(ITopsaok jonoBHEHO J0aTKOM 28 3TiIHO 3 HAKA30M
Minictepcrea oxoponu 3n0pos's Vipainu sia 27.06.2019 p. N 1528)

Honartoxk 29

710 TTopsiiky MpOBEACHHS €KCIIEPTU3N peeCTpaliiHiX MatepianiB Ha miKapchbki 3acobu, o
MOAAIOTHCA HA IEPIKABHY peecTpaLlito (MepepeecTpallifo), a TAKOK eKCIEPTH3N MaTepiatis npo
BHECCHHS 3MiH 10 peecTpaLlifHiX MaTepianis npoTarom aii peecTpauiifHOro noceiqueHHs
(myHKT 4 pozainy IV)

3BiT npo KokAiHIuHI HOCHiAKeHHR

1. Hassa nixapcbkoro 3aco0y (3a

HaABHOCTI - HOMep peecTpariiiHoro Anikpan® tabyieTku mo 50 mMr
MOCBIAYEHHS):

1) Tvn nikapebkoro 3acoby, 3a sKUM
NpoBoauIacs abo MiIaHyeThbCs ['enepuunuii JlikapcbKuii 3aci6, 0 JHOKOMIIOHEHTHMiT
peecTpallis

2) npoBeleHi JOCTiIKEeHH TaK _E g AKLLO Hi, 0OTpYHTYBaTH
p PYHTY

Dapmakosoriuti, hapMakoKiHeTHUHI 60 TOKCHKOMOTIUHI JOCIiIKEHHS He TPOBOTHITHCS,
OCKITBKH Ipenapat Bkitoyac B cebe API, skuil Mae J0CTaTHBO JOKYMEHTOBAHOTO
MaIieHTCHKOro 0CBINy BUKOPUCTAHHS, TOMY AOCIiKEHHS Ge3NeKyH Ha TBAPHUHAX He
noTpibHi; npore, niTepaTypHi JaHi OKPEMHUX KOMIIOHEHTIB HaBCACHI B Moayni 2.4.

2. ®apmakoJoris: -

1) nepBuHHa dhapmakoaHHaMiKa -

2) BropuHHa (hapMaKogMHaMika -

3) dapmakomoris 6e3neku -

4) dapmakoanHaMi4YHI B3aeMOIT -

3. ®apmakokiHeTHKa:

1) aHamiTHYHI METOAMKHU Ta 3BITH
o10 ix Bayijgamit

2) BCMOKTYBaHHS -

3) poznogin -

4) meTabomizm -

5) BUBEOCHHS =

6) hapmakoKkiHeTHUYHI B3aeMOIiT
(moxmiHiuHi)

7) iH1i hapMakoKiHEeTHUHI
JOCIIAKEHHS

4. TokcukoJtoris:

1) TOKCHYHICTE Y pa3i 0JJHOPA30BOIO
BBE/ICHHS

2) TOKCHYHICTb y pa3i MOBTOPHUX
BBE/ICHb




3) reHOTOKCHUYHICTh:
in vitro

in Vivo (BKTIOYaIOUYM 10aTKORY
OIIHKY 3 TOKCHKOKIHETUKH)

4) KaHIEPOTEHHICTh:

JAOBTOCTPOKOBI AOCTIIKECHHS

KOPOTKOCTPOKOBI AOCTIKEHHS ab0
JOCIIDKEHHS CEPEIHBOT TPUBAITOCTI

J0JaTKOBI JOCIIKEHHS

5) penpoayKTHBHA TOKCUYHICTE Ta
TOKCHYHMH BITHB Ha PO3BUTOK
IIOTOMCTRBA:

BIUTUB Ha QEPTHIABHICTE i paHHii
eMOpioHaNbHHI PO3BUTOK

eMOpIOTOKCHYHICTE

NpeHaralbHa i MocTHaTalIbLHA
TOKCHYHICTE

JOCIIKEHHS, TP SKKUX Mpenapar
YBOIUTBCS TOTOMCTBY
(HecTareBO3pinUM TBapuHaMm) Ta/abo
OLIHIOETHCS BianeHa jis

