpOBi i Gpanm 3pasok Kposi Ha
BUXIIHOMY piBHI. Busnawamiu BuXigHi  ocnoBHI
MOKA3HUKH JKHTTEAUIBHOCTI B IMOJOKEHHI ACKAYH 1
CTOSAYH  (apTepianbHui THCK 1 4aCTOTA CCPLEBHMX
CKOPOYEHB), @ TAKOK IIPOBOAHIH 5a30B1 MCHXOMETPUYH]
TecTH (cakammdHI pyxy oueit, dapmaxo-EEI, Tect
NOCTYKYBaHHSI, CHHTAKCHYHI MipKYBAHHSI | KOHTPOIbHUH
CITHCOK MPHKMETHHKIB HacTpor). Ilicns tecTyBamHs
A00POBOJIBLI OTPHMYBAIH TIpenapar. Y 1aHOMy pe3toMe
(hapMakoaMHAMIYHI MTAPAMETPH HE MiACYMOBYIOTBCSL.

3paskm  BeHosHoi kpoBi Gpamm 10  mowatky
aocainkenHs i Ge3mocepeHbO Mepen BBEACHHAM [03H
npenapary nojABiHHMM cainuMm Metomom. Jlomarkosi
3pasku kposi Opanu uepes 0,5, 1,2, 3, 4, 6, 8, 12,24, 36
1 uepes 48 romgum micis BBCACHHS A03M. 3pa3sku KpoBi
BHOCH/IM B MpoGIPKH 3 renapuHOM i BiZOKpPEMITIOBAIH
niasMy. 3pasku niasMu 30epirang npu Temmepatypi -
20°C no 3aBEpIICHHS NOCTIMKEHHS i IO MPOBEACHHS
anamisy. Birabarpus i knonasenam aHanizyBanm B miasmi
nicisa xpomarorpadii merogom BEPX.

Bynu samyqeni 12 smoposux aopocmux no6posonsiis
HOJIOBIYOT CTAT, SIKi HC NPUIMATH KOJHMX IIPCIAPATIE
NpOTArOM mpHHAliMHI 3 MicsmiB 10  mowaTky
nocmimxenns. Ha migcrasi amammesy, disukansnoro
Or/LiAY Ta KIHIYHMX 1a6oparopHux amamizis Oyio
12. OcuoBHI KpuTEpIii BKIIOYCHHSA BH3HAYCHO, WO  A00pOBONBLI €  340POBHMMH.
Jobposonsui mamu  nobpuii 3ip 1 He cTpakzamm
3aXBOpIOBaHHAMK oueil. [Iporsrom 3  wmicanis g0
AOCTIKEHHA Y 10GpoBONBLIB B aHamHEsi He Gy0
TMCUXIYHUX 3aXBOPIOBaHB ab60 Oymp-fKHX 3HAYHHX
KIHIMHHX poananis. DisuranbHMii Oz,
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reMaTooriunl Ta KmiHivmMi Gioximiusi amamism Gy
MOBTOPEHI TICIIs 3aBEPIICHHS AOCTIHKEHHS.

13. HocmimkyBanuii mikapcekuii 3acib, crmoci
3aCTOCYBAHHSA, CHJIA Aii

Birabatpuu (3 x 500 mr) Tabaerxu
[TosTOpHE NEpopaibHe BBEACHHS
JTosa: 1,5r

14.  Tlpemapar mnopisHAHHS, crocid

3aCTOCYBAHHA, chia aii

A03a,

He 3acTocoByeTtnes.

15. CynyrHs Tepanis

Cynyruiii npenapar: xaorasenam (0,5 mr) y TaGnerkax

16. Kpurepii oninku eekrusHOCTI

DapMakOKIHETHYHI PO3PAXVHKU

HAns  piraGatpusy 3a  npasmwiom  Tpamecuiii
PO3paxoByBand IUIOUly Wi KPHBHMH TIa3MaTHYHA
KOHIEHTpauif-uac npotsrom 24 roaun (AUCq.12, MKr/Mi
x rox). Bynu susHaueni makcumanbHi KoHIEHTpauii
(Cmax, Mkr/mn) i wac 20 MakcuManbHO! KOHILCHTpaUii
(Tmax, ron.) mmsxom BisyaneHOro oraamy. AHamis
KIHIEBOT LIBHAKOCTI eiMinauii () npooxumu metoxoM
JIHIHHOTO pErpeciitHoro awamizy 3 HaliMeHmHMH
KBaApaTaMH IONIO KIHLEBOTO MOKA3HHMKA emiMiHaiii i
BHPQXKa/IM y BUILLI nepiogy Haniseuseacuns (T1/2 =
In2/B). Jnsa xmoHasenamy Bu3Hayamm Timeke Cmax i
Tmax, OCKITBKH MekKi KUIbKICHOIQ BH3HAYCHHS aHAITI3Y
Oysn 6am3bKi 10 GAKTHYHMX BUMIPSHUX 3HAUCHD.

17. Kpurepii ouinku 6e3nexu

" Kniniuna oninka HeGaxaHux sBuiy

18. CratucTuuni MeToau

Cepenni BigMiHHOCTI MDK METOZAMH MOPIBHIOBATHCS 32
nonomorow ANOVA. Bys pospaxosanuii 95% noipumii
IHTEPBAT W00 BiAMIHHOCTEI,

19. Jlemorpagivuni noOKasHUKA A0CIIKYBAHOT
nonysiuii (craTs, BIK, paca, Towo)

12 3n0poBux A06poBobLiB YomOBIuOi cTaTi. Cepeniii
Bik 106poBOIBLIB cTanoBuBs 22.0 poky (nianazon: 21-26)
i maca Tima - 76,7 kr (miamazom: 62,2-99.6) mo
aocaimkenns i 78,4 kr (ziamason: 66,5-105,0) nicas
AocaimKeHHA. 30LTbIIeHAS Macy Tina Gya0 MOB'A3aHO 3
JIETOI0 B KIIHIYHOMY TIEHTPI.

20. PesynsraTu edextusHOCTI

AHajiTHYHA MeTOa0IOTIs

Cepenns mixcepiifHa TOYHICTB AN KOHTPOIBHHX
3paskiB BirabaTpuHy HM3bKOI, CCpeaHBOi 1 BHCOKOI
saxocti cranosuna 10,02% npu 16,00 Mxmons/n, 5,31%
npu 152,0 mmons/n i 6,67% npu 634,0 MrxMonb/n 3
TounicTio 98,9%, 101,1% i 98,6% sinnosinno. Cepens
MDKCEpiiHa TOYHICTB AT KOHTPOIBHHX 3Pa3KiB HHIBKO,
CEpeaHBOI TA BHCOKOI SKOCTI JUIsl  KIOHA3emamy
cranosuna 8,93% npu 6,6 mmons/n, 6,78% npu 16,3
HMOnb/1 1 3,86% npu 32,9 aMons/a 3 TounicTio 110,3%,
106,7% 1 99,9% BianmosiaHO.

PapmakokiHETHYHA OIIHKA
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Cepemne  smavenns AUCo2 mis  merony  6es
KIIOHAsenaMy craHoBuio 1447,0 £ 196,3 mxmons*roa/n,
a 3 xioHasenamoMm — 14770 + 1495 mrxmons*roza/n.
BeenenHs wioHazemamy He BIUTHBANO HA CEPENHIO
PIBHOBAXHY KOHLIEHTPAIi0 BirabaTpuHy B MuTa3Mi KPOBI.
Cepeane 3nauennsn Cmax sirabarpuny 6e3 KJIOHA3emamy
Oyrnio Tpoxw BHIE, a NEPiOA HANIBBUBEIEHHS GYB TPOXH
Ginbine,

Hebaxani spmma cnoctepiramucs y 11 n00POBOIBIIB,
sKi moBimommian npo 25 HebakamuMX sBum B X0l
TOCIIJUKEHHS, Conmusicts i BTOMIIIOBAHICTB
crocTepiramues B ycix 4 komGinauisx mocmimkysaHmx
npenaparis i mnageGo npuGMM3HO 3 OZHAKOBOIO
21. Pesyapraru Gesneku HacTOTOK. IHWHMH HebakaHHMH SABHINAMH, TIPO SKi
noBizoMasIocs,  OyaM  3amaMOpOYEHHS,  HyZoTa,
OnmroBaHHs, miapes, BHCHIN, MOPYHICHHS KOHLEHTpail,
TOJIOBHHI Oi/lb, MMILTOTIs, HicTArM, MEepUCKanyIspHHIL
Oims, HocoBa KpoBOTCua 1 kBaBi pedaexcn micas
MPOBCACHHS JOCTIKEHHS.

Pesynbrati uporo mocmimkeHHs mpoaeMOHCTpYBaIM,
W0  OJHOYACHE  3aCTOCYBaHHA  BirabaTpuny 3

KJI0HA3CIIAMOM MOMKE HE3HAYHO 3MIHHTH
apmakokineTuxy sirabarpuny. Jewo nuskunii piscus
22. BUCHOBOK (3aKIIOUCHHS) Cmax i gmemo kopormmit mepion HamiBBHBEnCHHS

MOXKYTB CBITUHTH NP0 OilbIl MIBHAKE BHBEICHHS
npenapary. Iloaibmicte AUC npu  3actocysamni

WeT Vien g Ql??
3asBHHEK (BIACHUK S\ eme A %]
peecTpauiitnoro KE \Q\' 5at A oA /i
MOCBIHICHHA) AWML N T f

Al ey AHE}

1O N ARRE o=
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Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4, Trials conducted;

0

I ves

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 | |
|7. Period of the clinical trial |1990
8. Countries where the clinical trial was conducted|[UK
o Planned: 12
9. Number of study participants Actisl: 13

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.

I1. 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 g b.i.d.) for one week, and 3 g/day (1.5 gb.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 simultaneously
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received 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
measurcment 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

Not more than 2 other anticonvulsant drugs with

19, Canoomisant therapy enzyme inducing properties, phenytoin.

Area under the plasma phenytoin concentration-time
curves for 24 hr (AUCo.24, mcg*hr/mL) were calculated
by the trapezoidal rule; AUC to infinity (AUCw, mcg
*hr/mL) was the sum of AUCy.o4 and the concentration at
24 hr divided by the elimination rate (Cas/ke). 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/kq. Total clearance was calculated by Dose/ (AUC*F)
where F = absolute bioavailability. Apparent volume of]
distribution (Vdapp) was calculated by Cliow/ kei. Absolute
Ibioavailability was also calculated.

