Jonmarox 29

no Iopsiaky mpoBenenns excrieprusu
PeecTpaliiiHuX Matepiasis Ha Tikapcski
3aC00H, 10 MONAIOTECS Ha ePIKABHY
peecTpaniio (mepepeectparito), a Takox
CKCIIEPTH3M MaTepialiB PO BHECEHHS
3MiH JI0 peecTpariiiHux Marepiaiis
IPOTSTOM JIii peecTpariifHoro
IIOCBITYEHHS

(myHkT 4 posnimy IV)

3BIT

NPo XOKJIiHIYHI JocaimKenHa

1. Hazga nikapcpkoro 3acoly (3a
HASBHOCTI - HOMEp peecTpariifHoro
[IOCBITYCHHS):

BEYIIPTHOJI,

TabIeTKH 3 MO (IKOBAHUM BUBLIBHEHHSIM,
no 150 mr

1) T nikaperskoro 3aco6y, 3a sxum
POBOJMIACS 200 IIAHYEThCS PeecTpallist

3asiBKa Ha TeHePHIHHEI JTiKapehKuii 3aci6

2) IpoBeleHi JoCTiKeH S

TaK HI _ SKIIO Hi, o6rpyHTyBaTH

2. ®apmakonoris:

Hi

Ilpenapar Bigmosinae Bu3HAYeHHIO TE€HEPHYHHUX
JIIKapChKUX 3acobiB BiAmmoBsigHo 510 crarri 10.1 (a)
(iii) [Mupexrueu 2001/83/EC i3  smimamm 1Tal
JIOIOBHEHHAMH, OCKIJIBKH BiH Mae Takuil camwuii
SIKICHUH Ta KiMBKiCHMI ckiam jirouoi PEYOBHHH Ta
TaKy caMy JKapeeky $opMy, mo i pedeperTHuit
[penapar, JOKJTiHIYH] JIOCII JDKEHHS HE
[IPOBOTHITHCA.

1) nepBuiHa apmaxoauHamixa

He 3actocoByerbes

2) BTOpHHHA hapMakoamHaMika

He 3acrocoByeTses

3) bapmakouoris Gesmexn

He 3actocoByerscs

4) dapmakoaunamiuni B3aemonii

He 3acrocoByeTnes

3. ®apmakokineTHKa:

1) anamiTHYHI MeTomUKY Ta 3BiTH oo ix
Basigarmii

Tax,
[locunarus Ha MV-133-06 (OcHOBHHI 3BiT T4
Jonarok-I) y lomatky Ne 16.4.2 OCTaTOYHOI'O 3BiTY

2) BCMOKTYBaHHS

He 3acTtocoByerhes

3) posmoin

He 3actocoByeThes

4) Metabomizm

He 3acrocoByerses

5) BUBeIeHHS

He 3acTocoByeTnes

6) papmakokinernuri B3aeMoyii
(moxmiHiuHi)

He 3actocoByernes

7) 1wt apmakokiseTHYH] oCTi KR S

He 3actocoByeThcs

4, Tokcukomoris:

1) ToxcuuHicTs y pasi 0JTHOPa30BOI0
BBEIICHHS

He 3acTocoByeTses

2) TokcHUHICTE ¥ pasi INOBTOPHHX BBEICHD

He 3actocoByeTses

3) FeHOTOKCHYHICTE:
in vitro

He 3actocoByeTnes




TOKCHKOKiHETHKH )

in vivo (BKII0OYaioyu JOJIATKOBY OIIHKY 3

He 3acTocoByeThes

4) KaHIIepOTeHHICTE:

He 3acrocoByeThes

ZIOBFOCTPOKOBI JIOCIIKEHHS

He 3acTocoByernes

KOPOTKOCTPOKOBI IOCIII IXKEHH S

a00 JOCIi/DKEHHS CepeTHbOl TPHBAIIOCTI

He 3acTtocoByeThes

JIOIATKOBI TOCII IKEHHS

He 3actocoByeTncs

TOKCHUYHUH BILIMB HA PO3BHTOK
IIOTOMCTBA.

5) PenpoyKTHBHA TOKCHYHICTE Ta

He 3acTocoByeThes

BIUIMB Ha (DEPTHIBHICTS i paHHiiH
eMOpioHaNBHMI PO3BHTOK

He 3acTocoByernes

eMOpIOTOKCHYHICTE

He 3acTocoByernes

[IpCHaTalIbHa i IIOCTHATAIbHA TOKCHYHICTD

He 3acTocoByeThes

st

JIOCIT/UKEHHS, IPH SIKAX Pemapar
YBOJMTECA IIOTOMCTBY (HECTATEBO3PITHM
TBapHHaM) Ta/abo OliHIOEThCS BiIIaTeHa

He 3acTocoByeThes

6) MicCIIeBa [TepeHOCHMICTE

He 3actocoByeThes

7) 10DATKOBI JOCHIIKEHHS TOKCHYHOCTI:

He 3acTocoByeThes

AHTHI€HHICTH (YTBOPEHHS aHTHTLI)

He 3actocoByernes

IMyHOTOKCHYHICTb

He 3acTocoByernes

IOCITi/DKEHHS MEeXaHi3MiB i1

He 3acrocoByerhes

JIIKapChKa 3aIeXKHICTh

He 3actocoByeTncs

TOKCHYIHICTh META00JIITIB

He 3actocoByeThes

TOKCHYHICTE JOMIIIOK

He 3acrocoByeTscs

1HIIIE

He 3acTocoByeThes

5. BHCHOBKHM 11010 JOKITIHIYHOTO
BHBYECHHS

[Ipenapar, CTOCOBHO SIKOTO MH T1OJAEMO 3a9BKY Ha|
OTPUMAHHS peecrpauiﬁﬂoro IIOCBITYEHHS, €
FCHEPUYHEM EKBIBAIIEHTOM IIpemapary Enonrpun,
KoMmnaniewo ['maxcoCmitK nsita BB, Himeyunna, mo
Mae TaKMH camMuil AKICHHH Ta KiMbKiCHHH ckian

m}oqm(mfoqﬂx) PEYOBHHH(PEUOBMH), 1m0 i
OPIBHSJIBHUIT Ipenapar.
3aaBHHK (BIACHHK
PEECTpaLiHOrO OCBiYeHHS) /mipnmc/
(miamuc)
AnrimarTac Kymerue
Leii doxymenm nepexnadeno na YKpaincoky mosy nepexnadavem beznapan Anyw A 16HpI0



Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section [V)

REPORT
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

BUPRINOL,

modified-release tablets, 150 mg

1) type of medicinal product, for which
registration has been conducted or planned

This application is for generic.

2) conducted studies

yes no ifno, justif. As it is a generic
application no preclinical study is required and non
is performed.

2. Pharmacology:

The product meets the detenitin of a generic
medicinal products as defined in Article 10.1 (a) (iii)
of Directive 2001/83/EC as amended, since it has the
same qualitative and quantitative composition of the
active substance with reference product , the same
dosage form with reference product, no preclinical
studies were performed.

1) analytical methods and reports on their
validation

1) primary pharmacodynamics P
2) secondary pharmacodynamics pA
3) safety pharmacology P
4) pharmacodynamic interactions o
3. Pharmacokinetics:

Yes,

Refer MV-133-06 (Main and Addendum-]) in
Appendix No. 16.4.2 of the final report.

2) absorption

INA

3) distribution

NA

KOTTA BIPHA——
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4) metabolism

NA

5) elimination b
6) pharmacokinetic interactions -
(preclinical)
7) other pharmacokinetic studies NA
4. Toxicology:
1) single use toxicity Pt
2) repeated doses toxicity e
3) genotoxicity: -
in vitro
in vivo (including additional assessment on [NA
toxicokinetics)
4) cancerogenicity: NA
Long-term studies Pk
Short-term studies P
or medium-term studies
Additional studies NA
5) reproductive and developmental pls
toxicity:

o INA
Effect on fertility and early embryonal
development
embryotoxicity A
Prenatal and postnatal toxicity INA
Studies where the product is administered [NA
to offspring (immature animals) and/or
remote effect is estimated
6) local tolerability No Local tolerance studies reported.

KOMA BIPHA

i




7) additional toxicity studies: A
antigenicity (formation of antibodies) NA
immunotoxicity NA
study of mechanisms of action NA
drug dependence INA
metabolite toxicity INA
impurity toxicity e
other NA
. " i The product we are applying for the grant of]
. Conclusions regarding preclinical study marketing authorization is the generic equivalent to
Elontril by GlaxoSmithKline BV, Germany, having
the same qualitative and quantitative composition in
te of active substance(s) as the comparator product.

Applicant (Registration
Certificate holder)

KOnMiA BIPHA
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Jlomatoxk 30

no [opsxky npoBeeHns excrepTHsu
peecTpanifHuX MaTepiaiiB Ha JiKapchki
3ac00H, 10 TOJIAIOTCS Ha JePiKaBHY
peecTpanio (IepepeecTpaIrio), a TaKoX
€KCIIEPTH3H MaTepialliB PO BHECEHHS
3MIH JI0 peecTpauifiHiuX MaTepianis
IIPOTATOM il peecTpamiiHoro
IIOCBITYCHH

(mynkT 4 po3piny IV)

3BIT
npo KJaiHiYHe BUNIPOOYBaHHSA

1. Hasga mikapcekoro
3aco0y (3a HasBHOCTI

bYIIPTHOJI, Taéaerku 3 mogndikoBanum BHBiIbHEHHAM, 10 150 mr

- HOMep
peecTpaliitnoro

[TOCBIIUEHHS )

2. 3asiBHHK 3AT «®apmmira» (UAB “Farmlyga”), Pecmy6irika JIutsa

3. Bupobuuk BAJIKAHOAPMA-ITYITHULIS AJl (BALKANPHARMA-DUPNITSA

AD)
By Camoxoscko [loce 3, JIynaus, 2600

bonrapis

4. IlpoBemeni
MOCITiKEHHS:;

Tak X Hi

AKINO Hi, OOTPYHTYBATH:

1) Tun mikapcekoro
3aco0y, 3a IKUM
npoBoamiacs abo
[TaHYETHCS
[peecTpanis

{5 3asBKa CTOCY€ETHCS TEHEPHYHOTO TiKapCHKOTO 3acoly.

5. IloBHa Ha3Ba
KITIHIYHOTrO
BUIIPOOYBAHHS,
KOIOBaHHH HOMeEp
KITIHIYHOTO
BHIIPOOYBaHHS

Hassa nocmimkeHHs:

Bizkpure, panioMizoBake, IBOCTOPOHHE TEPEXPECHE LOCTiKEHHS
GioekBiBaneHTHOCTI 01HOPa30Boi 11031 Bympomiony TIIPOXIIOPHIY

TabJIeTOK 3 MOH(bIKOBAHMM BHBITEHEHHSM, 110 150 MT Y 310pOBHX
MIOPOCIIHX CYD’€KTIB B yMOBAX IpHIfOMy HaTIIecepIe.

Ko nociimkeHns:

ACT-16166 (Bepcis 1.0)

o
KOmisi BIPHA
7 c% Oced LD Fte 4{\){:{/;;/,




6. ®aza kiinigHOrO
BHIIPOOYBaHHS

®aza I, [locmimkenns 6ioeksiBaneHTHOCTI

7. Ilepion
[IPOBEICHHSA
KJIiHIYHOTO
BUIIPOOYBaHHS

Jlata novatky mocrnimxenss: 08.03.2018 p-

Jlara sakingenns nociimkenss: 28.03.2018 p.

