3BIT

Npo JOKJIiHIYHI JOCiIKEHHSA

1. Ha3Ba nikapcpkoro 3aco0y (3a
HAsSBHOCTI - HOMEP peecTpariiHoro
[IOCBIIYEHHS):

®inrenis, kancymu tBepai mo 0,5 Mr

(irromimos)

1) Tun nmikapceKoTo 3ac00y, 3a AKAM
poBoMIIacs abo IUIAHY€ETHCS
peecTparis

['enepuyHuii nTikapchbkuii 3acio

2) IpOBEJIEH] TOCTIKEHHS

tak O mi X SKIIO Hi, OOIpYHTYBATH

dinronimon, tBepai kancyiu, 0,5 mr, (AT «®apmaky,
VYkpaiHa: BTOpHHHE MaKyBaHHsSA, KOHTPOJIb SKOCTi, BUMYCK
cepii 3 mpoaykuii in bulk ¢ipMu-BHpoOHHKa: PapmareH
Inrepremnn CA, I'penis (BUpOOHHIITBO, KOHTPOJIb SAKOCTI,
NEpBHHHE Ta BTOPHHHE MaKyBaHHS, BHIYCK cepii) abo
@®apmaren CA, I'penis (KOHTpONb SKOCTi, IEPBHHHE Ta
BTOPHHHE IIaKyBaHHs], BHIYCK cepii)) € TeHEepHYHHM
MKapchKHM 3aco00oM 10 pedepeHTHOro mpemapary
Tinenis®, tBepai kamcymu, 0,5 mr, Homapric ®apma
[IIreiin AT, IIBeitnapis.

Bigmosizmao mo crarri 10.1 Jlupektusu 2001/83 €C (3
BHeCEHUMH monpaekamu) Ta Haxazy MO3 Vkpaiuu Bin
23.07.2015 p. Ne460 (niroya penaxiiisi) Bi 3asBHHKA HE
BUMAraeThbCs IPOBEJEHHS BIACHHUX TOKCHKOJOTIUHHX Ta
(apmakonoriyeuX BHIIPoOyBaHb, a HANAIOTHCS Pe3yIbTaTH
JNOKTIHIYHUX NOCTIDKEHb pedepeHTHOro mpemapary, ski
BUKJIAIEH] Y BiINOBITHAX PO3ALTaX PEECTPALifHOrO H0ChE

2. ®apmakooris:

JIOKJTiHIYHI TOCHI/DKEHHS HE IIPOBOIMIIHCEH

1) nepBuHHA (hapMaKoAHHAMIKA

JIOKJTiHIYHI JOCTIKEHHS HE IIPOBOAMITHCE

2) BTOpHHHA apMaKogHHaMiKa

JIOKIiHIYHI TOCHIKEHHS HE TPOBOIHINCH

3) dapmakornoris 6e3nexu

JloKTiHIYHI JOCTIIKEHHS He TPOBOIMIIHCE

4) dpapmakogHHAMIYHI B3a€MO/IiT

JIOKJIiHIYHI TOCTiKEHHST HE IPOBOIMIIHCE

3. ®apMakOKiHETHKA:

1) aHaNiTHYHI METOJIMKH T4 3BITH
oqo 1X Baiaarii

JIOKTiHIYHI JOCTIIKEHHS He TPOBOAMITHCE

2) BCMOKTYBaHHS

JIOKITiHIYHI JOCIIKEHHS He IPOBOIHIIACEH

3) posmoain

JIOKJTIHIYHI JOCTIIKEHHS HE TPOBOIHIHCE




4) meTabomizm

JIOKITiHIYHI TOCTIDKEHHS HE TIPOBOIHIINCH

5) BUBeIECHHS

JIOKTiHIYHI JOCITIIKEHHS HE ITPOBOIMINCH

6) bapMaKOKIHETHIHI B3aEMOJIi1
(moxTiHiYHI)