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

Pharmacokinetic parameters of vigabatrin and phenytoin

18. Statistical methods were estimated with CV%.

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 ~ paramcters 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 i.v. and oral treatments. This value is most likely an
Tunder estimate of the true oral bioavailability since the
arca 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 '4C
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 physician 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 scizures 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
vigabatrin should have been detected if a clinically

22. Conclusion

Applicant (Marketing
Authorization Holder)
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3BiT mpo kainiuHe BUNPOGYBaAHHA

1. Hassa nikapcekoro 3acofy (3a massHocrti -
HOMEp PeeCTPANiitHOTO NOCBIAMEHHS)

CABPWI®, rpasyau A 0paibHOrO po3dusy, no 500
Mmr

2. 3asBHUK

TOB «Canodi-Asenric Ykpaina», Yipaina

3. BupoGruxk

MATEOH ®PAHL{IS

4. ITpoeneni gocaigkenHs:

I mx C i SKIIO Hi, OOTpyHTYBATH

1) Tun nikapcekoro 3acofy, 3a IKUM NPOBOIHIACS
abo naaHyeTsCs peecTpanin

Jlikapceknii 3aci® 3a MOBHUM 10CbE (ABTOHOMHE
10Ch€), IHIIMI TiKapchkuii 3aci6, HOBa giroua peuOBHHA

5. TloeHa HazBa KIHIYHOTO BUIPOOYBAHHS,
KOJOBaHUH HOMEP KAIHIYHOTO BUNIPOOYBaHHS

HJocnipxenns B3aemonii pirabarpuny Ta denitoiny y

MALIE€HTIB 3 eNUIENCIEr
Homep nporokony: 369

6. Dasa kninivHOTO BUNPOOYBaHHA

i|¢333a 1

7. Ilepion npoBeacHHSs KIiHIYHOTO Bnnpoﬁyaaﬂﬂx”w%

8.  Kpainn, ne KTiHIYHE

BUNPOOYBaHHS

IPOBOHIOCH

Benuka bpuranis

9. KifbKICTh ROCTIIKYBAHUX

3aruzanosana; 12
Daxtuuna: 13

10, Mera Ta
BUTIPOOYBAHHS

BTOPHHHI 1lTl  KIIHIYHOrO

MeTo10 UBOTO BiKPUTOTO ZOCTIHKEHHA 3 TOAABAHHAM y
nauieHTis 3 pedpakTeproi eninencito Gyo 1) nopismsTH
abcomorny  Giopoctymmicte, of'em  posmoainy,
MeTabomiunuii kIipenc i HHpKOBHil Kiipenc deriToiry y

NauleHTis 3 cnizenciero, ski pamime He OTpPUMYyBamH
eniroin, mo i micax xpoHiUHOro 3acTocyBaHHS
Birabarpuny; 2) BH3HAYMTH MCXAaHI3MH, 33 ZOINOMOTO0
sKuX BirabaTpun 3umkye piBHi QeniToiny B nuasmi y
NaLi€eHTIB 3 eminenciero; i 3) BiacTexuTy i 3apeecTpyBaru
Oyap-siki nobiuni edexrw.

11. Tusaiin kniHiuHOro BUnpoGyBaHHs

HocaimkeHHA NPOBOAMIOCS Y BHIVISAMI BIAKPHUTOTO
BunpoOysanns. Jlo mowarky AOCTImKEHHS MaLieHTH

OTpUMYBaH  crabineHy 103y He  Oimpme 2
MPOTHEMUICNTHYHUX TPENapaTis i3 BIACTHBOCTAMH
inaykysatn  epmentn.  [lamientn  ogmOuacHO

OTPHMYBAJIH OOHOPa30By nepopansHy no3y 100 wmr
(Emanyrun y xancynax) HepamioakTMBHOro (eHiToiny
HATPIO, ITICIIS YOTO HCrAiiHO BBOAWIM BHYTPILIHBOBCHHO
0,21 mr "“C-deniroimy (0,27 MExs) B l-if nens
nocmigxensst. Ilicas 1-ro aHs gocaimkeHHS namieHTH

oTpumyBanu irabatpus 1 r/neus (500 Mr aBiui Ha geHb)
[POTATOM OAHOro THKHs, 2 r/aenp (1 r asiui Ha mens)
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POTArOM OZHOTO THKHA 1 3 r/aens (1,5 r ABivi HA neHb)
NpOTATOM LIOHAlMeHme 6 Twkuis. [MauienTn, sxi He
OEPEHOCHTH A03y 3 T/OeHb, OTpuMyBamd 2 r/acHs
OPOTATOM yChOro jgociimkenus. [licas 6 TwkHiB
ikysanHs BiraGarpuHOM (MiA  WaC MPOZOBKEHHS
MiKyBaHHs ~ BirabartpuHOM) MAIIEHTAM  OAHOYACHO
BBOZHJIM OJJHOPA30BY A03Y HEPAXI0AKTHBHOIO HEHITOTHY
Ta '“C-dheniroiny (2-it aens pocmimikenns), inentnuny 1-
MY JHIO JOC/TIGKCHHS,

MauienTis ominoBanu B kinui 1, 3 1 8 Trkas (micas 2-
rO JHS JOCIIDKCHHS) LIO0 YACTOTH 1 TSKKOCTI CyaoMm,
(isnkanpHOro i HEBPONOriYHOTO CTATYCy, a TaKOM
peakuii Ha BiraGarpus. ITix wac koxHOro BiznTy Gpamu
3pa3kH  KPOBI OIS TPOBCICHHS  3arajibHOTO T4
GloXIMIYHOTO aHamily, a TaKkoXK /Ui BH3HAYCHHS
KOHUCHTpauii  BirabaTpuEy 1 NPOTHEMITENTHYHHX
npenaparis.  Peectpysamuca  mebamami  ssuma.
Hanpuxiaui  gocmimikenns mnamientam, sxi  go6pe
Bigpcarysamu Ha Tcpamito  BiraGarpumoMm, Gyo
A03BO/JICHO TIPOJOBKUTH MpuHoM BiraGaTpuHy Ha
A0JaTOK 0  iX mOTOYHOI  Tepamii B paMkax
JOBrOCTPOKOBOrO NPOTOKOIY Oe3nexku Ta eeKTHBHOCTI.

36ip 3paskis

3pasku BeHO3HOT KpoBi Gpaym uepes 0,25, 0,5, 0,75, 1,
2,3,4,5,6,7,8, 10, 12, 24 i 48 ronun nicas BBEACHHS
NO3H  UIA  BUMIPIOBAHHS  piBHA  (emitoimy i
PaqioakTHBHOCTI Mmasmu B 1-if 1 2-it qui gocmimkeHHs.
[lnasmy Bimoxpemmosann Big wiitue  kposi i
samoposkysan npu -20°C no nposenenns ananisy. Ceuy
TaKOK 36MpanH A5 3arAIBHOrO AHATI3Y 3 IHTEPBAIOM B
24 rogunu B 1-if i 2-# aui gocnimkenns. BiraGarpun
BHMIPFOBAJIH METOIOM BEPX 3 ACTEKUIERD
dayopecuentii. ITpotueninentuusni nperaparu
BH3HAYIM 3 BHKOPHCTaHHSM  HaGopis  mis
imynodepmenTHoro ananizy. ®eniroiu y ceui a p-HPPH
BH3Hadann Merogom BEPX micns riapomisy.

3a  nporokonom Oyl0  3amIaHOBAHO  3ATMYMHTH
ABAHAAUSTh TALi€HTIB 31 CTiHKOW 10 JiKyBaHHS
emizienciero BikoM Bia 16 a0 65 pokis. IMamientn maam
NpPHHAIMHI OOMH  €Mmi30X  HEKOHTPOIbOBAHHX
rCHEpaTi3oBaHuX a60 CRIAXHHX NAPUiaTbHUX CYIOM HA
THOKJCHB, 1 BOHH OTPUMYBATH HE Oinbme 2 iHmmMX
NPOTHCYAOMHHX — TIPEnapariB 3 BIACTHBOCTSIMH
inayxysaru ¢epmentu. Cran nauienTis 6ys crabinbHEM
Ha iX TMOTOYHOMY JIKYBAHHI | BOHM HE Majdu KIIHIYHO
3HAYYIIHX 3aXBOPIOBAHD MPOTATOM 4 TIDKHIB 0 NOYATKY

12. OcrosHi kpuTepii BKIKOUEHHS
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fociaikeHns. B ix amamuesi e Gyno xpomiusoro
3TOBKUBAHHA HAPKOTHKaMH ab0 ajKorosacM, i BOHH He
Opanu ydvacti B KOZHOMY KIIHIYHOMY AOCTIIKECHH]
NPOTArOM OCTaHHIX 3 micamis. YV nauienrtie He Oymo
KIIHIYHO 3HAYYMMX BIOXHIEHb TPH OOGCTEKEHHI a0
MOYATKY AOCTIMKEHHS, 1 BOHM HE OTPHMYBATH TEPAMit0
(eniroinom. VYwuacHuku aocnikeHHs Oynm BH3HAHI
310POBMMH (32 BHMHATKOM CTAHIB, BTOPHHHHMX IO
BIIHOWICHHIO [0  cmigencii) micas  npoBeacHHA
¢isuxkaneHoro  obcrewenns, EKI, saraneHoro i
0i0XIMiYHOro aHami3y KPOBi, aHATI3Y ceui i ckpuHiHTy HA
3JIOBKHBAHHSA HAPKOTHKAMH, 4 TAKOK HA ABCTPATIHChKHI
AHTHTCH.

13. Jocnimxysaumii jmikapceekuii 3acif, crmoci6
3aCTOCYBAHHS, CHIa aii

Birabarpun 1 r/mens (500 Mr asiui Ha nens) mpoTsrom
OAHOTO THKHA, 2 r/aeHs (| r 1Biui Ha neHs) mMpoTaroM
OAHOro THuKHA i 3 /aenb (1,5 r aBiui Ha AeHB) mpoTATOM
HIOHAHMEHIIIE 6 THXKHIB.

14, Tlpemapat mnoOpiBHsHHS, cnocid

3ACTOCYBAHHA, CHJIA il

J03a,

He 3acrocosyerbea.

15. CynytHs Tepamis

He 6inpwe 2 immumx nporucymomuux npemapatis 3
BJIACTHBOCTAMH IHAYKYBaTH (hepMeHTH, (hEeHITOTH.

16. Kpurepii ouinku edextusnocTi

[Tnoma mnix kpuBMMH nna3MaTH4HA KOHLCHTPALIIs
enitoiny - vac mporsarom 24 rox (AUC-24, MKr*rog/m)
Oyna pospaxoBana wmertogom Tpameuiii; AUC g0
neckinuennocti (AUCw, mkr*ron/mn) 6Gyma cymoro
AUCo-24 1 koHIEHTpALIT uepes 24 roauuy, po3aineHol Ha
mBrakicTs eniminamii (Coa/ke). Isuakicts emiMinandi
obuncmoBanacs  3a  In-mimifinuMm  TepMmiHATBEHHM
HaXmioM, a nokasHuk T1/2 oOumciroBaBcd HITAXOM
aineuns In2/kel. 3araneHuil KIipeHC po3paxoByBanu 3a
dopmynoro  mo3a/(AUC*F), ne F abcomoTHa
GiomoctynnicTs. YsHuii 06'em posmoniny (Vdap) Gys
po3paxosanuil 3a dopmynorw Clww/ke. Taxox 6Gyma
[pospaxosana abcomoTHa 6i10A0CTYIIHICTS.,

17. Kpurepii ouinku Gesnexu

rOuim(a KJIIHIYHOTO CTaHy Ta 7a00pPaTOPHUX AHATIZIB.

18. Cratuctuynl MeToau

DapmakoxiHeTHUHI  mapamerpu  Birabarpumy
deniToiny ouinoBanucs 3 pusHaucHHAM KB%.

Ta

19. Jlemorpadiuni MOKa3HHKH AOCHIMKYBaHOT
nonysnii (cTaTs, Bik, paca, Towmo)

Tpunanuste nauienris 3 eninenciero (6 wonoBikis i 7
JKIHOK) B3SUTH YMacTh Y JOCIIAMEHHI, 1 BCI BOHH yenimmHo
sasepiuan Horo. Cepenniii Bik mauienTis cranosus 29,6
poky (alana3zon: 16-47 pokis).

20. Pesynbratn edexTuBHOCTI

Jikysanns BirabarpuHoM mpoTaroM 8  THXKHIB
(sirabatpun BBOAMBCS B 4031 3 T/AeHB NpOTArOM

OCTAHHIX MIECTH THKHIB) HE TPH3BOAHIO IO 3MIHH
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KOHLICHTPauii (GeHiToiHy B mmasmi micas oZHOpPA3oBOro
BBEACHHS (enitoiny. JKomen 3 ¢apmakokiHeTHuHHX
napaMeTpiB (Qenitoiny He OyB iCTOTHO 3MiHCHMI B
pe3ynbTari TKyBaHHS BiradaTpuHOM.