8. Kpaiuu, ne
[IPOBOIHIIOCH
KITiHiYHe
BUIIPOOYBaHHS

CIIA

9. Kinekicts
IIOCITI IDKYBaHUX

Beboro 90 (52 gout. ta 38 xin. CTaTi) 3M0POBHX HOPOCTHX Cy6’ eKTiB

1T KITiHI9HOTO
BUIIPOOYBaHHSI

10. Mera ta BTOpuHH]

[ IepBHHHOIO METOIO 1IBOTO JOCIIIKEHHS Oyno oninuTH
OioexBiBaneHTHICTE TecTOBOrO npenapary 6ynpomniony Bympomion
TiIPOXIIOpHU T TaGNIeTKH 3 MOH(IKOBAHHM BHBIIBHEHHSM, 110 150 Mr y
OPiBHAHHI 3 6ioeKBiBaNeHTHICTIO pedepenTHOrO Mpenapary
EJIOHTPWJI Tabnetxu 3 Mmomudpikosanmm BHBLUIBHEHHSM, 110 150 Mr
Mic/s NpHiOMY 0JTHOPa30BOT nepopanbHol 1031 (1 Tab x150 mr) y
3/I0POBHX JIOPOCIIHX CYO’€KTIB B yMOBaX mpHHOMY HaTIIecepIle.

BTopuuHOoK0 MeTo0 JOCIIIKEHHsI 6YII0 OIiHHTH Oe3nexy ta
[IEPEHOCHMICTE TECTOBOIO Ipenapary ta pedepeHTHOro Ipenapary y
30POBUX TOPOCIIUX CY0’€KTIB.

11. JTuzaiin
KITIHIYHOT O
BUIIPOOYBaHHS

Lle 6y:0 BinKpuTe, panoMizoBane, 36aancoBaHE IIepexpecHe
IIOCITIDKEHHS 610€KBiBaJIeHTHOCT] OJTHOPA30BO1 O3 3 IBOMA CXeMaMH
JLIKYBaHHS, IBOMa MePiofaMu, TBOMa IIOCTiIOBHOCTIMH B YMOBax
NpUIOMY HaTIIecepIle.

BKIIIOYCHHSA

12. OcHoBHi kpurepii

310poBi 106poBoBIT BikoM Bix 25 10 55 POKiB (06H/IBa BKITIOUHO), 3
iHgexcoM Macu Tina Bix 18,5 10 30,0 kr/m? (06umBa BKIIFOYHO) 1 BAroIo He
MeHIe 50 Kr, po3paxoBaHoo K (Bara B Kr)/(3pict y M?) 6e3 osnak
[ICPBHHHOTO 3aXBOPIOBAHHS 200 KIiHIYHO 3HAYYINHX NATOMOr YHIX
Ta00PATOPHUX [OKA3HHMKIB B pe3y/IbTari CKPHHIHTY, sIKi qaim
0OPOBITEHY 3rojly Ha y4yacTh Y JOCIiDKEHH].

13. Jlocnimxysannit
MKapchKHii 3acio,

cuia mii

croci6 3actocyBanHs,

Bynpomiony rizpoxtopuza tabeTkn 3 MOJH(IKOBAHUM BHBiJIbHEHHSIM,
1o 150 Mr Bupo6HunTRa: 3mpaBie AJl Jleckoar, CepGis (Zdravlje AD
Leskovac, Serbia)

Jlo3a Ta croci6 3acrocyBanHs: OunHopasora 103a TeCTOBOrO IIpenapary
Oyia BBenena nepopaisuo 3 240 M1 BoTH IIPH TEMIIEpaTypi

HABKOJIMIIHLOT0 CePEOBHUINA 33 YMOB IpHiiOMy HaTmecepuej s,
KOTHS BIPHA- (7

Lt i

[ XA ( 5



14. Ilpenapar
OPIBHAHHSA, 103,
Croci6 3acTocyBanHs,
cuta mii

Enontpun® tabnerku 3 MOIH(DIKOBAHHM BUBLILHEHHM, 110 150 MT,
Oynpomiony rigpoxmopuz (Elontril® 150 mg Tabletten mit veranderter
Wirkstofffreisetzung Bupropionhydrochlorid)

Bupo6uunrsa: Acnern Bax-Onbaecio I'M6X Ianyctpimrpacce 32-36,
23843 Ban-Onpnecio, Himeugmna (Aspen Bad Oldesloe GmbH
[ndustriestrasse 32-36, 23843 Bad Oldesloe, Germany)

Jlo3a Ta croci6 3acTocyBanms: Onnopasora no3a pedepertHoro
npenapary Oyiia BBeieHa nepopaisHo 3 240 M1 Bou IIPH TeMIepaTypi
HABKOMINMHEOrO CEPE/IOBHINA 38 YMOB IIPHIfOMY HaTIIECEpIIe.

15. Cymytas Tepamis

He 3acTocoByeThes

16. Kpurepii oninxn
edexruBHOCT]

DapmakokiHeTHYH] napamerpu AUCO-t, AUCO-inf, Cmax, Tmax, Kel
t'2, 2, tlag, samumkoBa mioma ta AUCratio Oynpomniony 6y onineni
JULSL IOPIBHSHHS G1010CTYIHOCTI Oympomniony TecToBOrO Mpenapary 3
GiomoctynHicTio pedeperTHOrO IpenapaTy, BAKOPHCTOBYIOYH
CTAaHJAPTHY HEBI/UILIBHY MOJEIIb Y IPOTPAMHOMY 3a6e3MeueHHi
Phoenix® WinNonlin Bepcii 7.0.

90%-Buit 1OBipuwil iHTEpBAN CHIIBBIMHOMEHHS TEOMETPHYHHUX CePEIHIX
(T/P), orpumanmit Ha ocHOBI amcrepciiHoro anamizy ANOVA
Jorapu(mMivHO TpaHCOPMOBAHHX (hapMaKoKiHeTHIHHX IIapaMeTpiB
AUCO-t, AUCO-inf ta Cmax s OyIIPOMiOHY, HOBHHEH CTAHOBHTH
moHaimente 80,00% i ve Ginpmre 125,00%.

17. Kpurepii oninku
Oe3nexu

YIIPOJIOBIK YCBOTO Tepioy MOCIiKeH S 3a BeiMa cy0’exTamu
CIIOCTEPITally ISl BUSBICHHS MOYK/IMBHX TTOGIUHEX By, ['omoBHumit
KIHIYHAN QOCTiTHuK 200 KBali(pikoBaHMH MeTHunmil NIPEACTaBHUK
3HaXOMHBCs Ha MiCIli IPOBEICHHS JOCIIKEHHS JUTSL BREICHHS 1031 Ta
HCPTYBaHHA IIPOTATOM YCBOTO AoCimkeHHs. [lapamMeTpu skuTTeBO
BOKTHBAX 03HAK OLIHIOBAIH Yepe3 PiBHI MPOMIKKH 9acy, K 3a3HaYEHO B
IPOTOKOJII TOCTIDKEHHS. QTSN Mic/s JOCJIIDKEHHS, BKITIOYAI0Yl
Ta00PATOPHi OIIHKY B 1€Hb 3aKiHYEHHS T0C/IIKCHHS (EOS), 6ymu
3aBepIICH] NpoTsroM 15 HiB, SKII0 Gy/1a MOKIHBICTS I101aJIBIIOTO
CIIOCTEPEIKEHHS 3a CYD'€KTOM.

18. Ctatuctryni
METOIH

CrarucTiuni MmeTou:

* [IpoBesieHo cratucTHunmit ananis norapudmiuno TparchopMoBaHEX
(hapMakoKiHeTHYHHX MapaMeTpiB 3a JOIOMOTO0 IIPOrPaMHOIO
3abesnedenns SAS® sepeii 9.4.

* OnrcoBa crarueruka: KinbkicTs crocrepexens (N), cepenne
apudMeTHIHE, CTAHIAPTHE BiAXUICHHS (SD), xoedinient Bapiarmii
(CV%), minimanshe, Menianne, MakcHMAaIbHE Ta I€OMETPUYHE CEPEIHE
SHAYCHHS OL[HIOBAIIM Il [IApAMETpiB AUCO-t, AUCO-inf, Cmax , Tmax,
Kel, t\, samumkosa mwiomna, tlag ra AUCratio.

* [ucnepcittnuii ananis: ucnepciiiuuit ananis (ANOVA) npoBoamm
JULL JT0TapubMITHO TpaHCHOPMOBAHEX (hapMAKOKIHETHIHIX napameTpis
AUCO-t, AUCO-inf Ta Cmax, BUKOPHCTOBYIOYHM 3arajibHy JIiHIHHY
Mozes (mponenypa PROC GLM) SAS®. Mozxens ANOVA sxmrouana
[IOCTTIIOBHICTB, CY6’€KTIB, BKIATCHHX Y HOCIIIOBHICTS, TIepios Ta

JKyBaHHs 5K (ikcorani edexry,

KOMISA BIPHA
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Yei dikcosani epextu TecTyBay Ha piBHi 5% 3HauymoCTi,
BUKOPHCTOBYIOYH 3QJIHIIKOBY NOXHOKY (CepeHbOKBAIPATHYHY TOMUIKY
abo MSE) ananizy ANOVA sik Tepmin mommnkn. Edexr nocinosmocti
TaKOX TecTyBaslu Ha piBHi 10% 3Ha4ymocTi i3 BUKOpHCTaHHM
CEpe/IHBOI CyMH KBa/JIpaTiB cy0'eKTiB, BKIAIEHHUX Y OCIiIOBHICTS,
aHamizy ANOVA sx TepMiH mOMHIKH.

KosxeH mucniepcifinmii anasis BKIFOYAB PO3PAXYHKH CEPENHIX 3HAYEHD
HaliMeHIKX kBaapaTis (LSM), pisHHLO MiXk CKOPHTOBAaHHMH CeperHIMH
3HaYCHHAMH KOMIIO3HIIH Ta CTAaHJAPTHOIO IIOMHUJIKOIO, IIOB'SI3aHOIO 3
€0 PI3HHALIEIO.

* AHAJIi3M CITiBBiIHOIMEHHS Ta JOBIpYi iHTepPBATH: PI3HALIO (T-P) mixk
ITiKapchKUMHE Ipenaparamu LSM po3paxoByBaiu is JorapupMidHO
TpanchopMoBannx dapMakokineTHaHux mapamerpis AUCO-t, AUCO-inf
Ta Cmax Gynpomniony pa3om i3 CTAHAAPTHOR TOXHGKOIO PI3HUIL.
Cepenne reomerpuyne crispinnomenss (T/P) Bupakany y BincoTkax,
Oepyun ekcrioHeHIianbHy (a60 anTHIOr YRY) pisHHIo LSM. Takox
OBiIOMJIATIOCE TIPO CepeHi reoMeTpuyri 3Havenns wis AUCO-t, AUCO-
inf ta Cmax TecToBOro Ta pe)epeHTHOTro IpenapaTiB mics 3BOPOTHOTO
TICPETBOPEHHS 0 BHXIiIHOI MIKAIIH.