6) MicueBa NEPEHOCUMICTh

7) AONATKOBI JOCTITKEHHS
TOKCHUYHOCTI:

AHTUIEHHICTh (YTBOPEHHS aHTHTLI)

IMYHOTOKCHYHICTE

JIOCTTI/KEHHS MEXaHI3MiB JTil

JiKapchbKa 3aj1exHicTh

TOKCHYHICTh MeTaloJTiTIiB

TOKCHYHICTE JOMIIIOK

iHwe

5. BUCHOBKH 11010 JOKJIIHIYHOTO
BUBYEHHS

3asgBHUK (BIaCHUK

(nié'rﬂnc)

MOCBITYEHHS)

peecTparliitHoro Zj’ ﬁ;}a% et fﬁ - 0/ %/
d

@1 1.ED




NON-CLINICAL STUDY REPORT

1. Name of the medicinal product (marketing
authorization number if any):

Alikval (vildagliptin), tbl. 50 mg

1) the type of the medicinal product registered or]
planned to be registered

Directive 2001/83/EC Article 10 (1)

2) conducted studies

No pharmacological, pharmacokinetic or toxicological
studies were conducted; drug product includes API for
which there is sufficiently documented human experience
of use, therefore safety studies in animals are not required;
nevertheless, literature data of the individual components
are provided in Module 2.4.

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical procedures and reports on their
validation

2) absorption

3) distribution

4) metabolism

5) elimination

6) pharmacokinetic interactions (non-clinical)

7) other pharmacokinetic studies

4. Toxicology:

1) single-dose toxicity

2) repeated dose toxicity

3) genotoxicity:
in vitro

in vivo (including additional toxicokinetics
assessment)

4) carcinogenicity:

long-term studies

short-term studies
or medium-term studies

additional studies

5) reproductive and developmental toxicity:

effect on fertility and early embryonic
development

embryotoxicity

pre-natal and post-natal toxicity

studies in which the drug is administered to
offspring (immature animals) and/or long-term
effects are evaluated

6) local tolerance

7) additional toxicity studies:

antigenicity (antibody production)

immunotoxicity

Mechanism of Action studies




drug dependence

metabolite toxicity

impurity toxicity

other

5. Non-clinical study conclusions

Applicant (Marketing
Authorisation Holder)

(signature)

Lukécsné dr. Sziray Nora PhD toxicologist
(Full name)

KoMt BIPHa

MEHEANEP 3 PEECTP

-~ pepaog M3
EBAOKUMOBA /i M




(Ilopsinok aonoBHeHo goxatkoM 29 3rigHo 3 HaKa30M
MinictepcTBa oxoponu 310pos's Ykpainu Bix 27.06.2019 p. N 1528)

Honatok 30

J0 Topsiaky npoBeeHHS EKCIIEPTH3H peecTpaliiiHuX MaTepiasiB Ha JlikapchKi 3acobu, 1o
MOJAIOTECS HA IEPIKABHY peecTpauito (epepeecTpaLito), a TakoK eKCIEPTH3H MarepiaiiB npo
BHECCHHSI 3MiH JIO PEECTPALlifHIX MaTepiaiB MpoTsarom aii peecTpauiifHOro MoCBiJ4eHHs
(nmyHkT 4 po3ainy V)

3BiT npo kainivHe BUNpoGyBanus

1. Haspa nikapcbkoro 3acofy (3a
HasBHOCTI - HOMEp peecTpauiiHoro
MOCBiT4YEHHS)

Anikean® Tabnaetku 1o 50 Mr (BingarminTHH)

3AT ®apmauertuunuii 3aso EI'IC, Yropuimna/

2. 3aaBHUK .
EGIS Pharmaceuticals PLC, Hungary
1. 3AT ®apmauertuunuii 3asoa EI'IC,
Vropuumua/ EGIS Pharmaceuticals PLC,
3, BiipoGhuic Hungary (Bunyck cepit)

2. CAT" Manydexuypinr, C.JI.V., Icnanis/ SAG
Manufacturing, S.L.U., Spain (moBHuit uukn

BUPOOHMIITBA)
. . SIKIO Hi,
4. TlpoBeaeHi JocifyKeHHS : B tak [ '
OOTpYHTYBaTH
I"enepuunmii TiKapChKHH 3acib,
1) Tun nikapcbkoro 3aco0y, 3a AKUM OJIHOKOMITOHEHTH Uil.
NpoBo/uiacs ado miaHyeTbes peectpamis | [inoraikeMmiuni cuHTeTHYHi Ta iHmI 3aco0w.