[osinomasanocs, mo GiogoctynmicTs $enitoiny mpu
[CPOPAILHOMY NPHIIOMI CTaHOBUTH Bia 39% 10 44% Ha
OCHOBI TIOPIBHAHHS BHYTPIIIHBOBEHHOTO Ta
nepopanbHoro seeaeHHd. Le 3naueHns, meuame 3a see,
€ 3AHIKCHOK  OUIHKOK ICTMHHOI  nepopanbHOl
GiomocTynHocTi, OCKITIBKH II01a ans
BHYTPILIHBOBCHHOI 1031 Oyma po3paxoBana i3
NPUTIYIHEHHSM, M0 BCH PAXiOAKTHBHICTE CTIPHYMHEHA
(eniroinom. OmHak neska YaCTHHA PaNiOAKTHBHOCTI,
NPHCYTHBOI B [M1a3Mi, MOBHHHA OYTH CHPHYHHEHA
merabomitamu. Takox He Oyimo OZHHX AOKa3iB TOTO,
IO MOKA3HHKM eKCKpeii GeHiTOiHY i3 cedero, BiTbHOrO
p-HPPH abo s3aransuoro p-HPPH Gymu 3mineri micias
TIKYBAaHHS BirabaTpiHOM.

3pasku IIa3Myu OLIHIOBAIH OO CTYICHS 3B'S3yBAHHS
1C 3 Gimkamu 3a nonomorowo PIBHOBRKHOTO Jiami3y.
Hess's3ana ¢pakuia '“C cranosuma 27,5% no Ta 25,7%
micns  ikyBamHs  BiraGatpurom. Ili  3HaucHHs
IEPEBHILIYIOT TOKA3HHKH, o 3a3BHYAM
[OBIZOMISIIOTECA,  IMOBIDHO  4epe3  NPHCYTHICTB
merabonitie, wmivennx '“C, rakux sk p-HPPH
CIIFOKO3aMIH, a He Yepes 38'a3yBanus deHiToiny.

Hespomoriunmii ctaryc uux nmauientis 6ys BH3HAHMIA
nikapeM HOpManbHUM y 10 BHDagkax, s;ierka 3sMiHeHHM
y | mamienta i mOMIpHO 3MiHEHMM y 2 BHIAIKax.
Hesponoriunuii craryc nauieHtis He 3MiHroBaBes
[POTATOM YCBOTO AOCHIKEHHA. Y BCIX mamieHTiB Oymm
CKJIaJHI napuianbHi CyIoMM 3 reHepamizauiero aGo 6¢3
Hel. Y omMHAAUATH mAWieHTiB  crocTepirasocs
SMCHIICHHSA  YacTOTH CyOoM Imiciast 6  THKHIB
3aCTOCYBaHHS Bira0aTpuHy NPH 10aBAHHI JO MOTOYHOI
Tepamii. Y aBOX IHIEX mNauieHTIB CcrocTepiratocs
HC3HAYHE noripmenHs. Bine y  micmi  in'exuii
crnocTepiranacs y 3 nauieHTis, | BoHa Gyaa mos's3aHa 3
BHYTPILIHBOBEHHOI iH'ekuicl0 dernitoiny. Haitbimsm
YACTHMH  HCOAKAHMMM  SIBUILAMH, TIOBIIOMIICHHMH
mamieHTamMy, OYaM BTOMIKOBAHICTB, TONOBHUH Oidb,
COHJTHBICTE 1 361IbILIEHHS MaCH Tija.

Cepennst kimbkicTs epuTpOLMTIE 1 piBHI reMornobiny
Oy 3HHMKEHUMH MICIIS TIKYBAHHA BirabaTpusoM, aje ue
SHIDKEHHS HC BB@KAIOCA KIIHIYHO  3HAYYIIHM.
Konuenrpanis ACT Gyma nomitho 3umskenoro y 12/13

21. PesynbraTu Oezneku
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Naui€wTiB micas ikyRaHHs BiraGatpuHoM, ame He
BIXOIM/IA 32 MEXI HOPMATBHOIO AiaNa3oHy A LbOTO
[OKA3HUKA. [HIIMX OMHOMAHITHHX 3MiH B pe3yIbTATax
GiloximiMHIX aHami3iB He criocTepiranoca. B pesymsraTax
aHaATI3y Cei TAKOXK HE CHOCTEPIraaocs iCTOTHAX 3MiH.

Lle mocmimkeHHs HE NPOAEMOHCTPYBAIO 3HAYHOTO
BIIMBY 8-TWXKHEBOTO NiKYBaHHS BiraGaTpHHOM Ha
(hapmaxoxinetuky (eniToiHy mican  0ZHOPA3OBOrO
BeneHHs. He cmocrepiramoca kogHmx  3min  y
GlomoctynHocti QeniToiHy npy nepopanbHOMy npuiiom,
Y 3araJbHOMY KaipeHci, 06'emi posnoainy, Cmax, Tmax
abo nepioxi HamisBuBencHHs. TakuM YHHOM, Y LBOMY
nocmikeHHI  He Oyaa  migTBepkcHA  BaaeMozis
(3HMKEHHs KOHUEHTpauii (ewiToiny B mnmasmi kposi
meas 5 TWKHIB  TikyBaHHS  BiraGaTpmHOM), WO
crocTepiranacs B IHIIOMY aocTimmeHHi. Xoua aaHe
NOCTIKEHHS POBOAMIOCS 3 OIHOPA3OBHM BBEACHHAM
(eniroiny, mamo OyTH BuABICHO 3HAUHY 3MiHY
(apmaxoximermunux napametpis  denitoiny micas 8
THXKHIB JIIKyBaHHs BiraGatpusOM, sx6u crmoctepirascs

22. BucHOBOK (3aKTI04EHH )

3asBHEK (BIACHUK
peecTpaLiiHoro
TIOCBiAYEHHS)
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Clinical Trial Report

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

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

2. Applicant

| Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

| PATHEON FRANCE

4. Trials conducted:

! yes ¥ 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
disease, and on history of drug addiction or psychological dependence.

13. The investigational medicinal
product, method of administration,

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

strength

capsule.




000146

Matching placebo capsules.

Oral administration (fasted)

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

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

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

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

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

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods Descriptive statistics were used.

19. Demographic characteristic of] 6 healthy male
study population (gender, age, race,| Age (years): mean 26.7, range 22 to 33
etc.) Body weight (kg): mean 78.5, range 66 to 102

S(+)-y-vinyl GABA plasma concentrations

After 0.375 g S(+)-y-vinyl GABA: Tax varied from 0.5 to 2 hr (mean
curve: 1 hr). Mean Cuax 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 Cpax 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): Tmax varied from 0.5 to 2 hr (mean curve: 1 hr). Mean Cmax
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 Tmax, Cmax, 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
Cmax was 258.4 + 42.9 nmol/ml. Mean plasma concentration 24 hr
post-dose was 10.6 = 1.0 nmol/ml. Thus, both mean Cuax 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): Twmax varied from 0.5 to 1 hr (mean curve: 1 hr). Mean Cyax
was 150.3 £+ 5.0 nmol/ml. Mean plasma concentration 24 hr post-dose
was 4.3 nmol/ml. Mean plasma concentrations of R(-)-y-vinyl GABA

20. Efficacy results
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were higher at cach 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): Tmax varied from 0.75 to 1 hr (mean curve: 0.75 hr). Mean
Crmax 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’ (Vpss):

The mean values of Vpg for S(+)-y-vinyl GABA were calculated as
108.1 £ 27.8 1 (0.375 g S(+)-y-vinyl GABA), 86.3 +23.91(0.75 g
S(+)-y-vinyl GABA), 96.4 £ 21.1 1 (1.5 g (R,S)-y-vinyl GABA), and
94.2 £ 12841 (3.0 g (R,S)-y-vinyl GABA), thus exhibiting no dose-
related difference. Vs, values for R(-)-y-vinyl GABA were calculated
as 67.2+14.2 1 and 64.7 = 16.1 [, respectively, thus being about 2/3 of]
the corresponding volumes for S(+)-y-vinyl GABA.

Total body clearance (Clioia):

Mean Cliotai 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
Cliotal 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 (Clrenar):

The mean Clrenal 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 of]
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.

|2 1. 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
estimated that it is unlikely that pharmacologically active S-form is

optically converted to the inactive R-form in vivo.

Yo

Applicant (Marketing
Authorization Holder)
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3sir npo kainiune BunpoSyBannn

1. Hasga nixapcekoro 3aco6y (3a

HASBHOCTI - HOMEp peecTpaiiiiHoro CABPUJI®, rparynu ana opaasHOro posdnny, mo 500 mr
[10CB1AMECHHS)
|2. 3asBHUK TOB «Canodi-Asenric Ykpaina», Ykpaina
3. BupoGuuk [TATEOH ®PAHIIA
4. IIpoBeacHi qOCTiKECHHS: : | TaK C  m SKLIO Hi, 00TpyHTYBaTH

1) Tun nikapeskoro 3acoBy, 3a sKuM
nposomnacs  abo  muaHyeThes
peecTparis

Jlikapcbkuit 3aci® 3a moBuuM J0che (ABTOHOMHE IOChE), IHIIHH
mikapceKuif 3aci, HOBa Air0YA pevoBHHA

5. TosHa wHazea  wiiniunoro| dapmakoxizeTnka Ta MEPEHOCHMICT OHOPA3OBHX MEPOPATBHHX
BUNPOOYBaHHs, KOAOBaHui HOMep||no3 (R,S)-y-imin TAMK rta S(+)-y-inin TAMK Y 3I0pOBHX
KJTIHIYHOTO BUNIPOGYBaHHS cy6’extiB (mpotokon 71754-1-8).

6. ®asza wiiniyHOro BUNpoGyBanrs | dasa |

7. Tlepion nposeaeHHs wiinianoro| I3 ceprms 1982 pOKy
BUNPOOYBAHHSI ITo Bepecens 1982 poxy

8. Kpaiuu, ne nposomunocs wiinigre| Hivewuwsa
BHIIPOOYBaHHSI

3ammanoBaHa: 6 Cyd €KTIB.

9. KinpkicTs AOCHIIKYBAHHX i
APNEEERS DaktHdHa: 6 cy6 eKTiB.

1) Busnauutu papmakokineTnky enantiomepis y-ginin TAMK nicis
OQHOpa3oBHX nepopadsHUX A03 1,5 T1a 3,0 r (R,S)-y-inin TAMK i
0,375 12 0,75 r S(+)-y-ginin TAMK y 3noposux cy6’exris.

10. Mera Ta BTOpHEHI ninil| 2) BusHAumTH Y NOABIHHO-CITINOMY JOCTiZKCHHI TEpeHOCHMICTB
KJTIHIMHOTO BHIIPOGYBaHHS 310POBHMHU Cy0’€KTAMH OJHOPA30BHX MEPOPATBHHX 103 PAUEMiuHO
CTIONYKH Ta AKTUBHOTO S(+)-cHaHTiOMEpY.

3) BusHaunTy BIUTHB OHOPA30BHX NMEPOpaTbHUX 203 y-Binin TAMK

HA NCHXOMETPHYHI MOKA3ZHHKH Y 30POBHX CY0 €KTiB.

IToxeiiino-caine, i3 HoTHPMA HEPiOTAMMU, ICPEXPECHE TOCTIAKEHHES 3
NepioAoM BUMHBAHHS IIOHANMEHILE CIM JHIB MK JTIKYBaHHAMH.
Koxen cyd’ext oTpuMyBas KoXKHE i3 HOTHPBOX JIKYBAHB, OJHE HA
115 8 Huzaiin KAIHIMHOTO( cecito, B paHAOMI30BAHOMY MOPAJKY:
BHIIPOOYBaHHS A) 0,375 r S(+)-y-sinin TAMK
B) 0,75 r S(+)-y-sinin TAMK
C) 1,5 r (R.S)-y-einin TAMK
D) 3,0 r (R,S)-y-sinia TAMK
BincyTnicTs B aHamHe3sl 3aXBOPIOBAHD MCUIHKH, HHPOK, CepI,
12. OcHoBHI KpUTEpIi BRIIOYEHHS  ||TPABHOT CHCTEMH UM CHCTEMI KpPOBi, a TAKOXK BiACYTHICTE B aHAMHE31
HAPKOMAHIT 41 NCHXIYHOT 3aMe/KHOCTI.
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13. [JocnimkyBanuii  nikapcekuii
3aci, coci6 3acTocysanms, cuna aii

(R,S)-y=-Binin TAMK y TBepaux xenaruHoBux kancynax no 250 mr.