3riZHO 3 IPONETYPOro 610eKBIBAICHTHOCTI IBOX OTHOCTOPOHHIX
Kkputepiis [llroipmana (TOST), 1uis orapudmivno TparchopMoBanmx
(apmaxokinetiunux napamerpis AUCO-t, AUCO-inf Ta Cmax
Oympomiony 6ymu pospaxosani 90%-Bi 1oBip4i inTepBany juis pisHULi
MiK HaHMEHIMHE Cepe/IHIMH SHAYCHHAME KBaJpatiB, 90%-Bi noBipui
IHTepBaIM Hajiali BUpakain, Oepyun eKCIoHeHIiaIbHi (a60
AHTUIIOTTYHI) 3HAYEHHS, OTPUMAHI Ha JorapudMidnil wKad, mob
oTpuMary 90%-Bi KoBipyi iHTEpBaH /I CIIIBBi THOIIEHHS
TCOMETPHYHUX CEPEJIHIX

19 ,HGMO a(bl i Ne nocaimxennsn ACT-16166
' rp & (JdonoBHeHHs gocaigkenns GioekBiBaneHTHOCTI)
MMOKa3HUKH .
. i Kareropis I'pynu-yuacHukn
JOCIIIOXKYBaHO1
HOHyJIHIIi'I' (CTaTL, BiK, Tecms;;ii r;l;enapaT Ped)epenmm‘; npenapar
paca, TOII) — e
Bi Cep. 3HaveHns = SD 38,9+93 38,9493
K
(poxn) :
Hianason 25-55 25-55
<18 0(0,0%) 0(0,0%)
18-40 46 (56,1%) 46 (56,1%)
Bikosi rpymu 41-64 36 (43,9%) 36 (43,9%)
65-75 0 (0,0%) 0(0,0%)
> 75 0(0,0%) 0 (0,0%)
Yomosiva 51 (62,2%) 51 (62,2%)
Crarb
Kinoua 31(37.8%) 31 (37.8%)
Paca Asiarchka 0 (0.0%) 000%)
o g £ N
KOIA BIPHA €4 £
B 7
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20. Pesynsraru
e(eKTUBHOCT]

Yopua 9 (11,0%) 9 (11,0%)
€Bporneliceka 73 (89,0%) 73 (89,0%)
Tnma 0 (0,0%) 0 (0,0%)
Cep. 3nauenns + SD 26,73 £2,68 26,73 £ 2,68
IMT
Hianazon 19,11-29,96 19,11-29,96
Trnmi (paxcropu: JlatuHOAMepHKaHLi 82 (100,0%) 82 (100,0%)
€THIYHICTh
Henarnnoamepmkanwi 0 (0,0%) 0 (0,0%)
:—*"_—__—__—__’__—_——
Dapmako- Pedepentuuii npenapar (P) Tecroenii npenapar (T)
KiHeTHUHMA(i)
napamerp(u) N AM SD CV% | N AM SD CV%
AUCO-t
(ar*ron/wn) 82| 901,41 | 244,890 | 27,17 | 82| 825.38 221,821 | 26,87
AUCO-inf
(Hr*rom/m) 81 950,60 255,076 26,83 | 82| 870,13 | 230,234 26,46
Cmax (ur/mi) 82| 88,32 29,433 | 33,33 | 82| 78,02 24,388 | 31.26
*Tmax (ron) 82 5,00 (3,00 - 10,50) 82 5,00 (3,00 — 12,00)
T2 (rox) 81 22,83 9,025 3953 | 82| 21,04 8,310 39,50
Kel (o) 81 0,04 0,017 46,78 | 82| 0,04 0,020 49,20
Tiag (rom) 81 1,27 0,618 48,79 | 82 1,57 0,692 44,10
AUCratio (%) 81 94,60 1,924 2,03 82| 94383 1,762 1,86
?.;j;”m“"‘*a e 82| 53 2,184 | 3956 | 82| 517 | 1,762 | 3411
*: Jlani mezianu ta Jiiana3oHy MoBiIOMIIEHO.
[apamerp(n) CeomerprunelN | Teomerpuune] N [Cnissitnomens 90 %-suii 1 [BHYTD-
LSM LSM Tectosoro/ (%) Cv
TecroBoro PedepenTtHoro Pedepenrtnoro " | (%)
npenapary npenapary npenapary (%) [HWAHil Bepxniii
LnAUCo-t 798,22 82 869,42 82 91,81 88,64 | 95,10 |13.59
LnAUCO-inf 839,89 |81 918,00 81 91,49 88.43 | 94,66 | 13,05
LnCmax 74,04 82 83,94 82 88,20 83,46 | 93,21 | 21,50

21. Peayneratn
Oe3nexu

[1ix 9ac JocmikeHHEs BUMAKiB cMeprei He crioctepiranocs. Onuak
cy6’ext Ne 1023 moBizomus npo cepiiosne nobiume asuiie "bine BHU3Y
PKMBOTA BHACIIIJIOK iH(eKIi] ceqoBHBinHuX msxis" 10 Oepe3ns 2018 p. o
17:00, sixe 3aBeprunnocs oxyxanusm 16 Oepesns 2018 p. o 08:00.
Y mocnipkenni Gyito 3apeecTpoBano 18 mobiummx ABUIN Y 12 cy6'eKTiB.
[loBigomismocs po 12 moGivyuux U (TIOB’s13aHUX 3 6 Cy0’exTaMu)
[IPH BBEIICHHI TECTOBOTO IIpeNapary, mpo 4 nobiumi ABHINA (0B’ s13aHi 3 4
Cy0’€eKTamu) MOBIOMIIAIOCS TIPH BBEACHHI pedepenTHOro Npenapary, a
2 mo6iuHi sBHIIA (TO6TO y cy6’extiB Ne 1002 ta 1087 — minsuimenuit

KOMist BIPHA
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apTepialbHuil THCK) MaJIi MiCIle 110 TIEPBHHHOTO BBEICHHS
JIOCITIDKYBaHUX JTiKapChKUX 3ac06iB y 1 mepiod [ociimKkenHs.

3 12 noGivHuX ABHIN, PO SKi MOBITOMIIANOCS [IPH BBEEHH] TECTOBOTO
npernapary, J0CIiIHUK BH3HAB 7 IOGIYHUX SBHI OB’ A3aHAMH 3
JIOCTIDKYBAHMM TIPEIIapaToM, a 5 — He TI0B’I3aHAMH 3 HAM. 3 4 TTOBIgHIX
SBUII, PO SKi [IOBiTOMIISIIH IIpH BBE/ICHH] pedpepenTHOrO Ipenapary,
TTOCITIZIHAK BH3HAB 3 N0GIUHI SBHINA OB’ S3aHAMH 3 JIOCITIKYBaHHM
[IpenaparoM, a 1 — He OB’ A3aHUM 3 HEM.

JIBa o0i4HuX ABHIIA (TO6TO y cy6'exTiB Ne 1002 Ta 1087 — migsumennit
KPOB'STHAH THCK) He MOHA BITHECTH JI0 JKOIHOTO 3 JIOCIIUKYBAHHX
Mpenaparis, OCKIIbKH IIi MOOIYHI SBHINA MATH MiCIie 10 TIEPBHHHOTO
BBE/ICHHSI OCII/UKYBaHHX JIIKapChKHX 3aco0iB y 1 mepiox mociimkenns
Ta BBAKAINCS JOCTITHUKOM HE MOB'I3aHIHMH 3 T0CiKYBaHHMH
[penapaTamu.

3 18 noBimomienux nobignux sBumy 10 OyJH JIETKUMH 3a iHTEHCHBHICTIO,
a 8 — moMipauMHu. Vci 3apeecTpoBani no6ivni sBuIma 3aBEPIITHIIHCE
[IOBHHM OJy>KaHHAM 0e3 Oyap-sxux Haciakis. [1ix gac nocmimkenns
BHIIJIKIB CMEPTel He criocTepiranocs.

Ha mizncrasi ormsaty kiiHigHEX Ta 1aG0PATOPHIX JAHHX PO besnexy
Oys10 BUABIEHO, IO i TecTOBHH, i pedepenTHHIA [Ipenapary €
Oe3MeYHNME Ta MaKOTh N0OPY NePeHOCHMICTb.

22. BHCHOBOK
(3axTr0YeHHs)

3a pesynsratamu "TecToBuii nipenapar (T)" Bynpomiony TiIPOXJIOPHUI
TaOIeTKH 3 MOAU(IKOBAHUM BHUBLIBHEHHSM, 0 150 Mr BUPOOHHUIITBA
3npasie AJl Jleckosan, Cepbis € GioeksiBarenTruM "Pedepentromy
npenapary (P)" Enontpun® rabinerxu 3 MogudikoBaHM BHBLIEHEHHSM,
110 150 mr, 6ynpomniony riapoxiopun BupoOHUITEA AcreH Baj-
Ombaecio I'M6X Iamycrpinrrpacce 32 y 310poBHX, T0pPOCIHX cy6’ €KTiB
3a YMOB NpHioMy Hatuiecepre. byno BusBieno, mio i tecToBwit, i
pe()epenHTHHI Ipenapati € Ge3nedHME Ta MAKOTh J06PY
[IEPEHOCHMICTB.

3adBHUK (BJIACHUK

PEECTPaIifHOTO IOCBIJUEHHS) Aneimanmac Kynemic /nionuc/

(mipmmc)
(T1IB)

/mevamra/ 34T « Dapmnizay, Binsnioc,
Pecnybinka JTumea

Leii ooxymenm nepexnadeno na yrpaincexy mogy nepexnaoaiem beznapsn Anyw Apymionisnoio

KOMiS BIPHA




Honatok 30
Ao Ilopsaaky npoBesieHHs ekcrepTH3uU

peecTpauifinux Matepianis Ha Jikapchki

3ac00H, 11O NOJIAIOTECS Ha AEP)KABHY

peecTpatiio (mepepeecTpaliiro), a Takox

CKCHEPTH3H MaTepialliB PO BHECEHHS
3MIH 10 peecTpauiiHux MaTepiais
MPOTAroM Jii peecTpaliiiHoro
IIOCBiI4EeHHA

(myHKT 4 posniny IV)

3BIT
Mpo KIiHiYHe BUNPoOYBaHHS

1. Hazpa mikapcekoro
3aco0y (3a HasiBHOCTI
- HOMep
peecTpariitHoro
MOCBITUeHHST)

BYIIPIHOJIL, Ta6aerku 3 MoAH(pIKOBaHHM BHBLILHEHHsIM, 10 150 Mr

AKIO Hi, o6rpyHTYBaTH:

2. 3asBHUK 3AT «®apmnira» (UAB “Farmlyga™), Pecniyonika JIutea

3. BupoGHuk BAJIKAH®APMA-ITYTTHULS AJT (BALKANPHARMA-DUPNITSA
AD)
Byi. Camokoscko Lloce 3, Jlynuuus, 2600
bonrapis

4. I[Tposeneni Tak Hi X

OCTTI’KCHHS;

1) Tun nikapcekoro
3aco0y, 3a SKuM
rpoBoaunacs abo
TUIaHYETECA
[peecTpauis

L5 3aBKa CTOCYEThCA TeHEPUYHOTO TKAPCHKOTo 3aco0y.

5. IloBHa Ha3Ba
KJIIHIYHOTO
BUIIPOOYBaHH,
KOJ0BaHHH HOMEp
KJTiHIYHOTO
BUITPOOYBaHHs

Hazpa gocnimkenus:

Binkpute, paniomizorane, ABOCTOPOHHE MEPEXPECHE JOCTIIKEHHS
OioeKBiBaNeHTHOCTI 01HOPa30BoT 103 Bynpomniony rizpoxnopumry
Tab1eToK 3 MoaMDiKOBAHHM BUBLILHEHHAM, 110 150 mr y 3J0POBHX
LOPOCIHX CyO’€KTIB B yMOBaxX NpHioMy micis iy,

Kon nocnimkenns:

ACT-16167 (Bepcis 1.0)

KOMIA BIPHA
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6. @aza kninivnoro |Maza L, Hocnimkenns 6ioexsiranenTHOCT]
BUIIPOOYBAHHs

7. Iepiox Jlata oyatky gocnimxenus: 04.05.2018 p.
[IPOBE/ICHHS
KJIiHIYHOTO
BUIIPOOYBaHHS

Mlata 3akinuenns gocimkenns: 24.05.2018 p.