JloKTiHIYHI TOCIIUKEHHS HE IIPOBOIMIHCH

7) inmi papMakoKiHeTHYHI
IMOCTiIDKEeHHS

JIOKiHIYHI TOCTKEHHS HE IPOBOIHIIHCH

4. TokcukoJoris:

1) TokcHuHICT ¥ pasi
0JTHOPa30BOT'0 BBEJCHHSA

JIoKTiHIYHI JOCTi)KEHHS He IPOBOIHIIHCE

2) TOKCHYHICT y pa3i MOBTOPHHX
BBEICHB

JloKTiHIYHI JOCTIKEHHS HE TIPOBO/IHIIHCE

3) reHOTOKCHYHICTh:
in vitro

in vivo (BKJIFOYArOYH JTOJATKOBY
OLIHKY 3 TOKCHKOKIHETHKH)

JIOKITiHIYHI JIOCIIJDKEHHS HE IIPOBO/IHIINCE

4) KaHIIEpOTeHHICTh:

ITOBIOCTPOKOBI JOCTIiXKEHHS

KOPOTKOCTPOKORBI JTOCIiDKEHHS
abo 0CITIDKEHHS CepeIHbOl
TPHBATIOCTI

,E[O;[aTKOBi ,E[OCJ'Ii)I}KCHHH

JIOKITiHIYHI JOC/II/PKEHHS He TIPOBOIMIINCE

5) penpoAyKTHBHA TOKCHYHICTE Ta
TOKCHYHUH BIUIMB HA PO3BUTOK
TIOTOMCTRBA:

BIUIMB Ha ()ePTHIBLHICTE 1 paHHIN
eMOpiOHAIBLHHIA PO3BUTOK

eMOpIOTOKCHYHICTB

TpeHaTallbHa 1 MOCTHATAIbHA
TOKCHYHICTH

TOCITI/KEHHS, IIPU SIKUX TIperapar
YBOJUTECS TIOTOMCTBY
(HECTATCBO3PLIMM TBAPUHAM)

JIOKIIiHIYHI TOCTiPKEHHS HE TPOBOIMIHCE




Ta/a00 OIIHIOETHCA BiIATICHA Tis

6) MicIieBa NEPEHOCHMICTD JloKITiHIYHI TOCITIDKEHHS HE TIPOBOIHIHCH
7) MOAATKOBI HOCIIiHKEHHA JTOKJIIHIYHI JOCIIIDKEHHS HE IIPOBOIHIINC
TOKCHYHOCTI:

AHTUTEHHICTH (YTBOPEHHS aHTHTLI)

IMyHOTOKCHYHICTh

TOCITIKEHHS MeXaHi3MiB mil

TiKapchKa 3a1eXHICTh

TOKCHYHICTH META00JIITIB

TOKCHYHICTE JOMIIIIOK

iHITIEe

. JIOKITiHIYHI TOCITIIKEHHS HE TPOBOIHIHCE
5. BHCHOBKH 11010 JOKIIHIYHOTO

BHBYCHHA
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3BIT

Npo KJIiHiYHe BUNIPOOYBaHHS

1. Ha3ga nikapcpkoro 3aco0y (3a
HasBHOCTI - HOMEP

dinrenis, kancymu Bepai o 0,5 mr

v " (®irromiMom)
peecTpaniifHoOro IOCBITICHHS)
2. 3asiBHUK AT «Papmak»
8, Bupoaus AT «®apmak», Ykpaina (BTOpHHHE [TaKyBaHHS, KOHTPOJIb

SIKOCTI, BUITYCK cepii 3 mpoaykii in bulk dipmu-BupoOHuKa:
®apmaren [arepuemnn CA, ['peuist (BUpOOHHITBO, KOHTPOJIB
AKOCTi, NEPBUHHE Ta BTOPHHHE NTAKyBaHHsI, BUIIyCK cepii) abo
®apmaren CA, I'peniis (KOHTPOJIb SKOCTI, IEPBUHHE Ta
BTOPHHHE IIAKyBaHHs, BUITYCK cepii))

4. [IpoBeneHi TOCTIHKCHHS:

TaK HI SKIIO Hi, 0OIPYHTYBaTH

1) Taun nikapcekoro 3aco0y, 3a
SIKMM TIPOBOTAIIACS 2060
TUTAHYETHCS PEECTPAITiS

['eHepuuHHMit TiKapChKHi 3acid

5. [ToBHa Ha3Ba KIHIYHOIO
BUIIPOOYBaHHS, KOJOBaHUH HOMEP
KJIIHIYHOTO BUIIPOOYBaHH:

PanyiomizoBane, BigkpuTe, 30ajlaHCOBaHE 3 JBOMAa CXEMaMH
MKyBaHHS 1 OJHHM IIE€PIOZAOM, 3 OIHOPA30BHM IIPHHOMOM
JKapchKOro 3aco0y, B HapajellbHUX TIpyHax JI0C/iHKEHHS
OioekBiBaJIeHTHOCTI TBepaux Karcyn ®inromimoxn, 0,5 Mr
BupoOHuka Pharmathen S. A., I'pemis, Ta TBepaux Kamcym
Gylenya®, (Fingolimod) 0,5 wmr, Bupo6uuka Novartis
Europharm Limited, BenmukoOpuranis, 3a y4acTio 310pOBHX
JTOOPOBOJIBIIB B YMOBaX HaTIIECEPIIE.

Ko xniniyHoro BunpoOysanus: 17-VIN-0139

6. ®a3za KIiHIYHOTO
BUNIPOOYBaHHA

HocmimkeHHs 610eKBiBaIEHTHOCTI

7. Ilepios mpoBeieHHS KIiHIYHOIO
BUIIPOOYBaHHA

309.07.2017 mo 13.08.2017

8. Kpaiuu, ne mpoBoaunocs
chniHque BUIIPOOYBaHHS

Tamia

0. KiUbKICTB JOCITIIHKYBaHUX

3aruiaHoBaHa: 48 00pOBOJIBIIB
¢axtryna: 48 noOpoBOIIBIIIB

10. MeTta Ta BrOpHHHI LTI
KJIIHIYHOTO BUIIPOOYBaHH;

OwiHUTH 1 TOPIBHATH BiZHOCHY OIOJOCTYMHICTE 1, £K
HaCII/IOK, 010eKBIBAIEHTHICTD JHKapChKOro 3aco0y
®inronimo, TBepai Karcyid, 0,5 mMr BupoOHuka Pharmathen
S. A., I'penis, Ta TBepaux Kancyn Gylenya ®, (Fingolimod) 0,5
MT, BHPOOHHKA Novartis Europharm Limited,
BemikoOpuTasis, y 310poBHX T0OPOBOJIBIIE B YMOBaX HATIIE.
Monitopuar HeOakaHWX SBHII 1 ONiHKAa Oe3mekH Ta




IIEPEHOCHMOCTI VISt Cy0'€KTIB JOCIIIJDKEHHS.

11. JIusaiin KIiHIIHOTO
BUIIPOOYBAHHA

OnHoleHTpoBe, paHnoMi3oBaHe, 30alaHcOBaHe, 3 JBOMa
cXeMaMH JIKyBaHHS 1 OJHUM MepioJioM, 3 OJHOPAa30BUM
npuioOMOM JIiKapchKoro 3acoly, AOCIIKEHHS B IapaebHuX
rpymnax.

12. OcHOBHI KpUTEpii BKIOYESHHS

L 3moposi Jo6poBosLi, BikoM Bij 18 Ta 10 45 pokis.

2. JIo6poBOJIBIII 3 MACOIO Tijla B MEXaxX HOPMH, 3TITHO 3
inmexcom Macu Ttina (IMT) > 18,5 ta < 30 KI/M2, BKITIOYHO, 3
MAacoIO Tijia OLIBIIOD, HIXK 45 KT.

3. Cy0'ekTH 3 rapHHM 3JI0pOB’AM, IO BH3HAYAETHCH 32
icropiero  xBopobu,  KiIiHIYHEM Ta  J1abopaTOpPHHMH
00CTeXXeHHAMH, SKi MTOBHHHI 3HAXOJMTHCH B MEXax KIIHIYHO
NPU/IATHUX €TATOHHHX Jiala30HiB.