S(+)-y-sinin TAMK y kancymax, mo BHrIAmarOTH IAEHTHYHO, MO
125 mr.

Bianosinui kancymu niane6o.

Ilepopanere 3acrocysanus (Haruie).

Onnopazosi nosu 1,5 1a 3,0 r (R,S)-y-simin TAMK i 0,.375 12 0,75 ¢
S(+)-y-inin TAMK.

14. Ilpenapar mnopiBHsHHS, 1033,
cnoci 3acTocysanus, cuna aii

He sacrocosHo.

15. CynytHs Tepanis

He mossonsses mpmiiom npemaparis: Gyas-saxux peuentypaux a6o
JOCI/UKYBAHMX IPENApATiB  yNPOJOBIK ABOX  THIKHIB nepex
BIJIFOYCHHSAM 10 AOCIUDKCHHA Ta M 9aC JOCTIAKeHHS.

16. Kpurepii ouinku edextusrocTi

®apmakokineTnyni nokasnuku R(-)- ta S(+)-cHanTiomepiB y-BiHiT
F'AMK.

17. Kpurepii ouinku Gesnexu

Camoouinka 3a mKxazavu, CHOHTAHHI CKAPTH, @ TAKOXK biznkansHi
O3HAKM TA CTAHIAPTHI 1a00paTOPHi MOKA3HHKH.

18. CratucTuani metomm

BuropucrosyBamucs METOH OMTHCOROT CTATHCTHKY.

19. [lemorpadiuai  noxasHuku
AocniaKyBaHol nonymsauii  (crars,
BIK, paca, Tomo)

6 310pOBHX YOIOBIKIB.
Bik (pokiB): cepeaniii 26,7; nianason: 22-33.
Maca Tina (xr: cepenns 78,5; nianazon: 66—102.

20. Pesynerat edeKTHBHOCTI

Konuenrpauii S(+)-v-ginin TAMK v nna3zmi kposi

icas dosu 0,375 2 S(+)-y-ginin TAMK: Tmax Bapitosas six 0,5 10 2
rox (cepeans xpusa: | rox). Cepemnst Cpax CTAHOBHIA 40,7 £ 3.0
umons/mMi.  Cepenns KOHUEHTpauis B miasmi kposi aocarama
1,9 HMones/Ma1 wepes 24 rox micns A03yBaHHI.

Hican dosu 0,75 z S(+)-y-sinit FAMK: Tiax Bapitosas siz 0,5 o 2
rox (cepemmst xpusa: 0,5 rox). Cepeaust Cugx cTanoBuma 96,1 +
21,6 amone/m. Cepenesi KOHUEHTpalis B TIa3Mi KPOBi CTAHOBWIA
2,8 amons/Mi wepes 24 roa micns Do3yBaHHS.

ITican dosu 1,5 2 (R,8)-y-sinin TAMK (exeiganenmno 0,75 2 S(+)-y-
6inin I'AMK): Tmax Bapirosas Big 0,5 no 2 rox (cepenns kpuBa: 1 rox).
Cepenust  Cmax  cramoBuma 81,6 =+ 4.5 BMoIs/MIL Cepenus
KOHIICHTPAUIs B N71a3Mi KPOBI 3HIKYBanacs 10 3,8 HMOIB/MIT uepes 24
roj nicis 1o3yBaHHs. [TOpiBHAHO 3 KiHETHK OO KOHLEHTpauii B miasmi
KpOBI nmicas exBiBaneHTHOI A03u S(+)-y-vinyl, wo BBommmacs sk
anctuit eranTiomep (0,75 r S(+)-y-pinin FTAMK), ve 6y10 ouesnanoi
pisHHULI MiXk 060Ma KPHBHMH CepenHix KOHUEHTpaMii y miasmi Kposi
WOAO Timax, Crnax T@ KOHICHTpANIT uepes 24 roa micas no3yBarus.

Hican dosu 3,0 2 (R,S)-y-einin I'AMK (exeiearenmno 1,5 2 S(+)-y-
einin 'AMK): Tuax Bapitosas Bix 0,75 m0 | ron (cepemns xpusa: 0,75
rog). Cepemns Cmax cranoBmma 2584 + 42,9 umons/mo. Cepenns
KOHLEHTPaUis B Tia3Mi kposi wepes 24 rom micas JNO3YBAHHS
cradoBuaa 10,6 + 1,0 umons/mn. Takum uunoMm, i cepenns Crax, 1
CCPCAHs KOHUCHTpaLis uepes 24 rox nicast A03ysauHs GyIu BULMME
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33 JBOKDATHI BIANOBiAHI Benudmuu nicas ao3m 1.5t (R.S)-y-Binin
TAMK.

Konuenrpanii R(-)-y-pinin TAMK vy nnasmi kposi

Micast dosu 1,5 2 (R,S)-y-sinin TAMK (exeisarenmno 0,75 2 R(-)-y-
einin F'AMK): Tmax BapitoBas Bix 0,5 10 1 rox (cepenns xpusa: 1 rox).
Cepemnst  Cmax cramoBuna 1503 + 5,0 amoms/min.  Cepexgas
KOHLEHTpauis B niasMi KpoBi depes 24 rox micns AO3yBaHHS
crasosuna 4,3 umons/ma. Cepeani KoHueHTpauii B nasmi kposi R(-)-
y-inin FAMK y xoxwilt uacosiii Touui 24-rogunuoro intepsamy
Oy/mu BUIIMME 3a BiANOBIAHI CepeaH] KOHLEHTpaUii B miasMi kposi
S(+)-y-inin TAMK npu Tiif e go3i.

Mican dosu 3,0 2 (R,S)-y-einin FAMK (exsicarenmuo 1,5 2 R(-)-y-
einin I'AMK): Tmax Bapirosas Bix 0,75 mo 1 roa (cepeans xpusa: 0,75
roa). Cepennst Cumax cranoBuma 378.8 = 50,4 amons/ma. Cepenss
KOHUEHTpaWis B ITasmi KpoBi uepes 24 ron micas NO3yBaHHS
craroBuaa 11,3 nMoas/mi.

O6’em posmominy, po3paxopanuii 1u1s piBHOBAXHOO cTany (Vpss):

Cepenni Benuunnn Vpgs s S(+)-y-sinin TAMK 6ynu pospaxosasi
sik 108,1 +=27.8 1 (0,375 r S(+)-y-inin TAMK), 86,3 £23.9 1(0,75r
S(+)-y-sinir TAMK), 96,4 + 21,1 1 (1,5 r (R,S)-y-inin TAMK) Ta
94,2 + 28,4 1 (3,0 r (R,S)-y-sinia TAMK), takum uusoM, nos’a3aHa 3
03010 BIAMIHHICTb HE crocTepiramacs. Bemnunnu Vg wms R(-)-y-
BiHi1 TAMK 6ymn pospaxosani sk 67,2 = 14,2 1 1a 64,7 + 16,1 1,
BIZIMOBIAHO, Ta CTAHOB/IATH MPUOIH3HO 2/3 Bia BiAMOBIAHUX BeTHYIHH
06’ emy posnoainy S(+)-y-sinin TAMK.

Saranenuii kaipeHc (Cliotal):

Cepenni Benmuuan Cliow S(+)-y-Binin FTAMK cranoswiu 194 +
36 ma/xs (micas 0,375 r S(+)-y-sinin TAMK), 195 + 35 mu/xs (micns
0,75 r S(+)-y-sinin TAMK), 195 + 22 mu/xB (micas 1,5 r (R,S)-y-Binin
AMK) ta 160 =25 ma/xs (micas 3,0 r (R,S)-y-sinin TAMK). Cepeani
BeAHMYUHA Cliotal R(-)-y-Binin TAMK crasosunu 120 + 20 mur/xB ta
132 £ 17 mu/xs BianosigHo.

Busenenns i3 ceuero:

Busenenns i3 ceuero 6yno po3paxoBaHe AK BiACOTOK BBEIEHOI
MOJAPHOT MO3H 1714 KOXKHOro eHadtiomepy. Cepenni seiuuunu
BUBEICHHA 13 ceueto Bapirosanu Bia 43,3 £ 10,9 % (micaa 0,375 r S(+)-
y-sinia FTAMK) mo 50,1 + 7,1% (micas 3,0 r (R,S)-y-sinin TAMK) ans
S(+)-y-inin FTAMK. ¥V kox#HOro 3 nauienTis BiZCOTOK BHBEICHHS i3
ceuero OyB Bummm min R(-)-y-eHanTiomepy, HiK aas  S(+)-
CHAHTIOMEPY; CEPeAHI BEIMYMHM BUBEIACHHS 13 ceuero and R(-)-y-
CHaHTiOMepY cTaHoBwIM 64,6 =55 % 1a 64,1 +£ 9,7 % micast ABOX 103
pauemiynol y-sinin TAMK signosinso.

Huprosuit kiipenc (Clrenal):

Cepenni pemnumsn Clrenal A1t 000X CHAHTIOMEPIB HE ACMOHCTPYBAIH
AKUX-HEOY b BIAMIHHOCTEIL, OB A3aHHX 13 030K YH CHAHTIOMEPOM,
ta BapiroBamu Big 857 + 17,9 mo 99,0 + 14,4 muw/xs. Tlican
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nepopa:lmoro npuiomy (R,S)-y-ginin TAMK (1,51, 3,0 r) moxnma
6yn0 3B'3aTH PO3PAXOBAHI 3HAYEHHS HUPKOBOIO kaipeHcy R(-)-y- 3
BIAMOBinHUME BennuuHamu  S(+)-y-inin TAMK. BcerasosicHa
niniiHa xopesstuis (r = 0,968).

Ilicna npuitomy S(+)-cuantiomepy He BUsBIABCH R(-)-enanTiomep.

3axoam 3 Ge3nekd HC BHABMIM HCNCPCHOCHMOCTI YM MOGIYHHX
peaxitiii.

Omuopazosi 1031 Bin 0,51 S(+)- 10 3,0 r (R,S)-y-Binin TAMK no6pe
NIEPEHOCHIIMCA 310POBHME wosoBikamu. Hi cnowtamni ckaprm, mi
PEHTHHIOBI CIHCKH, Hi Di3HKanbHI 03HAKK Ta 1a6OPATOPHI MOKAZHUKH
HC HAZIAIH JKOAHUX NOKa3iB MOOIYHMX peakwiil.

He Gyno sussieno mososamesxsoro Brmsy Ha NCHXOMETPHYHI
hynkuii, ogmak BiaCyTHICTP nMALEGO-KOHTPONIO HE Aae 3MOrH
{|mposecTh Oyab-sixi nocTOBIpHI NopiBHAHHS BIMBY y-Binin TAMK wa
1{ TapaMeTpu.