8. Kpaiuu, ne CIIA
[IPOBOJMIIOCH
KJIHIYHE
BUIIPOOYBaHHs

9. KinbkicTs Beroro 64 (34 won. ta 30 xin. CTaTi) 310POBUX JOPOCIUX CY6’EKTIR
OCITIIKYBaHUX

10. Mera ta Bropunni|lTeperuHO0 MeToO LBOTO NOCTIIKEHHS 6Y/I0 OIHUTH

Uit KITiHiYHOTO GioeKBiBaTEHTHICTE TecTOBOrO npenaparty Gynponiony Bynpomion
BUNPOOYBaHHS riapoXI0puz TabneTkH 3 MOZM(iKOBAHUM BHBITBHEHHM, 110 150 M y
nopiBHAHHI 3 GioekBiBaTeHTHICTIO pedepentHoro npenapary
EJIOHTPUJI taGnetku 3 Mozudikopanum BHBIJIbHEHHAM, 1o 150 mr
(ELONTRIL 150 mg Tabletten mit veriinderter Wirkstofffreisetzung)
miciis npuiioMy oiHOpa3oBoi nepopanbHoi 103u (1 Tab x150 mr) y
3/0POBHX I0POCTHX CYG’EKTIB B yMOBaX MPUHOMY Iicns Ty,

BTOpHHHOIO METOO TOCTiJuKEHHS Oyno ouinuTH Gesneky Ta
[EPEHOCHMICTb TECTOBOTO Npernapary Ta pedepenTHOro npenapary y
3I0POBHX NOPOCIHX cyO’EKTIB.

11. quzaiin Lle 6y710 BinkpuTe, parnomizosane, 36anancosane repexpecHe
KITIHIYHOTD nocTTipKeHHs 6i0eKBiBaTeHTHOCTI OHOPa30BOI1 103U 3 IBOMA CXeMaMH
BUNIPOOYBaHHS NTiKyBaHHs, ABOMA Mepiofamu, 1BoMa TOCTTIIOBHOCTIMM B yMOBax

NpuioMy micis inu.

12. OcHosHi kpurepii [3noposi nobposonswi BikoM Bix 25 g0 55 pOKiB (06uBa BKIIFOYHO), 3
BKJIFOUEHHS iHIeKCOM Macu Tina Bij 18,5 mo 30,0 kr/m? (0buzBa BKIIOYHO) i Barowo He
Menme 50 Kr, pospaxoBaHoIo 5K (Bara B Kkr)/(3pict y M%) 6e3 o3mak
HIEPBUHHOTO 3aXBOPIOBAHHS a00 KIHIYHO 3HAYYLIMX MATOMOrYHIX
abopPaTOPHUX MOKA3HHUKIE B Pe3yNBTaTi CKPHHIHTY, SKi Tau
100POBINEHY 3rofly Ha yyacTs Y AOCIiIKEeHH].

KOMIA BIPHA
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13. Nocnimxysanuii
niKapceKuit 3acib,
crocif 3acrocyBaHHs,
cuiia Jif

bynponiony rigpoxnopun Tabnerxku 3 MOIHU(IKOBAHUM BUBLIBHEHHSM,
o 150 mr

Bupo6uuursa: 3npaene AJT Jleckosaiy, Cepbis

(Zdravlje AD Leskovac, Serbia)

Jlo3a ta cnoci6 sactocyBanns: ONHOpa30Ba 103a TECTOBOrO npernapary
Gyna BBeZieHa nepopankHo 3 240 M1 BoaM IIpH TeMIiepaTypi
HaBKOJIMIIHBOTO CEPE/IOBULLA 38 YMOB MPHHOMY Mic/Ia Tau.

14. ITpenapar
[OPIBHAHHS, /1034,
criocib 3acTocyBanHs,
cuiia Il

EnonTpun® rabnetku 3 MOIM(]iKOBaHHM BHBITBEHEHHSM, 110 150 MT,
Oynponiony rigpoxnopun (Elontril® 150 mg Tabletten mit veranderter
Wirkstofffreisetzung Bupropionhydrochlorid)

Bupo6uuirsa: Acnien bag-Onsaecino I'm6X IngycrpimTpacce 32-36,
23843 ban-Onepecno, HiMeyuuna

(Aspen Bad Oldesloe GmbH Industriestrasse 32-36, 23843 Bad Oldesloe,
Germany)

Jlo3a Ta crioci6 3actocysanns: QnHOpa3oBa 103a pedepeHTHOrO
npenapary Oyna BBeIeHa nepopaibHo 3 240 M1 BoIH IIpK TeMIIEpaTypi
HaBKOJIMLIHBOIO CEPEI0OBHIIA 38 YMOB NPUHOMY ITics (1.

15. CynyTHs Tepanis

He 3acTocoByeThcs

16. Kpurepii ouinku
edexTuBHOCTI

DapmakokineTHuHi napamerpu AUCO-t, AUCO-inf, Cmax, Tmax, Kel
t'2, 2, tlag, 3anumkosa mioma ta AUCratio Oynporiony 6ynu omiHeni
L1 OPIBHSAHHA 6iof0cTyNHOCT] Gynpomiony TecToBoro npenapary 3
GionoctynnicTio pedepenTHoOro npemapary, BUKOPHCTOBYIOYH
CTaHAAPTHY HEeBIAAUILHY MOJCIE Y IPOrpaMHOMY 3abe3redeHHi
Phoenix® WinNonlin sepcii 7.0.

90%-Buii n0BipuKi iHTepBaN ciBBigHOWEHHS FeOMETPUYHMX CepeaHix
(T/P), otpumanuii Ha ocHOBI muCHEpCiiiHOro a"anizy ANOVA
Jorapu(MiuHO TpaHCHOPMOBAHHX (hapMaKOKIHETHIHHX napameTpiB
AUCO-t, AUCO-inf ta Cmax s OyNponioHy, MOBHHEH CTAHOBHTH
moHakimenme 80,00% i we Ginbie 125,00%.

17. Kpurepii oninku
Oesmexku

YIIPOJIOB3K YCHOTO I1Epioy OCIIIKEHHS 3a BeiMa cy0’exTamu
CriocTepiranu s BUABJICHHS MOXTMBHX MOGIYHMX ABMLL, [0I0BHUI
KIHIYHUA TociiHuK abo kBamibikoBaHMit MeTHYHMI [pe/ICTAaBHUK
BHAXOMMBCA Ha MICLL IIPOBEICHHS JOCTIKEHHS I BBEIEHHS 103K Ta
HEPryBaHH: NPOTATOM YChOIO A0CTiIKeHHs. [TapaMeTpH KUTTEBO
BAKTTMBUX O3HAK OLIHIOBA/IM YePE3 PIBHI MPOMIKKM Yacy, sIK 3a3HAYCHO B
[IPOTOKOJI JoCTipkeHHA. Ornsay mics JOCTIIKEHHS, BKIIOYAIOUN
1abopaTopHi OLIHKK B IEHb 3aKiHYEHHS 10CTiKEHHS (EOS), 6ynu
3aBEPIICH] MPOTAroM 15 JIHIB, AKIIO 6Y/1a MOKIUBICTE MONANBIIOTO
CIIOCTEPEIKEHHA 3a CYD'eKTOM.

KOMIA BIPHA
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18. Cratucriuni
MEeTOIH

byo npoeeneno craticTrunmii anais Jorapugmiyno
TPaHC(POPMOBAHMX (hapPMAKOKIHETHUHIX TMapaMeTpiB 3a AONOMOTO0
nporpamHoro 3atezneuenns SAS® sepeii 9.4.

* Omucora cratueruxka: Kinskicrs crocrepexxeHs (N), cepenue
apU(PMeTHYHE, CTaHIapTHE BigXMICHHS (SD), koediwient papiarii
(CV%), minimanshe, MeZliaHHe, MaKcHMaJlbHe Ta FEOMETPHYHE CepeIHE
3HAYCHHS OLIHIOBAJIM [1JIsT napametpis AUCO-t, AUCO0-inf, Cmax , Tmax,
Kel, tY, 3anumkora moma, tlag Ta AUCratio.

* Jlucnepciiinuii ananis: Hucnepciiinuii ananis (ANOVA) npoeounu
st orapiumivHO TparchopMoBaHHX dapmakokineTHUHIX napameTpis
AUCO-t, AUCO-inf ta Cmax, BHKOPUCTOBYIOUH 3arajibHy JTiHilHHY
Mozienk (poueaypa PROC GLM) SAS®, Monens ANOVA ekmiouana
MOCIIiI0BHICTE, Cy6’€KTiB, BKJIaJICHUX Yy MOC/IiI0BHICTS, Nepiox Ta
MiKyBaHHS SIK (ikcoBani edexT.

Yei dikcosani edextn TecTyBany Ha piBHi 5% 3HauymoCTi,
BHKOPHCTOBYIOUH 3aJTMIIKOBY MOXHOKY (cepeHBOKBaNpATHYHY TIOMHUIIKY
a0o MSE) ananisy ANOVA sk TepMiH nomuiku. EdekT nocainosrocti
TaKOX TecTyBau Ha pisHi 10% 3Hauymocri i3 BUKOPHCTaHHAM
CCPENHBOT CyMHU KBAJPATiB cy6'cKTiB, BKIAMEHNX ¥ NOCTiIOBHICTS,
aHanizy ANOVA sk TepMiH moMmk.

Kosxen nucriepciiinmii ananis Bxirouas PO3paxyHKH cepeHiX 3HaYeHb
HalMeHIUKX KBaapartis (LSM), PI3HHIIO MiX CKOPHIOBaHAMH cepeaHIMuU
SHAYCHHAMM KOMIIO3MLIH Ta CTaHIaPTHOK MOMHIIKOIO, TIOB'S3aHOKO 3
LI€I0 pi3HULEH.

* AHami3| CHiBBiAHOWEHHS Ta AOBipyi iHTepBay: pisHUIIO (T-P) mix
KOMIO3HIIAMH Tpenaparis LSM PO3paxoByBams s norapudmiano
TpaHC(hOPMOBAHMX (hapMaKOKiHETHYHUX napamerpis AUCO-t, AUCO-inf
ra Cmax Gynporiony pazom is CTaHAAPTHOIO MOXHOKOKO PisHULI.
CepeaHe reoMeTpuyHe cripBigHOME NS (T/P) Bupaxamu y Bigcorkax,
Oepyuu excrioHeHuiansHy (a6o aHTUIIOTIYHY) pisuuio LSM. Takox
MOBiIOMISIOCE TIPO Cepe/IHi TeOMETPHUYHI 3HAYEHHS s AUCO-t, AUCO-
inf Ta Cmax TectoBoro Ta pedepenTHoro npenaparis micus 3BOPOTHOIO
NICPETBOPEHHSI 10 BUXITHOT IIKAJIH.

19. Temorpadiuni
[IOKa3HUKU
10CTT Ky BaHOT
MONYALIT (cTaTh, Bik,
paca, Tomio)

Ne poenigsenna ACT-16167
(Honosuends gocainkenus OioexsiBanenTnocri)
Kareropisn I'pynu-yuacnuxn
Tecrosuii npenapar Pedepentuunii npenapar
N=60 N=60
o Cep. 3nauenns + SD 38,6+78 38,6+7,8
iK
OKH
(poiaz) Hianason 25-55 25-55
<18 0(0,0%) 0 (0,0%)
18 - 40 32 (53,3%) 32 (53,3%)
Bikosi rpymu 41 - 64 28 (46,7%) 28 (46,7%)
65-75 0 (0,0%) 0(0,0%)
>75 0 (0,0%) 0 (0,0%)

KOMIA BIPHA (;
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Yosmopiva 34 (56,7%) 34 (56,7%)
Cratp
Kinoua 26 (43,3%) 26 (43,3%)
AsziaTceka 0 (0,0%) 0 (0,0%)
Yopua 11 (18.3%) 11 (18.3%)
Paca
€Bporneiicrka 49 (81.7%) 49 (81.7%)
IHa 0 (0,0%) 0(0,0%)
Cep. 3nauenns + SD 26,34 +2,45 26,34 £2,45
IMT
JHianazon 20.88-29,96 20.88-29,96
Tmi (paxropu: Jarunoamepukanui 60 (100,0%) 60 (100,0%)
ETHIYHICTD
Henarunoamepukanmi 0 (0,0%) 0 (0,0%)
e ]
0. PESyHLTaTI/I Pedepenruuii npenapar (P) Tecropuii npenapar (T)
eexTHBHOCTI N| am SD CV%| N| AM | sp | cvw
AUCO-t
(Hr*roz/a) 60 | 1005,10 | 280,432 27,90 | 60| 936,21 271,080 | 28,95
AUCO-inf
(kr*roa/w) 60 | 1056,20 | 287,957 27,26 | 60| 989,23 | 281,784 28,49
Cmax (Hr/mm) 60 | 85,85 22,120 25,77 | 60| 77,94 21,178 | 27.17
*Tmax (ro) 60 6,50 (4,50 — 11,00) 60 5,00 (4,50 — 11,00)
T12 (rom) 60 24,05 6,466 26,88 | 60 23,83 7,950 33,37
Kel (rog!) 60 0,03 0,012 38,79 | 60 0,03 0,016 47,07
Tlag (Tox) 60 1,86 0,748 40,27 | 60 2,56 0,611 23,89
AUC ratio (%) 60| 95,02 1,369 1,44 60| 9457 1,836 1,94
3;3”””“’“ WIeMa) 6o [ 4,08 1,369 | 2747 | 60| 543 1,836 | 33,80