[uridiTopn aunentuauanenTuaasn-4.

5. [loBHa Ha3Ba KJIHIYHOIO
BUIIPOOYBaHHsA, KOJOBaHUH HOMEp
KJIiHi4YHOro BUNpoOyBaHHs

[TepexpecHe NopiBHAIBHE AOCITIIKEHHS
GiopoctynHocTi Bingarnintuny 50 Mr Ha
3I0pOBHX A0OPOBOIBIUAX HOJOBIYOT Ta KiHOYOT
crari/HaTuieceple. 3BiT Npo KiiHiuHe
nocnimkenHs NeVLI-P3-408

6. @aza KiiHiYHOTO BUMPOOYBaHHS

dazal

7. Tepion nipoBeieHHS KITIHIYHOTO
BUIIPOOYBaHHS

321.03.2016 o 30.03.2016

8. Kpainu, ne npoBoaniocs KiiHiuHe
BUNpoOyBaHHs

Kanana

9. KinbkicTs ociipkyBaHux

3amia”HoBana:24
¢daxkTuuna:24




10. Mera Ta BTOpHHHI LiNi KITiHiYHOTO
BUINPOOYBaHHs

Mertoro uporo gociikeHns 6y10 oLiHIOBaHHS
Ta NOPIBHAHHSA GI0AOCTYNHICTE a TAKOXK
BU3HAHHA 010€KBiBATEHTHOCTI IBOX Pi3HUX
(hopm BinmarninTHHy micis oaHOpazoBoro
MPUAOMY IEpOpanbHO HaTlecepie

I'1. luzaiin kiinivHOro Bunpo6yBaHHs

OnHoueHTpoBe, paniOMiz0BaHe, 01HOI030BaHE,
naboparopHe chine, 2-nepioaxe, 2-nociIoBHe,
TepexXpecHe AOCTIIKCHHS.

12. OcHOBHI KpUTEPIT BKIIOYEHHS

Cy0'exramu 6ynu 4oa0BikM abo KiHKH, BIKOM
He MeHue 18 pokiB, aje He cTapiue 65 pokis.
OCHOBHMMM KPUTEPIAMU BKIIHOYEHHS OyJIu:

* HeKypli abo KOTHIIHI Kypiii

* injexc Macu tina (IMT) >18,50 kr/m2 ta
<30,00 kr/m2

* BIICYTHICTb KJIiHIYHO 3HAYYINUX BiJXWIEHE HA
12-kananeniit EKT, BuKOHaHIH Ha novaTky
JOCTiIKEHHS

* HETaTUBHUIA TECT HA BATITHICTE AJIA )KIHOK

* 3JI0pOBHMIi 3a JaHUMHU icTOPiT XBOpoOH,
NOBHOTO (i3N4HOTO 06CTEKEHHS (BKIIOYAIOYH
JKHTTEBO BXKIIMBI NOKa3HUKK) Ta 1abopaTopHUX
JociijkeHs (3aranbHa 6ioximis, rematonoris tTa
aHasi3 cedi)

13. JlocnimkyBauuii nikapchkuii 3aci6,
crioci6 3acTocyBaHHs, cuiia Jii

Haspa: Anikpan® (Bimmarnintum)
Jlikapceka dopma/lllnax seeaenns:
TabJIeTKH/ OpaibHUit

PexuM: oHOpa3oBa 103a 50 mr
CepiaNe:VLD1502

14. Tlpenapar nopiBHAHHS, 1034, croci6
3aCTOCYBaHHA, cuna ail

Hazea: Galvus® (Bingarmintun)
Jlikapceka dopma/lllngax seejenns:
Tabnerku/opaasrHui

Pexxum: onHOpazosa qo03a 50 Mr
CepiaNe:B527

15. CynyTHs Tepanis

XKoanoro.