4. Cy6'extu 3 omiakoro EKI" B 12 BifiBegeHHAX B MeXax
HOPMH.

¥ Cy0'ekTH, 110 MAIOTH KJTIHIYHO NPUAHATHHN pE3yIbTaT
penTreHorpadii.

6. Cy0’ekTH, IM0 MaloOTh HETaTHBHMM TECT IOJO0
BHSABJICHHS HAPKOTHYHHMX PEYOBHH B cedi (BKIHOYAKOUYH
amberaming, OapOiTyparn, OeH3o/ia3eminy, KaHaOiIHOIIH,
KOKaiH, OmiaTé Ta (eHIUKIIIIHH).

7 Cy0’exTH, 0 MAKOTh HETaTHBHI pe3yIbTaTH TECTy Ha
BMICT @JIKOTIOJIIO B MOBITPi, IO BUANXAETHCA.

8. Cy6’extr 3 QTc inTepanoM <440 Mcek [UIl YOJIOBIKIB
Ta <450 MceK IS KIHOK IPOTATOM CKPHHIHTY.

9. Cy0O’ext, sxi OyayTb HOTPUMYBaTHCh  BHMOT
NPOTOKONY, 1 HaJald THCBMOBY i1H(GOpPMOBaHY 3rojay Ha
y4acTh B JOCIIKEHHI.

10. CyO’exktn, siKki He MalHd 3BHUKH KypPHTH IIPOTAIOM
OCTaHHBOTO POKY.

11.  Jlns 9os0BiKiB:

o Cy0O'extn, ski OyayTh NPUTPUMYBAaTHCh BH3HAHHX
METOMIB KOHTpamenmii (moxBiiiHuA Oap’epHuil  MeTON)
MPOTATOM TPHBAJIOCTI BCBOTO JOCTIDKEHHSA, SK Oyzde
3a3HAYEHO JIOCTIIHHKOM(aMH), Taki SsK Ipe3epBaTuB 3i
CIIEPMIIHIOM, TIPE3E€pPBATHR 3 Aiadparmoro, abo yTpUMyBaTHCh
Bil CTaTeBHX CTOCYHKIB Ta He OYyTH [J0OHOpPaMH CIIEpMH
IPOTATOM IIOTO Yacy.

12.  Cy0’exrtH, *iHOY01 cTaTi, SKi MalOTh HETATUBHUH TECT
Ha BariTHICTh B cedi i B-hCG B KpoBi mmix 9ac CKpUHIHTY 1 B
JIeHB 3aCTOCYBaHHS JOCTIiKYBAHOTO JIIKAPCHKOTO 3ac00y.

13.  JIns cy0’ekTiB xKiHOYOI cTaTi:

e XKimku, sxi 3xarHi 0 HApPOKEHHS JITEH i
BHKOPHCTOBYIOTh ~ NPHHHATHUA  METOJ] KOHTPOJIO 34
HApOKYBaHICTIO MPOTATOM BCBOTO MOCTI/DKEHHS, sK Oyne
3a3HaYeHO MOCITITHHKOM(aMM): BHYTPIIIIHBOMATKOBY Clipallb
(HerOpMOHAJTBEHHI METOJ), BHKOPHCTOBYBATH IIOJBIHHMIA
Oap’epHuii MeTOH, HaNpHKIAL, [pe3epBaTUB+Iiadparma,
mpe3epBaTuB+crepMminuy abo miHa, abo yTpHMYBaTHCh Bij
CTaTeBUX CTOCYHKIB.

e TpuBaiicTh MeHONAy3H MoBUHHA OyTH OinbIine 1 poKy

e XipypriuHo cCTepwiIbHI JKIHKH  (mepeB's3yBaHHs
MaTKOBUX  TpyD, JBOCTOpOHHS  oBapioekToMis  abo
ricTepeKTOMis)




13. JocnimKyBaHHil TiKapChbKAN
3aci0, crmocib 3acTOCYBaHHSA, CHJIa
i

®irromimor®,
TBep/Ii Kancynu, BupoOHuITBa Pharmathen S. A., I'penis

itoui peyosunu.
1 karicyna npenapary MicTuThb: 0,5 Mr dinroaimMoy;

Karncynmu npuitmainu Becepeiuny, micns moxaiiMenine 10 rogun
TOJIOlyBaHHA Iiji 6€3MocepeHIM HaIIsI0M JOCITi JHUKA.