*: Jlani Menianu ta NianasoHy IMoBiIOMICHO.,

Uapamerp(n)|Ceomerpuune™ Teomerpuune| N (Cnispinnomennn 90 Y-puii {1 [BHYTP-
LSM LSM TecroBoro/ (%) Ccv
Tecrosoro Pedepentnoro PedepenTnoro 5 ] (%)
npenapary npenapary npenapary (%) fHuuniiiBepxniii
ELH.AUCO-I: 897,63 60 966,70 60 92.85 90,08 | 95,71 | 9,95
LnAUCO-inf 949,37 60 1017,51 60 93,30 90,54 | 96,15 | 9,86
LnCmax 75,37 60 83,19 60, 90,59 86,74 | 94,61 | 14,30

KOMIA BIPHA
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[1in yac noc/IipKeHHs BUNAKIB cMepTeil He cnoctepiranocs. Y
jrociipkerHi 6ymo 3apeectposano 10 no6iunux seum, [TopizoMmsocs
Mpo 3 MOOIYHUX ABHILA NIPH BBEIEHHI TECTOBOTO npenapary, mpo 6
NOOIYHMX SBULIL MOBIZOMIIAIIOCS [IPH BBEIEHH] pedyepeHTHOro Tpenapary,
a | nobiune sBume (TobTO 1i7 Yac ckpuHinry No 04-035 — 3aXBOPIOBAHHS
Ha BUJ IPHUITY) M/l MiCLle 710 TIEPBHHHOTO BBEIHHS 0CITiIKyBaHHX
NTiKapchKHX 3aco6iB y 1 mepion gocmimkenns. Yei 3 mo6igaux SIBHIIIA,
MO SIKi MOBIOMIISIOCS MPH BBEJCHHI TECTOBOTO TPENapaTy, A0/ THHK
BH3HAB II0B’ I3aHUMH 3 [I0CJII/DKYBAHMM TPENapaTom. 3 6 mo6iunmux
FIBHLLL, TIPO SIKI MOBIJOMIISIIOCS NPH BBEJCHH] pehepeHTHOTO Tperapary,
5 IS mocnigHMK BU3HAB NOB’ I3aHUMM 3 JOCIIKYBaHHUM IpEriapaTom, a
| — He moB’A3auuM 3 HUM. | no6iune sBUIE (TOGTO mix yac CKpuHIHTY Ne
04-035 — 3axBoproBanHs Ha BUJ IPHUITY) He MOXKHA GyII0 BiIHECTH 110
PKOJTHOTO 3 IOCIIIXKYBaHHX MpenapariB, OCKiIbKH Lii TO6IYHI SBMINA MaTu
MiclEe 10 NEPBHHHOIO BBEEHHS JOCIi/KYBaHHX JiKapchKuX 3aco0iB y 1
MePiosl JOCTIDKEHHS Ta BBAYKAIKCS JOCTLIHAKOM He TIOB'S3aHHMMU 3
JIOCITI/DKYBaHUMM npenapataMi. 3 10 nopizomnenux nobiunux apumy 7
Oy/H JIerKMMM 3a iIHTEHCHBHICTIO, a 3 — moMipHuMu. Vi 3apeecTpoBaHi
MOOi4HI ABUILA 3aBEPUIHINCE TOBHAM OLY)KaHHAM 6e3 Gy Ib-IKHX
YCKIIaZHeHb, OKpiM nobiunoro seuwma RandNe 2064, Tak sk Hagani
CcrocTepiratH 3a cyd’€KTOM He 6YI0 MOXKIHBOCTI.

[1in yac nocnimKenus BUNAIKiB cMepTeii He criocTepiranocs.

Ha mizcrasi ornany kminiuHux Ta nabopaTopHHX JaHUX npo Oe3neky
OyIo BUsBIEHO, MO i TecTOBUH, | pedepenTHHMIT MpenapaTy €
OesneunuMu Ta MaroTh 106py TIEpPEHOCHMICTS.

3a pesynbratamu "Tecrosuit mpenapar (T)" Bynpomiomy TiAPOXJIOPHT
TabJIeTKH 3 MOJU(IKOBAHMM BUBiNTEHEHHsM, 110 150 Mr BUPOOHUIITBA
3npasie AJl Jleckosau, Cepbis e GioekpiBaneHTHIM "Pedepentromy
npenapaty (P)" Enontpun® tabnetku 3 MoandikoBaHUM BUBINEHEHHSM,
o 150 mr, 6ynpomioHy rigpoxsopun BupoGHuITBa Acren baj-
Onbaecino I'M6X InmycrpimTpacce 32 y 310pOBHX, J0POCIHX cyb’exriB
33 YMOB [IpUHOMY TIicas Tau.

byJo BUsIBIEHO, WO i TecTOBMIA, | pedpepenTHHIT penapaTy €
Oesneunumu Ta MaroTh 106py MepeHOCHMICTD.

21. PesyneraTu
Oesneku

22. BucHoBOK
(3aKnroUeHHs)

3asBHUK (BJACHUK
peecTpauifHOro MocBiA4YeHHs) Aneimanmac Kyncmic /nionuc/
(migrmic)
(TT1B)

/mevamxa/ 3AT «Dapmnizay, Binenioc,
Pecnyb6inka Jlumsa

Lieii doxymenm nepexradeno na ykpaincoxy moey nepexnadayem Beznapan Anyw Apymionienoro

KOMIA BIPHA
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on clinical trial

1. Name of medicinal
product (if available -
Registration Certificate

number)

BUPRINOL, modified-release tablets, 150 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3. Manufacturer

BALKANPHARMA — DUPNITSA AD
3 Samokovsko Shosse Str., Dupnitsa, 2600

Bulgaria

4. Conducted studies:

yes noX
if no, justify:

1) type of medicinal
product, for which
registration has been

conducted or planned

This application is for generic.

5. Full name of clinical
trial, code number of
clinical trial

Study title:

An open label, randomized, single dose, two way crossover
bioequivalence study of Bupropion hydrochloride modified release
tablets, 150 mg in healthy human, adult subjects under fed conditions.

Study code:
ACT-16167 (Version 1.0)

6. Clinical trial phase

Phase 1, Bioequivalence Study

7. Period of clinical trial
conduction

Study Initiation Date: 04/May/2018
Study Completion Date: 24/May/2018

KOTMIA BIPHA
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8. Countries where
clinical trial has been
conducted

USA

9. Number of enrolled
population

A total of 64 (Male: 34 and Female: 30) healthy human, adult subjects

10. Aim and secondary
goals of clinical trial

The primary objective of the study was to assess the bioequivalence of
test product of Bupropion from Bupropion hydrochloride modified
release tablets, 150 mg compared to that of the reference product
ELONTRIL 150 mg Tabletten mit verinderter Wirkstofffreisetzung
(engl. translation: Elontril 150 mg modified release tablets) following a
single oral dose (1 x 150 mg tablet) in healthy human, adult subjects when
administered under fed conditions.

The secondary objective of the study was to assess the safety and
tolerability of the test product and reference product in healthy human,
adult subjects.

11. Design of clinical
trial

This was an open label, randomized, balanced, two treatment, two period,
two sequence, single dose crossover bioequivalence study under fed
conditions.

12. Main criteria for
enrollment

Healthy volunteers aged between 25 to 55 years (both inclusive), having
a body mass index between 18.5 and 30.0 kg/mz (both inclusive) and
weighing at least 50 kg, calculated as (weight in kg)/ (height in m) 2
without evidence of underlying disease or clinically significant abnormal
laboratory values at screening and who voluntarily consented to
participate in the study.

13. Investigated
medicinal product,
method of administration,
strength

Bupropion hydrochloride modified release

tablets, 150 mg

Manufactured by: Zdravlje AD Leskovac,

Serbia

Dose and Mode of Administration:

A single oral dose of test product was administered with 240 mL of water
at ambient temperature under fed conditions.

14. Reference product,
dose, method of
administration, strength

Elontril® 150 mg Tabletten mit veranderter

Wirkstofffreisetzung

Bupropionhydrochlorid

Manufactured by: Aspen Bad Oldesloe

GmbH Industriestrasse 32-36, 23843 Bad

Oldesloe,Germany

Dose and Mode of Administration:

A single oral dose of reference product was administered with 240 mL of
water at ambient temperature under fed conditions.

15. Concurrent therapy

NA

16. Criteria for efficiency
assessment

The pharmacokinetic parameters AUCo-t, AUCo-inf, Cmax, Tmax, Kel tw, tlag,
residual area and AUCratio were estimated for Bupropion to compare the
bioavailability of Bupropion from the test product and with that from the
reference product, using standard Non-compartmental model in Phoenix®
WinNonlin software Version 7.0.

KOMIABIPHA
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The 90 % confidence interval of the geometric mean ratio (T/R), obtained
from the ANOVA of the log-transformed pharmacokinetic parameters
AUCo-, AUCo-inf and Cmax for Bupropion should be at least 80.00 % and
not more than 125.00 %.

17. Criteria for safety
assessment

All subjects were monitored throughout the study period for occurrence
of any adverse events. The principal clinical investigator or qualified
medical designee was on-site for dosing and on call throughout the study.
Vital signs parameters were assessed at regular intervals as specified in
the study protocol. Post study examinations, including laboratory
evaluations on the day of end of study (EOS) were completed within 15
days unless subject deemed lost to follow up.

18. Statistical methods

The statistical analysis of log-transformed pharmacokinetic parameters
was performed sing SAS® software, version 9.4.

* Descriptive Statistics: Number of observations (N), arithmetic mean,
standard deviation (SD), coefficient of variation (CV %), minimum,
median, maximum and geometric mean were estimated for the parameters
AUCO-t, AUCO-inf, Cmax, Tmax, Kel, t/2, Residual area, tlag and
AUCratio.

* Analysis of Variance: Analyses of variance (ANOVA) were performed
on the logtransformed pharmacokinetic parameters AUCO-t, AUCO-inf
and Cmax using General Linear Model (PROC GLM procedure) of
SAS®. The ANOVA model included sequence, subjects nested within
sequence, period and treatment as the fixed effects. All the fixed effects
were tested at 5 % level of significance, using the residual error (mean
square error or MSE) from the ANOVA as the error term. The sequence
effect was also tested at the 10 % level of significance using the mean
sum of square of subjects nested within sequence, from the ANOVA as
the error term.

Each analysis of variance included calculations of least-squares means
(LSM), the difference between adjusted formulation means and the
standard error associated with this difference.

* Ratio Analyses and Confidence Intervals: The difference (T-R) between
drug formulations LSM was calculated for log-transformed
pharmacokinetic parameters AUCO-t, AUCO-inf and Cmax of Bupropion
along with standard error of difference. The geometric mean ratio (T/R)
was expressed in percentage by taking the exponential (or antilog) of
difference of LSM. The geometric mean values were also reported for
AUCO-t, AUCO-inf and Cmax of test and reference products after back-
transformation to the original scale.