OObMexkeHHs, AKi 3aCTOCOBYHOTBCS 3 METOIO, 11100
YHUKHYTH MOKJIMBOTO BIUTMRY Ha BUMipHOBaHHS
KOHLEHTpalii npenapary, onucadi HUX4e:

* [Ipenaparu, 1o MOAMDIKYIOTE hepMEHTH, He
JIONyCKaJIHCs MpoTaroM 28 IHIB 0 NepIuoi 103u
Ta Mi/J Yac J0CIiAKeHHS.

» Jlixu, mo BiJIlyCKatOThCs 3a PEelenTom,
BUKOPHUCTOBYBAIUCS 3 METOK JTIKYBaHHS
3aXBOPIOBAHHS NpoTarom 28 JIHIB [0 BBEAECHHS
NePIOT J03W Ta i Yac JOC/HiKeHHs, 3a
BUHSATKOM BUINAJKIB, KOJIU FOJIOBHUI AOCIIIHUK




abo ynoBHOBaxkeHa ocoba He MpUIMYTh {HIIOro
pileHHs.

= bespeuentypui npoxykTu 3a6oponsiiucs
NPOTATOM 7 THIB 110 MEPINOT 03M Ta MijJ Yac
AocaipkenHs. Skuo Bitaminm
BUKOPUCTOBYBAIMUCS K Xap4oBi J00aBKH B
HeTepaneBTHYHMX J103aX (Ha JyMKY FOJOBHOTO
Aocnifinuka abo npH3HaueHoi 0cobn), BoHK
Morii OyTH mpuitHATI, ane ix cnix 6yio
NIPUIIMHUTH IoHaliMeHe 3a 48 roaud 1o
NEePLIOro MpUHOMY Ta MiJT Yac JOCHiIHKeHHS.

* CrloXUBaHHS aIKOrosmo 0ys1o 3a60poHeHo
MpoTAroM 58 roAvH nepe/1 KOKHOK 103010 Ta
MPOTATOM KOXKHOTO MEpiojy HAOCTiHKEHHS.

* Y 1boMy J0CiKEHH] JOIyCcKamics ML Ti,
XTO He KypHB a0o OyB y MHHYJIOMY.

« [y Ta Hanoi, mo micTsTe KCaHTHHH,
3a00POHEHO BIKMBATH MPOTATOM 58 oMK Tiepes
KOXKHOIO /10300 Ta [IPOTATOM KOKHOTO Mepiofy
JLOCITIIKEHHS.

« [y Ta Hanof, mo micTaTe rpefindpyr Ta/abo
MoMeI0, 3a00POHEHO BKUBATH TIPOTATOM 7 JIHIB
J10 TIep1oi 1034 Ta Iij] Yac JOCHiIKeHHS.

AKIo nicns nepuroi 103M npenapaty abo B
Oyab-AKHii Yac 10 3aKiHYEHHS JOCITiKEHHS
Oy10 BUKOPUCTAHO KM, BiAMiHHi Bix
3a3HAYEHNUX Y [IPOTOKOJI, TOTOBHHI JOCIIi IHUK
abo npusnaveHa ocoba Ta/abo croOHCOp MOBUHHI
OyJM BUPIIIMTH, 44 MOXHA JO3BOJIMTH Y6’ €KTy
3aTMILUTUCA Y JIOCTIDKEHHI 3aJIeXKHO Bij
BUKOPHUCTOBYBAHOTO TIpENapary, 4acy npuiomy
npenapaty Towo. Heobxiano 6yno 3asnayutu
npenapar i 103y.

Jlo3BosieHi cMCTEMHI KOHTpALEIITURHM Ta 3aMicHa
rOpMOHAJILHA Teparis.