3mina KOHueﬂTpaull S-dopmu y nnasmi kposi micas BBesenns 0,75 r
S-opmu cmimazana 3 Takolo micns seexenHs 1,5 T pauemizmoro
BiraGaTpuny Maitie y BCIX Toukax puMiprosanss. [licas BeencHHs S-
(opmu He BusBmsmacs R-¢opma. Buxomsum 3 usoro, 3pobnenuit
BHCHOBOK, IO MAIOHMOBIPHO, IO 7 Vivo GapMakoToTidHO AKTHBHA
S-thopma o: i

o A%

21. Pesyneratn Geanexn

22. BUCHOBOK (3aK/TIOUCHHS)

o™
L., W2
i!j'f{l’{ il gav ¢!
3aaBHuK (Biracuxk HEA T AR L
peecTpauiiiHoro G
MOCBIAYEHHS) S
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Clinical Trial Report

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

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

|2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

|3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

! ves C no If not, substantiate

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

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

5. Full name of the Clinical Trial,
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-

6. Clinical trial phase

C-014).
Phase [ —|

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. I

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

16. Efficacy evaluation criteria Time to reach maximum the plasma concentration (Tenax)
Plasma terminal phase half-life (t1.2)

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 pg.h/mL and Cumax 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 o
Ciwt* AUCY CLF  Tom i %ﬁ“\‘;ﬁ?

[ug/mL) (th"mL) Uﬂl} (h} (h) (g{))

05 24 18.0 73.2 7.0 0.8 7S 67.2
2B (26%) (17%) (L)  (38%)  (31%) (19%)
10 2 18.4 73.0 7.0 0.9 7.0 71.4
- 5 (25%) (14%) (1.0)y  (33%)  (10%) (16%)
20 23 19.2 73.0 7.0 09 6.4 75.9
oo . (26%) (16%) (1.1) (33%) (11%) (12%)
40¢ 2 18.6 73.5 6.9 1.1 6.8 81.0°

(26%) (14%) (0.9)  (45%)  (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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3siT npo kainiune BuNpoGyBanns

1. Hasga nixapcekoro 3acoby (3a
HAABHOCTI - HOMEP PeeCTpaLifiHoro
TIOCBIAUCHHS)

CABPUJIR, rpanynu a4 opanbHOro posunHy, mo 500 mr

2. 3asBHUK

TOB «Canogdi-Asentic Yrpainay, Yxpaina

3. BupoOuug

MTATEOH ®PAHIIIA

4. [poseneni gocmirenHs:

TaK C  wmi SIKLIO Hi, 00TpyHTYBaTH

1) Tum nikapeskoro 3acoby, 3a kUM

Jlikapceknii 3acif 3a NOBHMM J0ChE (aBTOHOMHE OOCHE), IHOTHIE

BUTIPOOYBAHHSA, KOZOBAaHMII HOMEp
KJIHIYHOTO BHIIPOOYBaHH

npoBojuaacs  abo  IUIAHYETBCS
i JiKapcekuit 3aci0, HOBA Aioua PeyoBHHA
peecTparis
5. Tlosma massa  kmimiuHoro| CreumiamizoBaHe AOCTIMKCHHS 3 BHBYCHHS IpONOpPLIfHOCTI A03i

BIrabaTpuHy MiC/iA OZHOPA30BHX mepopansHuX 103 0,5, 1 0, 2,0 ta
4,0 r (mpotokon 71754-1-C-014).

6. ®aza kIIHIYHOTO BUNPOOYBaHHN

dasza |

7. Ilepiog npoBeAeHHS KNiHIYHOTO
BUNPOOYBAHHS

3 21 sxoBtas 1989 poky
Io 13 aucronana 1989 poky

8. Kpaimm, 1ne nposommToCs
K1iHIMHE BUNPoGyBanHs

Awnrmnig

9. KinpkicTs DocmipKysasux

3annanoBana: 24 cy6’extn
@axtruvaa: 24 cyd ekt

10. Mera Tta sBropuHHi mimi

KJIIHIYHOrO BUIIPOGYBaHHS

Hanaru obrpyntoBany oujuky mpomopmiiinocti o3i sirabaTpuny
TiCJIsl 0AHOPA30BHX nepopanbhux 403 0,5, 1,0, 2,0 ta 4,0 ¢ ¥ 310pOBHX
cy6’exTiB.

11, Ju3zaiin KIIHIYHOTO

BUIIPOOYBAHHS

Binxpure, pangomisosane,
TOCITIIKEHHS

3 YOTUPMA MEpiojamu, IEPEXpPecHE

3 OZHOTHKHEBHUM TIEPIOAOM  BHMHBAHHA  MIDXK
Jikysannamu. [IBaauste =otMpu cy6ekTH Gyan panoMi3oBaHi
OTPHMYBATH OAHY 3 HOTHPBOX HOCTIZOBHOCTCH  JIiKYBaHHIL.

BiraGarpus 3acT0OCOBYBaBCS HACTYITHHM YHHOM:

Jlikysanns A: 0,5 r ogropasosa go3a (onna tadnerka 500 mr)
Jlikysauus B: 1,0 r ognopasosa a03a (a8i tabrerkn 500 mr)
Jlikysauus C: 2,0 r onHOpasosa no3a (worupu tabretku 500 MT)
Jlikyanns D: 4,0 r onnopasosa n03a (Bicim Tabrerox 500 MT)

12. OcHosHi kpuTepii BKIHOTEHHS

3nopoBi wonosiku Bikom Bix 18 mo 55 pokiB (BKIKOYHO), Oe3
WKIZTHBOT 3BHYKH MATIHHS, 3 MACOIO Tilta B Mexkax 15 % Bix ineansHOl
Macu Tina. ITignncanss gopmu indopmosaoi 3roau.

13.  ocmimkyBanuit  mikapcbkuii
3acib, cmocid 3actocysanus, cHaa il

BiraGatpun tabaetsn 500 mr.
ITepopansue 3aCTOCYBAHHS OHOPA30BOI 1031 (HATIIE).
Hosysanus: nikysanns A — 0,5 r, gikysanns B — 1,0 r, mikyBauHs C

—2,0r, nikyBanus D —4,0r.




000005

14. Tlpenapar mnopiBHsHHs, 1033,
C1ocib 3acTOCyBaHHsA, CHIA Iil

He 3actocosuo

15. Cynyrus Tepanis

CynyThst Teparis He 103BONANACH Y IBOMY JOCII IIKCHHI.

16. Kpurepii ouinku edexrusnocTi

Hani koHueHTpamii y niasmi kposi Ta GapMaKOKiHETHYHI TOKA3HHKH:
Inowa nix kpusoro konuentpauis-uac (AUC)

Maxcumansia kornenTpauis y mmasmi kposi (Cmax)

Yac qocarHeHHs MakKCHMAabHOL KOHUEHTpauii B rnazmi Kposi (Tmax)
Hepiox naniseusencuns y TepminansHiit dasi (ti2)

Hupxosuii knipenc (Clr)

% mpenapary, Wo BHALTAETHCA i3 CEYero (BiTHOBICHHS y ceui)

17. Kputepii ouinku Gesnexu

oGiuni peakuii peecTpyBamues Ais KOKHOTO JiKyBaHHS Ta nepioay
BHMHBAHHA.

18, Craructuani Meronu

BuxopucroByBamHcs ABa CTATHCTHYHI METOAH (JIiHIHHOTO KOHTpacry
T4 MHOKMHHOrO nopisHsHHs JaneTTa).

19.  [emorpadiuni  nokasuuku
NOCTIMKYBAHOT nonynsamii  (cTath,
BIK, paca, TOMIO)

24 3p0posi wos1oBikH BikoM Bix 18 10 55 pokis (BKII04HO).

20. PesynsraTn edexTusHOCTI

Tmax cranosus six 0,8 zo 1,1 roaunu Ta ti2 — 8ix 6,4 10 7,5 roaunw,
00u/Ba MOKA3HHKH JEMOHCTPYBATH OAIOHI BEMHUHHN HEANE/KHO Bil
nosn (mus, Tabmummo Hipkue). Hopmanmizosana 3a nosomo 0,5 r AUC
Birabarpuny cranosuna 73,0-73,5 mxr.roa/ma 1@ Cmax — 18,0-192
Mkr/ma. Y pesynerati 6yau npoaeMoHCTpoBaHi noxiGHi 3HAYCHHS B
AlanasoHi 8-KpaTHOrO CHIBBIAHOMIEHHS A03, IO BKA3yE HA TE, 1O
dapmakoKiHeTHKA OKPEMO 3aCTOCOBYBAHOTO BiraGatpuny Oyna
IpONOpuiiiHO0 1031 3nawenna mupkosoro kmipency (Clr) Gymu B
aianasoHi Bix 84,5 Mi/xB (rpyna Hu3bKol 1034) 10 93,6 MIT/XB (rpyna
BHCOKOI 103M) Ta % Npenapary, mo BUALIAETHCH i3 CCUCHD, — BiA
67,2 % (rpyna musskoi n03u) 10 81,0 % (rpyna sucokoi xo3u). Xoqa
Clr Ta % mpenapary, WO BHALSETHES 13 CEUCI0, MATH TCHACHINO 10
HE3HAYHOTO 301NbIICHHS 31 301ABIICHHIM 03K, KIiHIYHA 3HATYILICTD
BBKANACk HH3bKOIO, ockinbku AUC He 3MeHImyBamack.

DapMakOKiHETHYHI IOKA3HIKK y TIA3MI KPOBI A1 0THOPA3OBHX 103
BiraGarpuny (TabmeTkH) y 310poBHX cy6’eKTiB

DapMakoKIHeTHYHHH TOKa3HHK

Cepeane snauenns (Koedimient sapianii, CV%)

Josa -
Conax* AUCi*  CLF  Tum tiz B“‘“"Cfﬁﬂ“”
(Mer/M)  (Mr.Tom/MI)  (Wrom) (rom) (ron) Y %)
05 9 18,0 732 7.0 0.8 75 67.2
LR (26%) (17%) (L)  (38%) (31%) (19%)
i 5 184 73,0 7.0 0,9 7,0 714
Ll (25%) (14%) (1,00 (33%)  (10%) (16%)
10F 192 730 7.0 0.9 6.4 75.9
C (26%) (16%) LD (B3%)  (11%) (12%)
40r 23 18,6 73,5 6.9 1.1 6.8 81,0
Sl — S — — e ——
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(26%) (14%) (0,9) (45%)  (13%) (17%)
* Hopaanizopani 10 so3u 0,5 r.

Onnopasosi ao3u sirabarpuny no 4,0 r no6pe nepeHocHIHCs y wiii
nonynsuii cy6’ extis. I3 24 cy6 exTiB, BKTIOYEHNX 10 OC/TImKEHES, 23
3aBEPILIIH XOCIIKEHHS 3riAHO 3 mpoTokonom. Oxun cy6 ekt momep
M 4aC MOCHIZKCHHS BHACTIZOK HE OB S3aHOI i3 3aCTOCYBAHHIM
21. Pesyneratu Gesnexu BirabaTrpuHy  JIOPOXKHBO-TPAaHCHOPTHOI mpuroam.  Haifgactimre
[OBIZOMJIIOBAHMM IIOGIYHMM SBHIIEM OyB romOBHMiL 6ims (11
cyb’extis, 45,8%). V pesynbratax s3araneHOro asamisy KPOBI,
OloxiMiuHOrO aHANi3y KpoOBi Ta aHamily cedi HE BUABICHI KIIHIYHO
3HAYYIL BIAXHIICHHS MIC/Is 3ACTOCYBAHHA BirabaTpumny.

Birabatpun aemoucTpye nponopuiiiny 03 hapMmakokimeTHky B
mianasoHi 103 0,5-4,0 r. [lepiox HaniBBHBeACHHA y TepMiHATBHIH pasi
22. BHCHOBOK (3aKTHOUYCHHS) ACLIO 3MCHIIYBABCS, & HUDKOBUH KJIIPEHC 3DOCTAB MIC/Isl 3aCTOCYBAHHS
Bucokoi 1o3u. Li smian Gynu BIAHOCHO HE3HAYHMME TA HE BBAKAIUCA
KIHIYHO 3HAUYIIMMU.