19. Demographic
indicators of the
investigated population
(gender, age, race, etc.)

Study No. ACT-16167
(Completing the bioequivalence study)
Category Treatment Groups
Test Product Reference Product
N =60 N =60
Age
(vears) Mean + SD 386+7.8 38.6+7.8
Range 25-55 25-55
<18 0 (0.0%) 0(0.0%)
Age
G
RN 18— 40 32 (53.3%) 32 (53.3%)
ROMA BIPHA——
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41 —-64 28 (46.7%) 28 (46.7%)
65-75 0 (0.0%) 0(0.0%)
>175 0 (0.0%) 0(0.0%)
Male 34 (56.7%) 34 (56.7%)
Sex
Female 26 (43.3%) 26 (43.3%)
Asian 0 (0.0%) 0 (0.0%)
Black 11 (18.3%) 11 (18.3%)
Race
Caucasian 49 (81.7%) 49 (81.7%)
Other 0(0.0%) 0(0.0%)
Mean + SD 26.34+2.45 26.34+2.45
BMI
Range 20.88-29.96 20.88-29.96
Hispanic or o g
Other Latino 60 (100.0%) 60 (100.0%)
Factors:  Non.Hispanic or "
Ethnicity | Nom - Eatino 0% b
20. Results of efficiency
= Reference Product Test Product (T)
Pharmacokinetic (R)
Parameter(s)
N| AM |SD CV% N AM SD CV%
g ” 60 |1005.10 {280.432|27.90 |60 (93621 |271.080 |28.95
(ng.hr/mL) ) : ? ; : -
AUCQ-inf
(ng.hr/mL) 60 1056.20 |287.957(27.26 |60 |989.23 [281.784 |28.49
Cinax (ng/mL) 60 | 85.85 22.120 |25.77 |60 77.94 | 21.178 |27.17
*Tmax (hr) 60 6.50 (4.50 - 11.00) 60 5.50(4.50 - 11.00)
ti2 (hr) 60 |24.05 6.466 |26.88 |60 23.83 7.950 33.37
Kei (hr) 60 | 0.03 0.012 [38.79 |60 0.03 0.016 |47.07
Tiag (hr) 60 | 1.86 0.748 [40.27 |60 2.56 0.611 23.89
AUCraio (%) 60 | 95.02 1.369 | 144 |60 94.57 1.836 1.94
Residual Area (%)| 60 | 4.98 1.369 [27.47 |60 5.43 1.836  [33.80
*: Median & range reported.
Test Reference Test/ n i
Parszlsr)leter Geometric] N |Geometric| N [Reference— 202 C:I (%) Int(l:; )C o
LSM LSM Ratio (%)| ,ower Upper
LnAUCo. | 897.63 | 60 | 966.70 | 60 92.85 |190.08 95.71 9.95

KOMiA BIPHA
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LnAUCy. 949.37 | 60 | 1017.51 | 60 93.30 | 90.54 96.15 9.86
inf
LnCrus 7537 | 60| 83.19 60 90.59 | 86.74 94.61 14.30

21. Results of safety

There were no deaths observed and no serious adverse events reported in
the study. A total of 10 adverse events were reported in the study. 03
adverse events were reported with test product administration, 06 adverse
cvents were reported with reference product administration and. 01
adverse events (i.e. screening no. 04-035 — Influenza Type Illness)
occurred prior to initial administration of investigational medicinal
products in the period 1 of the study. All 03 adverse events reported with
administration of test product were deemed by the Investigator as related
to the study product. Out of 06 adverse events reported with
administration of reference product, 05 adverse events were deemed by
the Investigator as related to the study product and 01 adverse event was
deemed by the Investigator as not related to the study product. One
adverse event (i.e. screening no. 04-035 — Influenza Type Illness) could
not be attributed to any of the study products administered as the adverse
event occurred prior to initial administration of investigational medicinal
products in the period 1 of the study and deemed by the Investigator as
not related to the study products. Out of 10 adverse events reported, 07
adverse events were mild in intensity and 03 adverse events were
moderate in intensity. All the reported adverse events were resolved
completely without any sequelae except for the adverse event for Rand#
2064 that was lost to follow up.

There were no reports of deaths observed during the study.

Based on the review of the clinical and laboratory safety data, both the
test and reference product were found to be safe and well tolerated.

22. Conclusion (asesmen

Based on the results, the ‘Test Product (T)” Bupropion hydrochloride
modified release tablets, 150 mg manufactured by Zdravlje AD
Leskovac, Serbia is bioequivalent to the ‘Reference Product (R)’
Elontril® 150 mg Tabletten mit veranderter Wirkstofffreisetzung
Bupropionhydrochlorid manufactured by Aspen Bad Oldesloe GmbH
Industriestrasse 32 in healthy, adult, human subjects under fed
conditions.

Both the test and reference product were found to be safe and well
tolerated,

Applicant
(Registration
Certificate holder)

(signature) |
(surname, name, father’s name)
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o Iopsiiky mpoBeieH s eKcriepTH3H
peecTpalifiHuX MaTepiaiis Ha JTiKapchki
3aco0H, 10 [0/IAI0THCs Ha AePIKaBHY
peecTpanio (IepepeecTpariro), a Takox
EKCIIEPTH3M MaTepiaiiB po BHECEHHS
3MIH JI0 peecTpauiifHux MaTepiamnis
IPOTArOM il peecTpaniitHoro
IOCBITYEHHS

(myHKT 4 posmimy IV)

3BIT
npo KJiHiYHe BUNPOOyBaHHHA

1. Hazga nikapcekoro
3aco0y (3a HassBHOCTI -
HOMEp

BYIIPIHOJI, Tabaerku 3 Mogndikosannm BHUBIJIbHEHHSIM, 110 150
Mr

peecTpaniifHoro

[I0CBiT4eHHS)

2. 3asBHHK 3AT «®apmuira» (UAB “Farmlyga™), Pecny6nixa Jlutsa

3. Bupobuuk BAJIKAHOAPMA-JTVITHULIA ALl (BALKANPHARMA-DUPNITSA

AD)
Byi. Camokoseko Iloce 3, Mymaums, 2600

bonrapis

4. Ilposeneni
ITOCIIXKEHHS ;

Tak HI X

SAKINO Hi, 00rpyHTYBaTH:

1) Tun nikapcekoro
3ac00y, 3a IKHM
IpoBoAMIIAcs abo
IUIAHYETHCS
peecTparis

L{st 3asiBKa CTOCY€ETCS TeHEPHIHOTO JIIKapChKOro 3acofy.

5. IloBHa Ha3Ba
KJIIHIYHOTO
BHIIPOOYBaHHS,
KOZIOBaHHUH HOMep
KITIHIYHOTO
BUIIPOOYBaHHS

Haspa mocmimxenns:

Binxpure, pannomizosane, JIBOCTOPOHHE NEPEXPECHE JOCIiDKESHHS
OioexBiBaneHTHOCTI Bynpomiony rizpoxsiopuny Tabnerok 3
MOIH(IKOBAHUM BUBLIBHEHHM, 110 150 Mr Yy CTaHi piBHOBaru y
3A0POBHX OPOCIMX CY0’EKTIB B yMOBaX MpHifoMy HaTILECEPIIE.

Konx nocmimkenns:;

ACT-16168 (Bepcis 1.0) /
: 0
KOMABIPHA 77, /
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6. ®aza KIiHIYHOTO
BHIIPOOYBaHHs

®@a3a I, locnimkenns 6ioekpiraneHTHOCT

7. Ilepion mposenenHs
KJIiHIYHOTO
BHIIPOOYBaHHS

Jlata mouarky mocmimxenns: 07.05.2018 p.

Jlara saxiHueHns mocimprenns: 08.06.2018 p-

8. Kpaiun, ne
[IPOBOAMIIOCS KIIIHIYHE
BHIIPOOYBaHHS

CIIIA

9. Kinpxkicts
IOCITIIKYBaHAX

Beworo 80 (49 woi. ta 31 xin. CTarti) 3710pOBHX AOPOCIHX CYO’€KTIB

10. Mera ta BTOpHHHI
LT KIiHIYHOTO
BUIIPOOYBaHHS

[IepBHHHOIO METOKO IBOTO TOCTiIKEHHS Oyi10 ominuTH
010€KBIBAIEHTHICTH TECTOBOTO npenapary Oynponiony Bynpomion
TiApoXIopu TabieTku 3 MoaudikoBaHUM BUBUIBHEHHAM, 110 150 Mr y
[OPiBHSAHHI 3 GioeKBiBaIEHTHICTIO pedepenTHOro npenapary
EJIOHTPUJI tabnerku 3 Momudikosammm BHBLIBHEHHAM, 110 150 Mr
(ELONTRIL 150 mg Tabletten mit verinderter Wirkstofffreisetzung)
micIis npuioMy GararopasoBHX IEpOPATEHUX 03 ¥ 3I0POBHX JHOPOCIHX
CyO’€eKTiB B yMOBax npuiiomy HaTInecepIie.

BTopHHHOIO METOI0 HOCIiIKeHHS OyJ10 oninuTH Gesneky Ta
T€PEHOCHMICTb TECTOBOTO IIPeNapary Ta pedepeHTHOro npenapary y
3/J0POBHX TOPOCIIUX CYO’ EKTIB.

11. [uzaiin
KJIIHIYHOIO
BUIIPOOYBaHHs

Binkpute, pannomizoBane, nozsiitne IIePEXPECHE TOCIIIIKEHHS
bioekBiBaneHTHOCTI y cTaHi piBHOBaru B YMOBaX IPHAOMY HaTIIECEpIIE.

12. OcuoBHi kpHTepii
BKITFOYEHHS

3110poBi 106poBoIBLI BikoM Bix 25 10 55 POKiB (061/1Ba BKIIIOYHO), 3
1H/IEKCOM MacH Tina Bix 18,5 1o 30,0 xr/m? (06uaBa BKJIIOYHO) i Barow
HE MeHIe 50 Kr, po3paxoBaHO0 5K (Bara B Kr)/(3pict y M%) 6e3 03HaK
TIEPBHHHOTO 3aXBOPIOBAHHS 200 KIIHIYHO 3HAYYIUX NATOIOr YHIX
I1aDOPATOPHUX MOKA3HUKIB B pe3y/IbTari CKPHHIHTY, sIKi 1aiu
II0OPOBLTBHY 3rOJly Ha yYacTh Y JOCIiKeHH i,

13. Nocnimkysanmit
niKapceKuii 3acio,
Ccrocid 3acTocyBaHHs,
cuna mif

bynpomiony rimpoxmopux tabneTku 3 MOIU()iKOBAHHM BHBITEHEHHSM,
10 150 mr

Bupo6uunrsa: 3apasne AJ] Jleckosar, Cepbis

(Zdravlje AD Leskovac, Serbia)

Jlo3a Ta cnioci6 3actocysanns: baratopasosi 103 TecToBoro IIperapary
Oy BBesIeH] IepopasHO 3 240 M1 Bom IIPH TEMIeparypi
HABKOMIIHBOIO CEPEIOBHINA BPAHILi OIUH pa3 y JeHs mpotsrom 0-8

JIHIB 32 yMOB NpUIfOMyY HaTIIECEpILE.

KOMISA BIPHA
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14, TIpenapar
[IOPiBHSHHS, 7034,
crocib 3acTocyBaHHs,
cua Jiii

EnonTpun® Tadnetku 3 MOH(IKOBAaHHM BHBUILHEHHSM, 110 150 MT,
Oynpomiony rizpoxopus (Elontril® 150 mg Tabletten mit veranderter
Wirkstofffreisetzung Bupropionhydrochlorid)

Bupobuunrsa: Acnern ban-Onprecio I'M6X IngycTpimrpacce 32-36,
23843 ban-Onpaecio, Himeuanna

(Aspen Bad Oldesloe GmbH Industriestrasse 32-36, 23843 Bad
Oldesloe, Germany)

Jlo3a ta crioci6 3actocyBanns: Baratopasosi gosu pedepeHTHOTO
npenapary Oy BBeneH] epopansHo 3 240 My BoId IpU TeMIeparypi
HABKOJIMIITHBEOTO CEPEIOBUIIA BPAHIIi OJJUH pa3 Y [AeHb mpoTaroM 0-8
JIHIB 32 yMOB NIpHIIOMY HaTIIECEPIIE.