16. Kpurepii oninku edextuBHOCTI

OcHOBHUMU (papMaKOKIHETHUHHMH
napaMeTpamu, sKi [PeACTaBIANM iHTEpeC 1S
1BOro gociimkenHs, Oyau Cmax i AUCO-T.
[Hwi napameTpu, Taki sk Tmax, AUC0-oo,
3anuiukoBa nioma, AZ i Thalf, noeunni Oynu
HajaBaTuCs JIUIIE I8 iHpOpMaLiMHUX ITi/TeH.
CraTMCTHYHMI BUCHOBOK LLIOJO BiIAAINTHHY
MaB Oa3zyBaTHCs Ha Miaxoli OioekBiBalleHTHOCTI
3 BUKOPUCTaHHSAM TaKMX CTaH/apTiB:




* CniBBiIHOUIEHHS FEOMETPUYHUX CEPE/IHIX
3HaveHs LS 3 Bignosignum 90% nosipuum
IHTEpBAIOM, PO3PaXOBAaHUM Ha OCHOBI
€KCMOHEHIIAILHOT PI3HUL MiX TECTOBHM i
€TAJIOHHUM TIPOJYKTOM /TS In-riepeTBOpeHux
napametpis Cmax i AUCO-T, yci manu 6ytu B
nianasoHi 6ioeksiBanenTHocTi Bix 80,00 10
125,00%.

17. Kpurepii ouinku Gesnekn

be3neky oUiHIOBAIH 32 IOMMOMOTOKO OLIHKH
NoGIYHUX ABUIL, CTAHAAPTHUX TabOPaTOPHUX
OLIHOK i piBHSA TTiKeMil.




18. CratucTuuni
METO/IH

Maremaruuna Mozieb i cratHeTHYHI MeTOIM BapMaKOKiHETHYHHX
napaMerpis

OcHoBHI MapaMeTpy NOrTMHAHHS Ta Po3NoAiny 6y po3paxosaHi 3
BUKOPUCTaHHAM HEKOMITAPTMEHTHOTO ITiIXOY 3 MPUITYIEHHAM
norapumidHOT TiHiHHOT KiHUEeBOT hasu. JIns owiHKK o mig
KpMBOK BUKOPUCTOBYBA/IM NpaBuilo Tpaneuii. Ouinka kinueroi daszu
GasyBanacs Ha MakcuMizauii koedilienta aeTepminarii.
DapMaKoKiHETHYHHMH TIapaMeTPamMM LLOTO AOCHiKeHHs Gy Cmax,
Tmax, AUCO-T, AUCO-o0, 3anmumkora mioma, AZ i Thalf.
Craructuynuii anaiiz GasyBaBcs Ha napameTpuuHii Mogeni ANOVA
(hapMakoKiHETHIHUX TTapaMeTpiB; ABOCTOPOHHIH 90% AOBipUmit
IHTEpBa/l CMiBRIHOIIECHHS reOMETPHYHMX cepeanix a1 Cmax,
AUCO-T i AUCO0-o0 Ga3yeascs Ha In-tpancdopmoBanux gaHux; Tmax
Da3yBaBcsl Ha HEMapaMeTPHYHOMY MiIXOi.

Mogens ANOVA:

®ikcoBani GakTopu: mocnifoBHICT, Nepio, NiKyBaHHs, IPeAMET
(BKJTa/IeHi B MOCITiJOBHICTB)

Kpurepii 6ioekBiBajieHTHOCTI:

CraTucTH4HMI BUCHOBOK NIOZO BUIIAMIINTHHY MaB Ga3yBaTHcs Ha
MiAX0/1i 010eKBiBAEHTHOCTI 3 BHKOPHCTAHHAM TaKMX CTaHApTiB:

* CHiBBiHOIICHHSA F€OMETPUYHNX Cepe/IHiX 3HaueHb LS 3
BifnoBigHUM 90% 10BipUUM iHTEpBAIOM, PO3PaXOBAHUM Ha OCHOBI
eKCTIOHEHLialIbHOT Pi3HUILI MK TECTOBUM i €TAIOHHUM MPOLYKTOM
ans In-nepetropenux napamerpie Cmax i AUCO-T, yci manu 6yTH B
Aianas3oni 6ioekBiBanenTHocTi Bix 80,00 mo 125,00%.

bezneka:

Onucoea cTaTUCTHKA.