14. Tlpenapar nopiBHSHHA, /1034,
croci0® 3acToCcyBaHHS, CHIA il

PedepenTruit mikapcpkuii 3acih
Gylenya®, (Fingolimod), TBepai kamcyiu, 0,5 mr,
BupoOHuUITBa KoMnaHil «Novartis Europharm Limited, UK».

[ioui pevogunu:
1 xanicyna npenapaty mMictuth: 0,5 Mr dirronimMony;

Kancymu npuiimanu Bcepeuny, micis moxHaiiMernme 10 roqun
TOJIOJTyBaHHSA Mifl 6€3m0cepeIHIM HATIIA0M JOCITITHHKA.

15. CynyTHs Tepamis

[Tamientam, ski Opamu y4acTh B JOCHIDKEHHI, Oyno
3a00pOHEHO OTpUMYBaTH OyAb-AKl JIKapchbki 3aco0H, IO
BIIIYCKAIOTBCA 3a perentoM Jikaps abo Oe3penenTypHi
JTKapchKi 3aco0M, a TakoX BiTaMiHH Ta 3aco0H POCIIHHHOTO
HOXOKEHHS MpPOTATOM | MicsAls A0 MNOYaTKy IIPHHOMY
npenapary.

16. Kpurepii oninku
epeKTUBHOCTI

Ha ocHOBi BuMmiptoBaHb (iHrONMIMOAY B IUTa3Mi KpOBI
BH3HAYAJIH HACTYIHI (apMaKOKiHETHYHI ITapaMeTpH.

[lepBunni hapMakoKiHETHYHI TApAMETDH:
Cmax, AUCo—72n.

BropunHi dapMakoKiHETHYH] DapAMETPH:
AUC(—mnf, Tmax, AUC %Extrap obs, Azrat 12

17. Kputepii omiHKa Oe3meku

- Yacrorta HS / TIP i cepito3aux H / ITP.

- YacroTa BUNMAAKIB KJIIHIYHO 3HAYYIHX 3MiH JabopaTopHHX
MIOKA3HHUKIB.

- YacToTa BUNA/IKIB KITIHIYHO 3HAYYIIMX 3MiH JJAHHX
00'€KTHBHOTO OTJISITY

- YacToTa BHMAJIKIB KJIIHIYHO 3HAYYINUX 3MIH JAHHX
iHcTpyMeHTanbHOTO obcTexeHHs (EKI', )KuTTEBO BaXKIHBi

dyHKuii)

18. CrarucTuudi MeToqu

ANOVA (gucmepcifiHuit  aHami3), MeTox  HaWMEHIIHX
KBa/IpaTiB sl OCTI/HKYBAHOTO 1 pedepeHTHOro TiKapChKHUX
3aco0iB, MiXcy0’ekTHa BapiabelbHICTH 1 TOTYXHICTH OyIH
obpaxoBani mms Ln-tpancdopmoBanux ¢apMakoKiHETHUHHX
napaMeTpiB  Cmax T2  AUCo—7n. Jlns  HEpBHHHHX
(papMakoKiHETHYHHX napameTpiB Oynu obOpaxoBaHi
CIBBITHOIIEHHS TEOMETPHYHHX CEPEIHIX, pPO3pPaxOBaHHX
METOIOM Ha¥MEHMHUX KBajpaTiB sl JIOCHiKYBAHOTO i
pedepenTHOr0 IKapchbkUX 3aco0iB 1 JBa OIHOCTOPOHHIX
kpaTepis a1 90% nosipyoro iHTepBay

19. JlemorpadidHi moKa3HUKH
mocTiKYBaHOT momy il (cTaTs,
BIK, paca, TOIIO)

['pynu Oynu cTaTHCTHYHO HEBHpPa3Hi 3a BikoM — Bij 18 1o 42
POKIiB.