3assuuk (Bnacuk
peectpaniitnoro
MTOCBITIEHHS)




000007

Clinical Trial Report

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

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

2. Applicant

Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

1 yes 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

7. 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. Countrics 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 5 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 vigabatrin enantiomers:
plasma concentration-time curve (AUC), peak plasma concentration (Cmax), time to peak
plasma concentration (Tmax), plasma terminal phase half-life (T12), 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 effect 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
92.3 kg (71.7 £ 8.8).

0. Efficacy results

Plasma vigabatrin levels reached steady state on day 2. The Tmax 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 (see table below). Dose-referenced steady-state
AUCo-12 and Cuux 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 Tix2 of both enantiomers, suggesting that they may be due to differences in
absorption or distribution.
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Pharmacokinetic parameters of repeated doses of vigabatrin (tablets) in healthy

subjects
Pharmacokinetic parameters (racemic or enantiomer)
Bosa Mean (standard deviation)
Cruax AUCo.1z CLr Thax Tia Recovery
N (pg'ml)  (pgh/ml) (L/h) (h) (h) in urine (%)

Measured as racemic

17.25 56.82 0.93

’)

0.5 ¢ BID (D1) % oy MA  gan N& NA

18.16 70.96 1.00 770 66.75
0.5 g BID (DS) 2 (236 (11.60) A e 0 (7.37)
2.0 g BID (D1)* U 7132 23112 NA {é'gf) NA NA

- 1.02 7.42 69.94

2.0 g BID (D5) 24 7476 284.68 LS v S o an
Measured as S form

5.74 2801 9.18 6.26
0.5 8 BID(D3) ) (20.8) gr T mia NA

3142 124.56 8.25 ! 7.15
2.0 ¢ BID (DS) 0 e (19.0) i s i
Measured as R form

9.63 35.56 7.25 6.49
0.5 g BID (D5) B a75 (207) gem Y gy Ha

_ 4202 149,85 6.83 : 8.05

2.0 BID (Ds) 10 179 a7.8) 455y M oy HA

*Cumax 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 (05 gramate.2:) gram BID).

Applicant (Marketing
Authorization Holder)
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3sit npo kniniune BuNpobyBanns

1. Hasea nixapcekoro 3acoby

(3a HasBHOCTI — HOMEp
peecTpauiiinoro
[TOCBITYECHHS!)

CABPUII®, rpanym ams opanseoro posuusy, o 500 mr

2. 3asBHUK

TOB «Canogi-Aserric Yxpaina», Yxpaina

3. BupoOuuk

ITATEOH ®PAHLIA

4. Iposeneni nocmimkenns:

TaK 0 Hi

AKIIO Hi, 0OTPyHTYBaTH

1) tun mixapeekoro 3acofy,
32 SIKMM TpoBOAHiacs abo
MIAHYETHCA PEECTPALIS

Jlikapebkuii 3aci6 3a nosuuM Jocke (aBTOHOMHE AOChE), iHmmil mikapcekmit 3acif,
HOBa A1109a PEYOBHHA

I

5. IloBna HazBa KIIHIYHOrO

CreuiamizoBane 10CIIKEHHA 3 BUBYEHHS (papMaKOKIHETHIH T4 NPONOPUIHHOCTI D031

sUNpODYBAHHA,  KOAOBaHMii|[cHAHTIOMEpiB BirabaTpuuy micas 103 0,5ta 2,0 r, wo 3acTocoByBamucs koxHi 12
HOMED KJIIHIYHOTO||FOAMH MPOTAroM 5 aHiB (MpoTokon 71754-1-C-015).
BUITPOOYBaHHN
6. Paza KJIIHIYHOrO
Dasa I
BHIIPOOyBaHHA
7. Tlepion  mposeaenns| 3 08 mucromana 1989 POKy

KITIHIYHOrO BHIPOGYBaHHs

Io 30 suctonaza 1989 poky

8. Kpainn, ne mposoammocs
KTiHIYHC BUNPOOyBaHHs:

Anrmis

9. KinpKicTe 10CaimKyBaHX

3ammanoBana: 24 cy6 exTu
Dakruyna: 24 cy6'exTu

10. Mera ta Bropunui nini
KJIIHIYHOTO BHNIPOGYBanHS

Ouinurn  dapmakokineTnky Ta mpomopuiiinicts mo3i Birabarpuny (panemiuna
CHONMyKa) Ta CHAaHTiOMeEpIB BirabaTpuHy Npu 3acTocyBaHHi BaraTopasoBux 103.

3aCTOCYBAHHS, CHIIA il

11, Huzaitn  wniniusoro|| Biakpure, pamaomizosane, sbanancosane, 3 nBOMA mnepiogamu, mepexpecHe

BUIIPOOYBAHHS JOCIIKCHHS 3 OAHOTHKHEBUM NCPIOZIOM BUMHBAHHS MK TIKYBAHHSIMHU.

] . . . a . - . o
? OcHosHi —— 310pogi yonoBiku-106poBoasLi BikoM Bix 18 10 55 POKiB (BKIFOYHO), 63 mKixIHBoi
. PHTePH g ascun HANiHH, i3 Macow Tina B Mexax 15 % six izeanenoi macu Tima. ITiznucanms

BIKJIFOYCHHSA - s

dopmu iHopMoBaHOT 3roau.
; .|| Birabarpun 500 mr tabnaertku.

13. Hocmimxysannit
: . : .|| Ilepopansre 3actocysanns (aaTine).

MKapceKkuit  3acid, cmoci6

Jlikysanns A: 0,5 r (oxua Tabnetka) 18a pasu Ha 206y nporaroM 5 oHIB (9 no3).
Jlikysanns B: 2,0 r (votupn taGnerkn) asa pasu va 106y npotsrom 5 auis (9 no3).

14. Tlpemapar mnopisuanHg,
103a, cmocid 3acTtocyBaHHH,
cuna ail

He 3acTocosno

15. Cymytas Tepanis

Cy0’extH OTpHMYBATM TINBKH TAJdbKH 323HAYCHI y OpoTokosai mpenapatd. Iumni
PELENTYPHI Ta HEPELENTYpPHI NpemapaT# He NO3BOJALTHCS y AHL DOCITIKCHHA Ta
HPOTSrOM MEPioay BUMUBAHHSA MK TIKYBAHHAMH,
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" Bripoosik A0CIIUKCHHS KOCH YIACHUK HE OTPHMYBAB CYOYTHBOTO JIKYBAHHS.

DapMakoKiHETHIHI 1OKA3HUKH BirabaTpaHy (pauemiunoro) Ta eHaHTiOMEpiB
BiraGaTpuHy: naomwa nia KpHBOKO KOHUCHTpauis B maa3smi kposi-uac (AUC),
MaKkCHUMAJIbHA KOHUCHTpamist ¥ 1maa3Mi kpoBi (Cimay), 9aC AOCSTHEHHS MAKCHMAIBHOI
KOHUEHTPauii B mmasmi kposi (Tmax), Mepioa HamiBBHBeneHHS y TepMmiHambHiit (asi
(T12), nupkosuit kaiperc (Clr), % npenapary, mo BUAIISETHCA i3 ceuero (BimHOBICHHS
y ceui).

16. Kpurepii OLIIHKH]
edekTHBHOCTI

L7, Kpurepii OLIIHKH
Desznexu

Yci noGiuui sBUIA PEECTPYBATHCS 3 OMHCOM, JATOO NMOYaTKy, AATOK PO3PILICHHS
ABHILA, THOKKICTIO, BKHTHMH 3aXOJAMH, OLIHKOK 3B'3Ky 13 3aCTOCYBaHHSM
npenapary Ta Haciuiakom. Cepiiosni moGiuni sBHINA MOBMEHI Gyim mOBiZOMIATHCSH
MOHITOPY Heraiso.

18. CratucTugni meroaun

Has tectysamns mpomopuiiiHocTi 203i mami komuenTpauil B riazmi KpOBi, yci
sHaucHHs AUC, Cumex Ta Cuin rpymu gosysamms nmo 2 r Gymm HOPMaJI30BaHI X0
aozyeanss no 0,5 r.

Jns yeix HOpMATi30BaHNX BiANOBIAHUM FHHOM (APMAKOKIHETHYHHX MOKAZHIKIB Oys
BUKOPHCTaHHH aucnepeiiinuii ananis (ANOVA) nas pannomizosasoro, 2-nepioanoro,
TICPEXPECHOro An3aiity, o0 BUBUMTH CHEKTH NOCAII0BHOCTI, nepiony Ta JO3YBaHHSL.

Edext mocmigoBHoCTI ouiHIOBATH 33 TOMOMOTOK MIHJIHMBOCTI Misk cyO'ekTaMu s
dopmysanms  Bignosizmoro F-kpurepiio. Edextn A03yBaHHA Ta mepiogy Oynu
MEPEBIPEHI 3 BUKOPHCTARHAM AHCHEpCii 3anmmKosoi momumn, Cymu KBAaZpaTiB THIy
III 6ynn BuxopHCTaHi /IS KOpUTYBaHHA Gyab-IKUX BIACYTHIX nauux. Pesynbtatw 3
p = 0,05 BBaxkanu CTATHCTHYHO 3HAYYIHMY.

Bukopucrosyroun mozy 0,5 rpama sk etamoH i pesynmetatt ANOVA, ouinere
CIIBBIAHOMICHHS AL KOKHOTO (hapMaKOKIHETHYHOrO mapameTpa Oyno otpumaHo 3a
AOMOMOrO0  KOPUTOBAHOIO (32 MCTOAOM HAHMCHIUMX KBAaapaTiB) CCPEOHBOrO
TECTOBOTO 3HAYCHHS, MOJITCHOrO HA KOPHIOBAHE CTANOHHE CEPEJAHE 3HAYCHHS Ta
BUPAXCHOr0 y BiAcoTKax. Binnosiguuii 90 % /I ans cnissigsomenss 6y10 OTPUMAHO
390 % JII anst pisHuLi KOPHTOBAHKX CEPEAHIX 3HAUCHD, BHPAKEHOT ¥ BIACOTKaX.

19. Hemorpadiumi
MOKA3HHKM  JOCILDKYBAHOT
nonyaauii (craTe, Bik, paca,
peliite)}

24 yonosiku BikoMm Bix 18 go 52 pokis (25,8 + 8.2) Ta 3 macoro Ttina Bim 60,3 xo
92,3 xr (71,7 + 8,8).

20
e(hexTHBHOCTI

Pesynbraru

Pieni BirabaTpuny B mmasmi KpoBI ZOCATIIH PIBHOBAIKHOTO CTaHy Ha Ac¢Hb 2. Y
pisHOBaxkHOMY cTaHi Tmax paueminoi cronyku ctamosus Bix 0,9 mo 1,1 roausu Ta
Tiz - Bia 7,4 20 7,7 ron. OGumBa MOKA3HMKM JEMOHCTPYIOTH NOAIOHI 3HAUCHHS
HE3AIEKHO B1A 2030 (auB. Tabmumio Hikye). Kopurosani 3a 103000 AUC0-12 T2 Cunax y
PIBHOBLKHOMY CTaHi JCMOHCTpYBamM mONiGHI  BeudmHW, NiATBEPAKYIOTH
IPOMOPUIAHICTb 10 A03M eKcno3uuii y ni1a3mi Kposi mpu 3acTocyBaHHi OararopasoBux
no3 sirabaTpuHy. 3HaueHHS IMIBHAKOCTI BHBEACHHH i3 CCUCH) CTAHOBIUTH 66,75%
(0,5r) Ta 69,94% (2,0 r), neMOHCTPYrOUM MOXIOHI BENHYMHM HE3ANEHKHO Bix TIO3H.
Koedinient naxonuuenns cranosus sin 1,47 10 1.53 Ha ocHoBi BeTHumnH MiHIMATbHOT
KOHIeHTpauii y niasmi kposi ta sia 1,23 1o 1,25 na ocrosi AUCo.12 (zeHs 5/ncHb 1)
OYEBHAHA AKYMYISLIs HE CHOCTEpiranacs.