19. lemorpadiuni
MOKa3HUKH
JIOCHi Ky BaHOT
MOMyJIAUii (cTars,
BiK, paca, ToLo)

Jue. lonatoxk|

20. PesynbTaTH
e(eKTUBHOCTI

DapMakoKiHETUYHI pe3yJILTATH:

OzHOLEHTPORE paH/1I0Mi30BaHe MOPIBHAIBHE MMOPIBHANLHE
JocuipKkeHHs 610/I0CTYITHOCTI 3 0JJHOPA30BOIO 103010, 3aCilIEHE B
nabopaTopHUX YMOBaX, Oy/0 MPOBeIeHO HATLIE 3a yYacTio 24
30pPOBUX YONORIKIB i *iHOK. [IIBUAKICTE i CTYMiHE BCMOKTYBaHHS
BUIArNTUHY BUMIPIOBAIH Ta TIOPIBHIOBAIIH TTIC/Is 0JHOPA30BOT 1031
(I x 50 mr) ocnimxysanoi Ta etanonHoi gopm. BiogocTynHicTs 1BOX
topm BinparninTuHy Oyna eKBiBaJleHTHOIO HaTlle. PesynsraTu
BUMIpPIOBaHb Ha OCHOBI 24 cy(0'cKTiB npeAcTaBieHi B 3BeIeHHX
TabIMLAX.

PesynbTati hapMakoKiHETHKH IEMOHCTPYIOTh, IO reoMeTpuuHi LS-
cepeani cripigHomenHs Cmax i AUCO-T BimgarminTHHY CTaHOBHITH
102,16% 1 97,42% Bignosigno. [{ns 06ox mapameTpiB BiamoBiaHuii
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90% nosipunii inTepran OyB BKiIIOYeHMi y KiamazoH eia 80,00% 10
125,00%.

Pe3ybraTi 1bOTO T0CTIIKEHHS BKAa3yIOTh Ha Te, IO KpHTepii
GioekBiBasIeHTHOCTI OyJIM BUKOHAHI, KON JIOCTIJDKYBaHY KOMITO3HUITIIO

Ta ETAIOHHUI TIPOJIYKT BBOIMIIN HATIIECEPLIE.
1

Pharmacokinetic Parameters
Vildagliptin

TEST REFERENCE
PARAMETER (n=24) (n=24)
| MEAN C.V. (%) MEAN C.V. (%)

Crax (N2/mL) 27335 (24.9) 266.28 (22.8)
In (Comax) 5.5791 (4.7) 5.5578 (4.3)

Tomax (hours) * 25 (0.50 - 5.00) 1.88 (0.50 - 5.00)
AUCqr (ng'h/mL) 1295.67 (19.3) 1330.53 (20.0)
In (AUCy.1) 7.1492 2.7) 7.1753 2.7)
AUCps (ng-h/mL) 1302.04 (19.2) 1336.57 (19.9)
In (AUCo.) 7.1542 @7 7.1801 (2.6)
Residual Area (%) 0.50 (58.7) 0.48 (65.8)
bz (hours™) 0.3998 (19.7) 0.4217 (17.8)
Tt (hours) 1.81 (22.2) 1.72 (27.0)

* median and range are presented

| | ° . - * g
GEOMETRIC LSMEANS * g
| INTRA- RaTio | LDMITS (%9
PARAMETER | SUBJECT il
CV.(%) | TEST | REFERENCE [ (*0) |
| LOWER | UPPER
(n=24) (n=24) '
G [ 210 264.83 259.24 10216 9177 113.72
AUCr | 70 1273.02 1306.73 97.42 94.11 100.8%

*umts are ng/mL for Couy and ng-h/'mL for AUCar

21. PesynbraTH
be3nexn

3araioM y JOCIHZXKEHHI B34JIM y4acTh 24 cy6’eKTH, yCi 3 AKHX
orpumaiu Tect (BingarninTtun) i Pedepenc (Ianpyc®).