Cepea BKIIOYCHHX B KIHIYHE JOCHMKeHHA Oymo 48
YOJIOBIKIB a3iiicekoi pacu. I @iHrogiMomy He BHMAaraeTbes




KOPHUTYBAaHHS JI03M TIpenapary B 3ajleXHOCTI

BiJl €THIYHOIO

MOXOJDKCHHA.
. Pesrome IMapametp Cnis- Huxnn Bepxus Cv,
20 Pe3yanaTH e(l)CKTI/IBHOCTl pe3yabTaris BiHOWEH- MesKa Meka Y
GioexsiBa- HH reome-
JIEHTHOCTI TPHYHHX
cepeanix,
%
AUCo.72n 101.48 90.71 113.54 23.48
Conax 100.97 91.01 112.03 21.69
ChiBBiTHONIEHHS  TE€OMETPHYHHX  CEPEOHIX  OCHOBHHX

(papMakokiHETHYHHX TMapaMeTpiB Ui JOCIiIKYBAHOIO Ta
pedepenTHOoro nikapcekmx 3acobiB  ¢iHromimMoxy: Cmax —
91.01-112.03%, AUCor2  -90.71-113.54%  mpm  ix
IIepOpaTbHOMY 3aCTOCYBAaHHI HATINE BIAMOBIJAKOTH KPHUTEPIIO
OioexBiBasieHTHOCTI i1 Cmax Ta mua1 AUCo7n:  80,00-
125,00%.

CepenHi 3Ha4eHHs MOJATKOBHX KOHCTAHT (hapMaKOKiHETHKH
GiaromiMony mms mikapchkux 3acobiB dinromimon, 0,5 wr,
TBepal Kancymu (Bupobmumk: Pharmathen S.A., I'pemis) Ta
tBepaux karcyn Gylenya®, (Fingolimod) 0,5 mr, (BupoGHHK:
Novartis Europharm Limited, UK) Tako MarOTh CTaTHCTHYHO
CITIBCTaBHI 3HAYEHHS

21. PesynbsraTn 6e3nexu

L [Ipenapar ®inronmiMox®, 0,5 Mr, TBepAi Kamcym:
(Bupobruk: Pharmathen S. A. I'peuis) mo0pe mepeHoCHBCA
J0OPOBOMNBIISIMH.

Busasneni nobigHi peakuii, posiineni sk Hecepiosni. He Oyo
BHABJICHO 3HAYHUX BiJIMIHHOCTEH 3a OILIHKOIO IEPEHOCHMOCTI
B Ipynax.

2. B pmumamini Bupaxenocti cyO'€KTHBHHX CKapr 3a
OiNBIICTIO OIIHIOBAaHMX TIIOKA3HHKIB He OyJI0 3HAUYIIHX
BiIMIHHOCTEH MiJK IpyIaMu JOCIiKyBaHHX.

22. BHCHOBOK (3aKTIOYEHHS)

[pyHTyOuMCh Ha pesy/bTaTax aHamizy (apMaKOKiHeTHIHHX
napaMeTpiB  Cmax, AUCo-72n, AUCo—ing, Az, Tmax, t12,
OTPUMAaHMX B  JOCHMKEHHI  OioeKBiBaJ€HTHOCTI, Ta
BpaxoBYIOYH IIOPIBHSAHY IE€PEHOCHMICTh JIOCIIIKYBaHOIO
TKapchbKOro 3aco0y, MOXHA 3pOOMTH 3aK/IIOYEHHS, IO
JikapchkHi 3aci® ®@inromimon, 0,5 wMr, TBepAi Kamcyiu
(Bupobrux: Pharmathen S.A. I'pewis) € GioexBiBajeHTHHM
pedepenTHOMY Tikapcekomy 3acoby Gylenya®, (Fingolimod),
TBepai kamcymu, 0,5 mr, (BupoGumk: Novartis Europharm

3asBHUK (BIACHHK
peeCTpaIifHOTO TOCBIIYEHHS)

Limited, UK)
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