15. CynyTHs Tepanis

He 3acTocoByerhes

16. Kpurepii ominku
eeKkTHBHOCTI

@apmakokinernyni napamerpu AUCO-TT(ss), Cmax(ss), Cmin(ss),
tmax(ss), Ct(ss), Cavg(ss), Cpd, konmusauus (% PTF), aMIuIiTyIa
KonmuBaHHd, Kel(ss) Ta t1/2(ss) Gynpomiony 6ymm oninerni ms
MOPIBHAHHSA G1010CTYIHOCTI GYTpPOIioHy TecTOBOro npenapary 3
GionocrymnicTio pedepentroro npenapary, BHKOPHCTOBYIOUH
CTaHJapTHY HEBIIIbHY MOJIEJb ¥ IIPOrpaMHOMY 3abe3reueHHi
Phoenix® WinNonlin Bepcii 7.0.

90%-Bui 1OBipuKit iIHTEPBAI CHIBBIHOIIEHHS TEOMETPHYHHIX CEPEIHIX
(T/P), oTpumanuii Ha OCHOBI aUCTIEpCiiiHOTO a"amizy ANOVA
norapudmiyHo TpanchopMoBaHUX hapMaKOKiHETHIHEX napaMeTpiB
Cmax(ss) ta AUCO-77(ss) ans 6ynpomiory, moBuHeH OyTH B Mexax
inTepBany npuitaaTHocti 80,00-125,00%.

BinnosigHo 1o posziny 6.8.2.2 CraTHcTHUHE OIiHIOBAHHS Ta KpuTepii
npuiHATHOCTI Kepisrunraa 3 Bunycky 3i sminamu EMA, icHye
MOXKJIBICTE PO3LIMPEHHS KPUTEPIiB MPHHHATHOCTI JUIst Cr(ss).
OckibKy cTaH piBHOBAry MOBHHEH GyTH JOCATHYTHH i 10BeeH i
KOHIEHTPALIEI0 IIPH nonepenil xo3ii (Cpd) BigrocHo m031 9 (1032 Ha
8 JleHb) y KOJKHOMY Iepio, pemTikaTHBHA MOJIeNb I napamerpa
C1(ss) Oyzne ananrosaHa THINE 3a JOTOMOTOKO 3pazka Cpd koxxHOTO
mepionty (no3a 9) sik mepine 3HaUCHHS C1(ss), a ocTanHiii 3pa3ok (3pa3ox
4epe3 24 roMHA TICTIs BBEICHHS J03H) KOKHOTO HEepioLy iK Jpyre
3HayeHHA C1(ss).

Taxum 9uHOM, 151 TOBTOpHA OIiHKA C1(ss) 103BOIUTE PO3IIUPUTH
KPHTEpii IPUIHATHOCTI ISl BOTO ApaMeTpa, SKIIO [e 3aCTOCOBHO.

17. Kpurepii ominku
Oesnexu

YIIPOJIOBIK YCHOTO MEPIOJY TOCIiUKEHHS 33 BCiMa cy0’exTamMu
CIIOCTEPIralH ISl BUSIBICHHS MOXIMBHX MOGIUHUX By, I 0TOBHHN
KITIHIYHANE JOCTiTHUK abo KBamiikoBaHui MeqaHmiH IIPEICTABHUK
3HAXO/MBCs Ha MICIli POBEICHHS TOCTiKEHH S IS BBEJICHHS 037 Ta
"CPryBaHHS IPOTATOM yChOTO A0ciimkenHs. [Tapamerpn sxurTeBo
BKIMBHX O3HAK OLIHIOBAIHM Yepe3 PiBHI IIPOMIKKH dacy, K 3a3HAYEHO
B IPOTOKOJI AOCTiLKeHHS. OIVIAH Mics JOCI KESHES, BKIFOYAI0YH
1abopaTOpHi OLIHKHY B JIeHb 3aKiHUEHHSs 10CITiKeHHS (EOS), 6ymu
3aBepIIeHi IpoTAroM 15 IHiB, K10 6Yi1a MOKIUBICTS TTONATBIIOTO
CIIOCTEPEIKECHHS 3a CY0'EKTOM.
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18. Cratuctruni
METO 11

Byino npoBezeno cratuctHunmii ananiz Jorapugmiugo
TPaHCHOPMOBAHHX (GapMAKOKIHETHIHIX apaMeTpiB 3a JOIOMOIOI0
[porpaMHOro 3abesnedeHHs SAS® Bepcif 9.4.

* Onucosa craructuka: Kinskicts criocrepexens (N), cepene
apuMeTHIRe, CTangapTHe Bimxunenns (SD), KoedinieHT Bapiamii
(CV%), Minimansre, Memianne, MakcHMalbHE Ta TEOMETPUYHE Cepe/THE
BHAYCHH:A OLIHIOBaNM 171 mapamerpis AUCO-T7(ss), Cmax(ss),
Cmin(ss), tmax(ss), Ct(ss), Cavg(ss), Cpd, xonupanms (% PTF),
aMIntiTya konusanns, Kel(ss) Ta t1/2(ss).

* Mucnepcitinmit ananis: Jucnepciitauii anamis (AN OVA) npoeoaumm
UL JIorapa(GMiuHO TpaHCHOPMOBAHUX (hapMaKOKIHETHYHUX napameTpiB
AUCO-77(ss), Cmax(ss) Ta C7(ss), BAKOPHCTOBYIOUH 3araJIpHy TiHIAHY
Moziens (ponenypa PROC GLM) SAS®. Mogems ANOVA Brmiouana
TOCIIiI0BHICTh, CY0’€KTIB, BKIAMEHHX Yy IOCITiIOBHICTS, nepioj Ta
JKYBaHHS K (iKcoBaHi edexTH.

Yei dikcopani epexru TectyBamu Ha piBHi 5% 3HAYYIIOCTI,
BHKOPHCTOBYIOYH 3a/THIIKOBY NOXHOKY (Cepe/IHbOKBapATHUHY
noMHIKy abo MSE) anamizy ANOVA sk TepMiH TOMHIIKH. Edexr
TOCIIIOBHOCTI TAKO3K TeCTYBaIH Ha piBHi 10% 3HAYYIIOCTI i3
BUKOPHCTAHHAM CEPEIHBOT CYMH KBa/IPaTiB Cy6'eKTiB, BKIIAJICHUX Y
OCITIOBHICTB, aHaTizy ANOVA 5K TEPMiH TIOMHJIKH.

Koxen mucnepciiiamii aHaii3 BRIIOYAB po3paxyHKH Cepe/HIX 3HAYCHb
HaliMeHIMX KBanpatis (LSM), pisHuIto Mix cKOpHroBaHHMH
CepeHiMU 3HAYEHHAMH KOMIIO3HILiH Ta CTAHIAPTHO TIOMUIKORO,
MOB'A3aHOIO 3 LI€I0 PI3HHULIEIO.

[Ipnvitka: ¥ npomy gocrimkenni C (ss) pO3paxoByBalH,
BHKOPHUCTOBYI0UH 3Ha4eHHA Cpd cranoM Ha 8 jieHb Ta 24-roauHHEHi
3pa30K IICIISI BBEICHHS T03H KOXKHOTO nepiojy. OTxe, B (bOMy

rocIti ke i 6yJ10 OTpUMAaHO B LiTOMY 4OTHPH 3HayeHHsT C(ss) 3
PETUTiIKATHBHAMH 3HAYEHHAMH JUTSL KOXKHOTO npenapaty (TTPP aGo
PPTT). Omxe, ne Oyiia penmikaTHBHA MOJIEND IS napametpa Cz(ss).
Tomy Gy.a obpana Binmosinna Mmoges ANOVA s [IPOBEJICHHS
CTaTHCTHYHOIO aHai3y 3a foromororo mponesypu PROC GLM y
[IporpamMHoMy 3abesneuenni SAS® (Bepcis 9.4).

Mozens ANOVA mae nBa piBHi nikyBanHs, YOTHPH PiBHI IepiofiB i aBa
PiBHI I10CITiTOBHOCTI.

Bximui nani g ANOVA sxmouanu g8i mocminosrocti TTPP i PPIT,i,
OTXKE, YOTHPH nepionu Oy BiHcaHi B HeoOpobeHuit Habip JaHuX.

19 T Ne nocnipenns ACT-16168
’ I[eMOFp a(bquI (TonoBHeHHs mocAinsKEHHS GioexBiBanenTHoCTI)
IMMOKa3HHKH §
‘ - Karteropin I'pynu-yuacuuku
JOCIILKYBAHO1
TTOILYJIATT T (crath, BIK, Tecmn;ﬁ nﬁlzenapa'r Pquepemi;;mﬁG :penapar
paca, Tomo) — —
Bi Cep. 3Hauenns + SD 37,9+8,5 379+8,5
iK
(poxu) .
Jianazon 25-55 25-55
<18 0(0,0%) 0(0.0%)
Bikosi rpynu
18 -40 41 (62,1%) 41 (62,1%)7
w1
o S
KOMNiA BIPHA AP g

/)'- __/7
g s




41 - 64 25 (37,9%) 25 (37,9%)
65-75 0(0,0%) 0 (0,0%)
> 75 0 (0,0%) 0(0,0%)
Yomoriva 42 (63,6%) 42 (63,6%)
Crarb
Kinoua 24 (36,4%) 24 (36,4%)
Asiarcnka 0(0,0%) 0(0,0%)
Yopua 4(6,1%) 4(6,1%)
Paca
€Bponeiichka 62 (93,9%) 62 (93,9%)
Inma 0(0,0%) 0(0,0%)
Cep. 3Hauenns + SD 26,24 + 2,64 26,24 £ 2,64
IMT
Hianason 18,74-29,93 18,74-29,93
Tnmi (akropu: JlaTunoamepukamnmi 66 (100,0%) 66 (100,0%)
€THIYHiCTE
Henarnroamepukanni 0 (0,0%) 0 (0,0%)

20. Pesynbratu
eexTHBHOCTI

Tabauus 1: Koporknii onuc

(hapMaKoKiHETHUYHHX T CTATHCTHYHHX pesyabTaTis

Oynponiony (N = 66)
apMaKo- PedepenTnnii npenapar (P) Tectobnii npenapar (T)
iHeTHUHMIi(i)
hapaserp() N | AM SD CV% | N | AM SD | cv%
AUCO-1(ss)
Hr*roz/v) 66 997,79 | 229,833 23,03 | 66| 93534 | 242,694 25.95
Cmax(ss) (ar/m) 66 105,13 25,345 24,11 | 66| 97,77 32,756 33,50
Cmin(ss) (ur/mm) 66 16,58 5,626 3393 | 66| 18,07 5,985 33,12
Cavg(ss) (ur/mn) 41,57 9,576 23,03 38.97 10,112 | 25,95
*Tmax(ss) (ron) 66 5,00 (3,00 - 6,50) 66 4,50 (3,00 - 8,50)
Komusanus (%) 66 | 21544 45,329 21,04 | 66| 204,02 | 49,144 24,09
AMIUIITY 12
konmBarisis (%) 66 | 586,78 237,386 4046 | 66| 483,29 | 227,568 47,09
Kel(ss) (1/ron) 66| 0,07 0,023 3346 | 66| 0,06 0,021 33,58
£1/2(ss) (rom) 66| 11,48 4,759 41,45 | 66 12,66 5,866 46,34
*: Jlaui MeJtiaHu Ta Jiara3oHy [0BiTOMIICHO.
[Tapamerp(u) CeomerpuuneN Teomerpuune| N Cnissinnomenns| g %-uit J[I [BHYTP
LSM LSM TecroBoro/ (%) Cv
TectoBoro PedepenTroro Pedrepentnoro ) | (%)
npenapary npenapary npenapaty (%) [HHzHii Bepxniii
5‘(‘;;;‘”0“' 90929 66| 97216 | 66|  93.53 90.42 | 96,75 | 11,67
Ln Cmax(ss) 93,59 66 102,04 66 9172 87.40 96,26/ 16,74
11—
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Tabauus 2: Koporkuii onuc (apMaKoKiHETHYHMX Ta CTATHCTHYHNYX pe3yabTaTis
JIKYBAHHA Ta penuiikauii ynponmiony