Y piBHOBakHOMY cTaHi kiipenc R-emamriomepy (HeakTHBHA tdopma) Gys amemo
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HIDKMHM, HUK y S-cHaHTiomepy (axTiBHA (OpMa), TOZi SK KOHUEHTpAUis y mriasMi
kposi R-crantiomepy sammmanace npubausso y 1,25 pasa Buumiorw, Hixk S-izomepy. Lli
BiAMiHHOCTI Mk S Ta R Gopmamu Gyan moxi6aumu i mozo Ty 06ox CHAHTIOMEPIB,
110, IMOBIPHO, 3yMOBJIEHO BiAMIHHOCTSMH Y BCMOKTYBAHHI Ta pozmozimi.

PapmakokiHeTHUH] TOKA3HAKY NpH 6araTopa3oBHX K03aX Birabatpuny (rabnerku) y
3I0POBHX CY0 EKTIB
DapMakoKIHCTHTHI HOKAIHMKH (PaneMiuHa croyKa abo CHAHTIOMEp)

Hoing Cepenie 3uauenns (cranzaprie BiAXICHHsT)
Cuuax AlUCo. 2 CLr Tinax Tz Binnosnenms
N (mkr/sn)  (Mxrrogwi)  (wrom) (ron) (rox) y ceui (%)

Panemiuna conyxa

17,25 56,82 0.93

0,512 p/uoby (mens 1) 24 2.73) (6.42) H/3 0.37) H3 H/3
OSr2pmlyGemd) U ore (i BE 4 as9 oo
éﬂ;ﬂﬁi""ﬁy 24 7132 231,12 H/3 (('}:gf} H/3 H3
?52;25‘)’?053’ 24 7476 284,68 H/3 (éﬁg) (g:‘;g) ?89,;;93
S- enauTiomep

0,512 p/noby (nems 5) 10 (? ’57;) (22%‘?) “9:},?} /3 (gf;'g) H/3
2,0 r 2 p/noGy (uenn 5) 10 :[1,;4;;2) 153(5})6 (i:ég) H/3 (?3{2) H/3
R- enanTiomep

0,512 p/noby (aews 5) 10 5'76;) (32505,3 Jég) H/3 (gig ) 3
2,072 p/woby (zers 5) 10 5’127’?22) 1(]‘33)5 (ffg) H/3 (‘f'z"j, H/3

*Cinax T2 AUCo.12 — nipejicTarneni HOpMaIi30BaHi BETHIHHM,
H/3 - ne 3actocoBHO.

21. Pesynpratu Oe3nexu

Bararopa3sosi ao3u sirabarpuny 0,5 Ta 2,0 r 106pe mepeHocHIHCs y uiit momymswii
cyb’exris. Vei Braroueni 1o naHoro nocaimkeHHs cy6’ekTu sasepumanu nepioau
miKyBaHH4 BiraGarpurom. He criocrepiranocs kiHiuso 3HAYYIAX 3MiH y pe3ysbTaTtax
3araibHOro aHani3y Kposi, GioximiuHoro anamisy Kposi Ta aHAmi3y ceui, NOB I3aHMUX i3
3acTocyBaHHsM Birabarpuny. Haliwactinre mosizommoBaHuMu moGiuHMME SBUIAME
Oyma romosmmit  Gims (41,7 %), migsumena BrommoBamicts (41,7 %) Ta
nepeAHenpuTomMunii cran (250 %).

P RO

22. BHCHOBOK (3aKIHOUCHH:)

Birabarpun Ta e TiOMEPHBi aﬁgnpnny AEMOHCTPYIOTh JiHilHY (QapmakokiHeTHKY

3assauk (Bracuk
peecTpauiiinoro
MOCBIAUEHH)

y miamasosi aocn ux 103 (8b0).5 r mo 2,0 r 2 pasu na 1o6y).
) ABEFTIC \% "
e

‘ MARY 3
¢ aHTidixaubunl o a
% B UKD A0 D

7
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Clinical Trial Report

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

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

2. Applicant

” Sanofi-Aventis Ukraine LLC, Ukraine

3. Manufacturer

PATHEON FRANCE

4. Trials conducted:

O

no

yes 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
single doses (protocol 71754-1-C-017).

6. Clinical trial phase

Phase I

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

Obijective Treatment Comparison
Bioequivalence  A: U.S. tablet (fasted) vs. B: Europcan tablet

(fasted)

A: U.S. tablet (fasted) vs. C: U.S. tablet (fed)

A: US. tablet (fasted) vs. D: Oral solution
(fasted)

Food Effect
Relative
Bioavailability

11. 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

. 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(s.
F), Cmax, Tmax, T1/2, renal clearance (CLr), % drug excreted in the
urine, oral clearance (CLy,), 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, Ciax, 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 IIT 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 Resulls:

Bioeguivalence (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 ug-hr/mL, respectively, and the mean
+ SD Crax was 31.2 £6.2 pg/mL and 33.2 + 9.2 pg/mL, respectively.
Mean + SD Tmax was 1.00 £ 0.29 hrs and 0.98 + 0.28 hrs, respectively.
For both AUC and Cumax the 90% CI was within the 80-120% range.

The mean + SD terminal phase ti,2 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 ty; 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, Cumax and Timax 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, Cpnax was reduced
by 33% and Tmax was prolonged by 113% in the fed treatment.

The mean + SD terminal phase ti2 (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 t1» for
absorption was 50 minutes, the lag time for absorption was 45 minutes,
and the mean distribution t2 was 70 minutes when vigabatrin was
administered to fed subjects.

Relative Bioavailability (Treatment A vs D):

The AUC, Cmax, and Twax for the vigabatrin solution were 120.9 +
15.9 pg-hr/mL, 33.9 + 5.8 pg/mL, and 0.61 = 0.25 hrs, respectively.
Using the 90% CI approach, the AUC and Cnax for the U.S. tablet and
oral solution (reference) showed no difference; whereas, the Tmax 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 t1,2 was two times faster
relative to the tablets with a value of approximately 5 minutes and the
distribution ti/2 (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 dict on the pharmacokinetics of UC (US) tablets were
delayed absorption and elimination, and a decrease in Cpmax (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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3BiT npo xainiuHe BUNpPOGyBaHHS

1. Hasea nixapcekoro 3acoby (3a
HASBHOCTI - HOMEP peecTpauiiinoro
[MOCBIIUEHHS)

CABPUJI®, rpanyan 11s opaasHOro posuuny, no 500 mr

2. 3asBHUK

TOB «Canooi-Asenric Ykpaina», Yxpaina

LS. BupoGuauk

ITATEOH ®PAHIIIA

4. IlpoBeacHI ZOCTIGKCHHS:

TaK O Hi

AKIO Hi, 06rpyHTYBaTH

1) Tan nikapebkoro 3acody, 3a aKHM

Jikapcekwii 3aci6 2a moBHMM gocke (aBTOHOMHE noChe), IHMIMI

BHNPOOYBAHHS, KOJOBAHHII HOMEp
KITIHIYHOIO BUNpOOYyBaHHA

nposommiacs  abo  mmaHyerscs|| SN .
§ mp:apcx:mm 33016, HOBa OJ1HO4Ya pe'{onnﬁa
peecTparis
5. Ilossa wasea kminiwmoro| Creuiamizosane IOC/IiJPKCHHS 3 BHBYCHHA BIAHOCHOT

GlogocTynHoeTi T BIUTHBY ki Ha GiomocTymHicTs BiraGaTpury micis
onHopaszoBux 103 1,0 rpam (nporokon 71754-1-C-017).

6. @a3a KIIHIYHOro BUMPOOYBaHHS

®azal

7. Tlepion mpoBeseHHS KIIHIMHOTO
BUIIPOOYBAHHS

Hara BrnroueHus nepuioro cy6’exra: 20 kBiths 1990 poky
Hara 3aBepmiennst JOCTIKEHHS OCTaHHIM Cy6 exTomM: 12 TpaBHS
1990 poxy

8.  Kpaimu, me muposoaunocs
KJIiHIYHE BUNPOOYBaHHS

Anrnis

9. KinbkicTs qoCaiiKyBanux

3annanosana: 24 ¢y6 ekt
Daxtugna: 24 cyd ektu

10. Mcra Ta BrOpuHHI mimi

KIIHIYHOro BUIIpoOyBaHHS

Ouinntn 6iockBiBaneHTHICTS Birabarpuny, Tabnerku 6e3 060M0HKH
(Burotosneni B CIIA Ta €spori), BBy npuiioMy iki 3 BHCOKMM
BMICTOM XHPIB Ha GiogocTynHicTs Birabarpury v dopmi TabneTok ta
BH3HAYHTH BIAHOCHY GlopocTynmicTs Tabuerok BiraGarpuny.

Hine

BioexsiBanenTHicTs

IopipHsaHHEs NiKyBaHB
A: rabmetkm (CIIA) (matme) nporm B:
tabmerkn (€Bpona) (Hatme)

Bruus ki A: tabnerku (CIIA) (natme) nporu C:
tabmerkn (CIIA) (micas ki)

Bignocha A: rabmerknm (CHIA) (marme) nporm D:

010Z0CTYNHICTD Po3sunn opansuuii (HaTme)

I1. Hu3zaiin KJIIHIYHOTO

BUTIPOOYBaHHS

Hane nocnimkeHHA NPOBOAMIOCA AK BiAKpHTE, paHIOMI30BaHE,
30a7aHCOBaNE, 3 TOTHPMA HEPIOAAMHM, TIEPEXPECHE MOCHTIKCHHS 3
OHOTHKHEBAM NCPIOAOM BHMHBAHHS Mik TiKyBaHHsMH. J[BagusTu
HOTHPBOM CYG’€KTaM paHAOMI30BaHO OyI0 NPH3HAYCHO ONHY 3
HOTHPBOX TOCIAOBHOCTEH JikyBanHs. BiraGarpun sactocoBysascs
HACTYITHUM YHHOM:
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Jlixysauns A: 2 tabaerkn no 500 mr (CIIIA) natme
Jlixysauus B: 2 Tabnerkn no 500 mr (€spona) HaTime
Jlixysarna C: 2 ta6nerxn no 500 mr (CILIA) mics Txi
Jlikysauus D: 10 st posunny opansroro (100 mr/wi) Hatie

12. OcHoBHI kpuTepii BRIIOUSHHS

1. 3n0posi wonosiku Bikom Bix 18 g0 55 pokis BKIHOUEHO.
2. Maca Tina B mexax 15 % sig incansHoi Macu Tina.

3. be3 WKiAAUBOT 3BHYKH MATIHHS,

4. Ilinnucanus dopmu indopmosaroi 3roau.

13, JlocnupkyBauuii  mikapcekmii
3acib, cmoci® sacrocysaHHs, cuma
il

Birabarpuun

- Tabnetkn 6e3 oGomonku (CIUIA) mo 500 mr:

- Tabactku Oe3 o6onouku (Espona) no 500 mr;
- posuud (€spona). 100 Mr/m.

ITepopasbHe 3aCTOCYBAHHS OIHOPA30BOI J03H.
Hoza: 1.0r.

14. Ipenapar mnopiBHsHHS, g03a,
croci0 3acToCyBaHHA, CHIIA il

He 3acrocosHo.

15. Cynytus Tepanis

CynyTtns Tepamis He 103BOMSIACK MiA YAC LBOrO AOCTLDKCHHS (y
AHI JTKYBAHHA Ta IPOTATOM NEPIOIB BUMHBAHH).

16. Kpurepii ouinku eexrusHoCTI

DapMakOKiHCTHYHI NOKA3HHUKH B IIA3Mi KPOBI T4 CCui BKIIKOYAIH:
AUC(o-nve), Cmax, Trmax, T1/2, nuprosmit wripenc (CLr), % npernapary,
WO BUAUTAETBCS i3 ceuero, opambHMil kmipenc (CLpo) Ta BummMuii
06’ eM posnoainy (V).

17. Kpurepii owinku 6e3nexn

Ye¢i mobivni sBUIMA PEECTPYBATHMCA 3 OMHCOM, AATOIO TIOYATKY,
AAQTOK PO3PINICHHA ABHINA, TSUKKICTIO, BHTHMHE 3aX01AMH, OLIHKOKO
3B°A3Ky i3 3ACTOCYBAHHSM NPENApaTy Ta HACTIAKOM. Cepitosni
1100iuHi ABMILA NOBUMHHI 6y HOBIXOMIATHCST MOHITOPY HEraiHo.

Hios AUC, Cmax, Tmax, tr 2, HHpKOBOrO KiipeHCY Ta BiACOTKa
BIIHOBIICHHS NPCHAPAaTy B CEYi BUKOPHCTOBYBABCS AMCTIEPCIHHMIA

18. CratucTryni MeToau

anamis (ANOVA) ans panmomizoBaHoro, 3 woTmpma nepiogamMu,
NCPEXPECHOr0 AM3aiiHy, 100 ouinuTH edexkTH nocHiZoBHOCTI,
NCPIOAY Ta MIKYBAHHS.

Edexr nocninosHocTi OiHIOBANM 3 BUKOPHCTAHHAM MiHIHBOCTI
cyO'ekta nan Qopmysamns Bimmosinsoro F-xputepio. Edexrtu
Nepiofy Ta KOHTPACTH Jikysanus Gymn mepesipeni (Q = 0,05) 3
BHKOPHCTAHHSM JUCHEPCiiiHOro unena 3amumxoBoi nomuiku. Cymu
kBaapatis Tuny [l Gynu BukOpHCTaHi AN KOPUTYBaHHS Oyab-TKHX
BiJICYTHIX JaHHX.

19.  Jlemorpadiuni  nmOKasHHKH
nocnimkyBaHol nonymauii  (crars,
BIK, paca, TOWO)

24 310poBi cy6’ekTH:

- JOMOBIiKH —24;

- paca: eBponeoigHa — 23, MOHroa0iAHa — ]

- BiK: 26,4 + 9,9 poky (aianazon: 18—49 pokis).
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20. PesynpTaTi eheKTHBHOCTI

Dapmaroxinemuuni pesyiemamu;

bioexsieanenmuicme (nikysanus A npomu B):

Cepeane 3nauenns = CB AUC mus Tabierok (CIIA Ta €spomna)
craHoBuno 127.1 + 18,3 mkr-rog/mn i 129,0 + 19,0 MKT-FOfI/MII,
BIANOBiAHO, Ta cepeane 3HA4EHHS + CB Copax — 31,2 + 6,2 Mxr/Ma 1
33,2 £ 9.2 mkr/mn, BiamoeimHo. Cepenne 3naucHHS = CB Toax
cranouito 1,00 + 0,29 rox i 0,98 + 0,28 roa signosiazo. Jus o6ox
nokasuukis, AUC 1a Crax, 90 % J1I 3naxoansca B Mexax AlanasoHy
80-120 %.

Cepeane 3naucuns + CB nepiony HamiBBHBENCHHS B TepMiHAIBHII
asi s Tabnerox (CILIA Ta €spona) crarosuwio 7,15 + 1,15 rox i
7,05 £ 1,17 roa BigmoBiaHO, HUPKOBOro kaipeacy — 95,0 +
282 ma/xs 1 92,2 £ 20,5 ma/xB BiAnmOBiZHO Ta BimcoTKA MO3M, o
BUUTAETBCA 13 CEUEI0 y BUIUILAI Birabarpuny, — 69,8 + 20,4 i 69,1 +
12,5 signosinHo. Cepemne 3nadeHHs t1n as BCMOKTYBaHHA Ta
posnoainy craHoBuao 12 xeumwH i 45 XBHJIMH, BiANOBIZHO, I8
Tabnerok (CIIA ta €spona).

Bnaue toici (rikyeanns A npomu C):

DapMaKOKIHETHUH] TOKA3HMKH JKYBAHHS B pa3i 3aCTOCYBAHH:
micns DKl € TAKHMH 3K, SK ONHCAHI AIA 3aCTOCYBAHHA TabmeTok
(CHIA) warme. AUC, Cmax Ta Tmax s JiKyBaHHA B pasi
3aCTOCYBaHHs nicis bii cranosunu 116,6 + 14 8 MKr-rom/min, 20,9 +
6,7 mxr/mn ta 2,14 + 1,02 roa signosinno. 90 % I mns JiKYBaHHS B
pasi 3acTOCYBaHHs ICHs TKi Ta HATIIE NEMOHCTPYE BIJICYTHICTE
BigminaocTi y AUC; toai sk Cmax 6yi1a 3HmKkeHa Ha 33 % T2 Tonax OyB
nogosxeHuii 10 113 % qms mikyBauus HaTme.

Cepeane snauenns + CB nepioay HamiBBUBeeHHS y TepMiHANbHIi
thasi y rpyni mixysasms nics Bxi (9,15 + 4,63 rox) 6ys nonosxeHuit
NOPIBHSHO 3 Tpynoo mikysanus Harme (7,15 + 1,15 rox). Oamax
HHUPKOBMH KJIIPEHC Ta BIiZCOTOK A03M, LIO BHALIAMACHE I3 ceUcIo, y
rpyni nikyBamms micas ki He BiApI3HAMMCH Bin Takux y rpymi
MiKyBaHHA HATmE. Y rpymi JiKyBaHHA TicAA DKi HHPKOBHIL KJIIpeHe
Ta BIACOTOK [O3M, IO BHALILIACH i3 CEYCH), CTAHOBWIH 99,9 +
263ma/xB Ta 68,2 + 17,1 signosigHO. Cepenniit  t1p nmns
BCMOKTYBAaHHS CTaHOBHB 50 XBHIMH, pisHUUS y vdaci s
BECMOKTYBAHHJ CTAHOBMJA 45 XBHIMH Ta CCPedHiil tin po3momimy
cTaHOBHB 70 XBHIHMH KONH BiraGarpuH 3aCTOCOBYBABCH MICHA iKi.
Bionocna 6iodocmynnicme (vixysanns A npomu D):

AUC, Crmax 1 Tmax A%t posunny siraGatpumy cramosumu 1209 +
15,9 mxr-roa/ma, 33,9 + 5,8 mxr/ma i 0,61 + 0,25 roa BLANIOBIAHO.
Bukopucrosytoun niaxix 90 % JII, npoaeMorcTpoBana BigcyTHICTH
BinminaocTi B AUC i Crax Mik Tabnerkamu (CIIA) Ta posunnom
opansHuM (mikapcska dopma mopiBHaHHA); TOAI AK Twmax 6VB KemO
TIOZIOBMCHUM Uisl TaOJICTOK NOPIBHAHO 3 DPO3YHHOM OPATBHHM.
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Crisinnomenns AUC anst posuuny opanbHOro Ta Tabnerox, BKa3ye,
1o BigHOCHA GionocTymHiCTs TabneTok cTaHoBHTS hakTHaHO 100 %.

3nauenns tiz (7,07 £ 1,55 rom) Ta HEpKOBOroO kmipency (96,2 +
21,0 M2/XB) 171 PO3YMHY OPaNBHOTO HE BiAPISHAMMCS Bi TAKHX, 1O
cnocrepiramucs A tabnerok (CIIA).

21. Pesyaprati 6e3nexu

Ho6iuni asuya

* Bumazxis cmepreii Ta cepiiosaux noGiunmx ssum He Gyo.

* Tlo6iuni sBuma croocrepiranmes B 14 3 24 cy6extis. Mik
nikapcekumu Gopmamu He Gy10 BigMiHHOCTEH y wacTOTI MOGIYHMX
SBHIIL,

Hait6inbi wactumu no6iunmvu sBmmamu Gymu 3 Goky LICHTPAIBHOL
HCPBOBOI cHCTCMH, Taki sk romosmmii Gine. Tonosmmii Ginp Gys
PO3uIHEHHI Ak IMOBIPHO OB A3aHHIT i3 3ACTOCYBAHHAM Birabatpuny
B 10 Bunagkax y 6 cyG’exriB Ta cmoctepirascs mix wac yeix 4
NEPIOAIB OCTIDKEHHSA, OXOILIOI0YH Bei 4 nikysanus. [Hui sBuma,
iIMOBIPHO TOB’13aHi i3 3aCTOCYBAaHHAM BiraGaTpuHy, BKIIOYAIH iHLI
ABHIA 3 OOKY LCHTPAIbHOI HEPBOBOI CHCTEMH, SBUMINA 3 OOKy
TPaBHOI CHCTEMHM Ta OJWH BHNANOK CBepOeky T4 BHCHIIAHHA, IO
CIOCTEPIranucs TUILKH IMHCHs NEPIIOro 3aCTOCYBAHHS Birabarpuny.
Bei ui Bumaaxm Oynu Bixg 1€rkoro 0 MOMipHOTO CTYIEHS THKKOCTI.

Crnocrepiranacs BarycHa peakuis y 1 cy0’exra, sk Takke nobiune
sisrwe cunkone, Ony:xauns Gyno niaTeepameHe LIS BCIX noGiYHMX
SIBULLL.

He Gyno sunagkis npunuHeHHs 3aCTOCYBAaHHA IOCITIIKYBAHOTO
JiKyBaHHA Uepe3 nobiuni sBama.

EKI

Kninivso 3Ha4yIni BiAXHIEHHS HE CHOCTEpPITATHCA.

Jlabopamopni ananizu

Y pesyneTatax 3aradbHOro aHaiily Kposi, GioxiMiuHOro amamisy
KPOBI Ta AHAMI3y Cevi KIIHIYHO 3HAUYILMX 3MiH He 6yno.

22. BHCHOBOK (3aKII09eHHS)

BiockpisanerTricts Tabnerox 6e3 ofononxu (CIIA) ta Tabmetox
6e3 o6ononku (€spomna) Oyna niaTeepaxena.

Biogocrynnicts Tabmerox Ges oBonouku (CIIA) posuinena sk
noaibxa 10 Takol A po3UHHY.

Brme npuiiomy bxi Ha dapmakokietnxy Tabnmerox BirabaTpumy
6e3 oGononku (CILUIA) nposBIsBCs yNOBLIEHCHHM BCMOKTYBAHHAM i
BHBEICHHSM, & TAKOXK 3HMKEHHAM Cnax (Mpubmusno ua 33 %), ane He
cnocrepiranocs sBHOT Bigminxocti B AUC, mo Bkasye Ha Te, o
Birabatpun (TabneTku) MOKHA 3aCTOCOBYBATH SIK 10, TAK 1 Micis
npuiiomy ki, 3pobneHO BHCHOBOK NP0 BiACYTHICTH PisHHII B
TCPANCBTHYHOMY CCKTI HE3QIEHKHO BiJ TOrO, SIK 3aCTOCOBYETHCH
npenapar — a0 ado micas ki

Bunajkis cmepreidl Ta cepiiosHmx no6iuHuX sgBHI He Gyro.




000021

Haitbinpw wactumu Gynu noGiumi suma 3 Goky ueHTpambHOI
HEPBOBOI CHCTEMH (TONOBHHIT GL1b).

He 6yno sunmankiB mpunuHEHHS 3acTOCYBaHHA AOCIIZKYBAHOIO
JKyBaHHs Yepe3 noGivuni spuma.

3asBuuk (Bmacuk
peecTpauiitnoro
[IOCBIIUCHHS)
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