(Papmako- Pedepentuuii npenapar (P) Tecrosuii npenapar (T)
KineTHaHHi(i)
napamerp(u) N | AM SD CV% | N| AM SD CV%

Cz(ss) (Hr/Mﬂ) 132 18,36 5,974 32,54 W 21,43 7,860 36,68

TaGauusa 3: Koporkuii onue (hapMaKoKiHETHYHMX T CTATHCTHYHHX pesyabTaTiB
NiKyBaHHS GynponioHom

apmako- Pedrepenthuii npenapar (P) Tecrosnii npenapar (T)

inernuHuii(i)

apamerp(u) N AM SD CV% | N AM SD CV%
Cz(ss) (ar/mm)* 66 18,51 6,185 3342 | 66| 21,96 8,153 37,13
(Papmako- Peepentunii npenapar (P) TectoBuii npenapar (T)
KiHeTH HUII(i)

apamerp(n) N AM SD CV% | N AM SD CV%
Ct(ss) (ar/mm)# 66 18,21 5,800 31,84 | 66| 20,90 7,582 36,27

* KoHuenTpauii nepeji BBeeHAAM Ha 8§ IeHb BBAYAIOTCS 3Ha4yeHHsMu Ctau

# KoHteHTpauii uepes 24 roguuu micis BBCACHHA Ha 9 IeHb BBAXKAIOTHCA 3HAUEHHAMM Ctau
[pumiTka: ¥ uboMy KocTimKkeHHs napametp C(ss) 6yB pospaxopanuii 3 BHKOPHCTaHHAM 3HAY€Hb
Cpd Ha 8 nens Ta 3paska yepes 24 roxuuy mics BBEJIEHHA KOXHOTO mepiony. OTxe,
B LbOMY ZOC/KEHH] BYI0 OTPHMMAHO BCLOTO 40THpH 3Ha4yeHHs C(ss).

Tapamerp Ceomerpuanel N | Ieomerpueme | N CrisBignomenns| 90 o _puis Buytp.
LSM LSM TecroBoro/ Al (%) CV (%)
Tecrosoro Pedepentnoro PedepenTnoro
npenapary npenapary npenapaty (%) Huxn, (Bepx.Ped [Tecrt. [Komo.
LnC1(ss)? 20,10 66 17,41 66 115,40 110,57 [120,44(15,16]22,97| 21,24

*: Kpurepii BE Ctau 6y:1u npoananizosani perutikatuBHo, Tak sk CT(ss) GyB po3paxoBaHmit 3
BUKOPHCTaHHAM 3HaueHh Cpd Ha 8 nieHk Ta 3paska uepes 24 roquHH 1icis BREEHHS KOXXHOTO
nepiogy. Omxe, B IEOMY H0CTiKeHHi yN0 OTPHMAaHO BCHOTO HOTHPH 3HAYEHHS C(ss). Takum
4MHOM, OyJla BUKOPHCTAHA PETLTiKATHBHA MOENTE IS napamerpa C(ss).

21. Pesynbratu
De3nexu

[1ix yac mociiukeHHs BUMAKiB cMepTeit He crioctepiranocs. OmHak
cy6’ext Ne 3020 moBimomus mmpo cepitosne mobiune sBuine "BiggyTrs
posrybierocti" Ta "3arainbHe BiguyTTS OHIMIHHS/MOKOMOBaHHS" 18
TpaBHi 2018 p. 0 12:00, sxe 3apepmmocs onyxanuaM 18 tpasusa 2018
p. 0 12:30.

Besoro y ocnimkenni 6yio 3apeecTpoBaHo 63 moOIYHUX SBUIIL.
[oBinomiisAnocst npo 32 moGiguux sBwm (moB’s13anmX 3 20 cy6’exTam)
[IPA BBEJICHHI TECTOBOTO Ipenapary, Ta npo 31 nobiune SIBHIIE
(oB’s13aHe 3 25 cy6’exTamu) — TIPH BBEJICHHI pe(hepeHTHOro npenapary.
3 32 mobiuHuX SBUII, TIPO AKI MOBiTOMIILIIOCS IIPH BBEJIEHHI TECTOBOT'O
[Ipenapary, Z0CIi/IHUK BU3HAB 26 TOGIYHUX SBUI OB’ S3AHHUMH 3
ITOCIT1IKYBaHHM [IpenapaToM, a 6 — He OB’ SI3aHUMH 3 HUM.

3 31 mobiuHorO sIBUINA, PO AKi TOBiTOMIISITH IIPH BBEJICHHI
pedepenTHOrO Ipenapary, TOCIiAHAK BU3HAB 26 06I9HIX SIBHIIT

TIOB’ I3aHUMH 3 JOCITiIKYBAHHM [IpenapaToM, a 5 — He OB’ J3aHUMH 3
HIM.

3 63 moBigoMICHHX MOGIYHKUX SBUIN 46 Oynu jerkumu 3a
iHTeHCUBHICTIO, a 17 — momipHuMH. Vi 3apeecTpoBaHi nodivHi ABHIIA
3aBCPIIMITACE [IOBHUM OJy:KaHHSM 6€3 Oy Ib-AKHX HACIi/KiB, OKpim
ozHoro (To61o Cy6 ekt Ne 3039 — ITimsuinenmuit pisens AJIT), / r~

4 >
KOMIS BIPHA s

e o
/a'_,,._f"”f"' v



A0

PE3YJIBTAT KOTO HEBINOMHIH, TAK K HAJali CHOCTEPIraTH 3a cy6’ eKToM
He O6YJI0 MOXKIIHBOCTI.

[1ix Yac mocriDkeHHs BUNAIKIB cMepTel He criocrepiraiocs.

Ha mifgcrasi ormsny kiiHiga#xX Ta 11abOPaTOPHIX NaHHX TIPO Ge3IeKy
OyIto BusiBIeHO, 110 i TecTOBUH, i pedeperTHHI [penapaTH €
Oesnednnmi Ta MaroTh 106y IEpeHOCHMICTS,

3a pesyabratamu "Tectosuii mpemapar (T)" Bynpomiony rispoxmtopun
TabJeTKH 3 MOAM(bIKOBAHMM BHBLIbHEHHM, 110 150 Mr BUPOOHHUIITBA
3npasne AJl Jleckosan, Cep6ist € 6ioekBiBaTeHTHIM "Pepepentaomy
upenapary (P)" Enontpun® rabnetku 3 MogudikoBanmm BUBIIbHEHHSM,
o 150 mr (6ynpomiony rigpoxsopus) BupobuunTBa Acten Baj-
Ombzecno I'm6X Inxycrpimpacce 32 y 3JI0POBHX, JIOPOCIHX CY(’EKTIB
33 YMOB IIPHIOMY HaTIIeceple Y CTaHi piBHOBATH.

byJ10 BUsBIIEHO, 110 i TecTOBHIY, i peepenTHHUIA IIpEnapaTH €
OesneyHnMu Ta MalOTh 106PY EPEHOCHMICTE.

22. BucHoBok
(3axuTroYeHHs)

3assBHUK (BJIaCHUK
PEECTPaIifHOTO TIOCBITUEHHS) Aneimanmac Kyncmic /nionuc/
(mmigmmac)
(TIIB)

/mevamra/ 34T « apmanizay, Binvhioc,
Pecnybinka JTumea

L]eti doxymenm nepexnadeno na YKpaincoKy mosy nepexnadayem beanapsin Anyw Apymionieroio
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT

on clinical trial

1. Name of medicinal product (if
available - Registration Certificate

number)

BUPRINOL,

modified-release tablets, 150 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3. Manufacturer

BALKANPHARMA - DUPNITSA AD
3 Samokovsko Shosse Str., Dupnitsa, 2600

Bulgaria

4. Conducted studies:

yes  no  ifno, justify

1) type of medicinal product, for which
registration has been conducted or

planned

This application is for generic.

5. Full name of clinical trial, code
number of clinical trial

ACT-16168 An open label, randomized, single dose,
steady state, two way crossover bioequivalence study
of Bupropion hydrochloride modified release tablets,
150 mg in healthy human, adult subjects under fasting
conditions,

6. Clinical trial phase

Phase 1, Bioequivalence Study

7. Period of clinical trial conduction

07/05/2018-08/06/2018

8. Countries where clinical trial has been |[USA
conducted
9. Number of enrolled population 80

10. Aim and secondary goals of clinical
trial
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11. Design of clinical trial

12, Main criteria for enrollment

Healthy volunteers aged between 25 to 55 years (both
inclusive), having a body mass

index between 18.5 and 30.0 kg/m2 (both inclusive)
and weighing at least 50 kg,

calculated as (weight in kg)/ (height in m) 2 without
evidence of underlying disease or

clinically significant abnormal laboratory values at
screening and who voluntarily

consented to participate in the study.

13. Investigated medicinal product,
method of administration, strength

administration, strength

14. Reference product, dose, method of

Elontril 150mg Tabletten mit veranderter
Wirkstofffreisetzung Bupropionhydrochlorid

15. Concurrent therapy

16. Criteria for efficiency assessment

17. Criteria for safety assessment

18. Statistical methods

The statistical analysis of log-transformed
pharmacokinetic parameters was performed

using SAS® software, version 9.4., Descriptive,
Statistics, Analysis of Variance, Ratio Analyses and
Confidence Intervals

19. Demographic indicators of the
investigated population (gender, age,
race, etc.)

2

20. Results of efficiency

21. Results of safety

There were no deaths observed in the study. However,
for subject no. 3020 a serious

adverse event of “Feeling Confused” and
““Generalized numbness/Tingling Sensation”

was reported on 18/May/2018 @12:00 which was
resolved on 18/May/2018 @12:30.

A total of 63 adverse events from 34 subjects were
reported in the study. 32 adverse

events (related to 20 subjects) were reported with test
product administration and 31

adverse events (related to 25 subjects) were reported
with reference product

administration.

Out of 32 adverse events reported with administration

of test product, 26 adverse events
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were deemed by the Investigator as related to the
study product and 06 adverse events

were deemed by the Investigator as not related to the
study product.

Out of 31 adverse events reported with administration
of reference product, 26 adverse

events were deemed by the Investigator as related to
the study product, 05 adverse events

were deemed by the Investigator as not related to the
study product,

Out of 63 adverse events reported, 46 adverse events
were mild in intensity, 17 adverse

events were moderate in intensity. All the reported
adverse events were resolved completely

without any sequelae except one adverse event (ie.
Subject no. 3039 — Elevated ALT)

resolution is unknown as subject is lost to follow up.
There were no reports of deaths

observed during the study.

Based on the review of the clinical and laboratory
safety data, both the test and reference

product were found to be safe and well tolerated.

22. Conclusion (assesment)

Based on the results, the ‘Test Product (T)’ Bupropion
hydrochloride modified release

tablets, 150 mg manufactured by Zdravlje AD
Leskovac, Serbia is bioequivalent to the

‘Reference Product (R)’ Elontril® 150 mg Tabletten
mit veraenderter

Wirkstofffreisetzung (Bupropionhydrochlorid)
manufactured by Aspen Bad Oldesloe

GmbH Industriestrasse 32 in healthy, adult, human
subjects under fasting conditions in

steady state.

Both the test and reference product were found to be
safe and well tolerated.

Applicant (Registration Certificate
holder)

Mlawede |

(signature)
(surname, name, father’s na i
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