Koanux cepitozunx nmodivynux aeuiy (SAE) i cMepTeibHUX BHIIANKIB
He OyJ10 3apeecTpOBAHO U1 JKOAHOIO 3 YYACHUKIB 11bOTO
aocnijpkenHs. Xozaen cy6'ekt He OyB BUIyYEHHH JOCTIIHUKOM 3
MipKyBaHb Oe3neKu.

3aranom npo 5 TEAE nosigomunu 4 (17%) i3 24 cy6’ekris, siki Opanu
yuacts y upomy gociijkerni. 3 unx TEAE 2 BuHuKIHA micis
BBEJICHHS TECTY, a iHIIi 3 — Mic/s BBEACHHA €TaJOHHOIO 3paska. Tpu
(60%) TEAE BBakanicst MOB'A3aHUMH 3 IPUHOMOM JTiKiB.

Y 1upoMy JOCTiXKEHHI NOBiIoMIANI0CsA PO HU3EKY YacTtoty TEAE.
Hadinmommmpenimum TEAE, npo sxuii nosizomisiocs B HboMy
JocigKeHHi, OyB rosioBHUH Oinb, skuit BiguyBamu 1 cy6’exT (4%),
AKUI OTpUMYBaB TecT, i 2 cy0’extu (8%), siKi OTpUMYBAIM €TANOH.
Pemra TEAE 3a3nanu He Ginbiue Hixk 1 cy6'ext (4%) Ha rpymny
nikyBaHHs. Broma crioctepiranacs micist BBejjeHns nuuie Tecty, Tozi
K Oinb y cnuHi cniocTepirases micnis BBejleHHs e EtanonHoro.
Yacrora TEAE Oyna oqHakoBoro Juis cy0’eKTiB, Ki OTPUMYBAIH TECT
(8%) Ta eranon (8%). 3axeoprosanicte TEAE, nos’szanux i3
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MPUIHOMOM HAPKOTHKIB, OyJ1a N0AiOHO 1A cy0 €KTIB, IKUM BBOAMIN
Tecr (8%) ta Etanon (4%).

TEAE, sixi cnoctepiranucs iz yac 10CTiKeHHS, BBKAINCS JICTKUMH
(475, 80%) i momipuumu (1/5, 20%) 3a intencurnictro. ITix yac
JOCITiIKEHHS JKO/CH i3 cy0 eKTiB He 3a3HaB cepitozHoro TEAE.

Yci anomaneHi Kninivni 1aGopaTopHi nokasHUKK Gynn He3HAYHO
BHIIMMHK ab0 HIKYMMM 3a IXHI HOpMaJIbHI JianazoHu, i OCTIAHUK He
BBKAB XKOJHE KIiHi4HO 3HauyMM. Kpim Toro, BuMiproBanus piBHs
TJTIOKO3H B KPOBI OYyJIM B MeXaxX HOPMHM [/ BCIX YYaCHMKIB 1[HOTO
JIOCITiIKEHHS.

Ilpencrasneni pe3ynbTaTi MOKa3ylOTh, IO BCi KPUTEPIT, SKi
BHKOPHUCTOBYIOTBCS U1 OLIIHKH Oi0€KBIBAICHTHOCTI MiXK
JOCITIKYBAHUM i €TATIOHHUM CKJIaJ[aMu, Oy/I¥ BUKOHAHI.
CuiBBifHOLIEHHS TECTY 4O €TATOHHOTO reoMeTpuyHoro LSmeans i
Bisnosinnuit 90% noeipunii intepean juis Cmax i AUCO-T 6ymu B
Mexax npuitasTHoro gianaszony six 80,00 go 125,00%.

Takum yrHOM, JocnifKyBaHa KOMNo3ullis (Tabnerka Bingarnintun 50
mr, SAG Manufacturing S.L.U, Icnanis s Galenicum Health, S.L.,
Icnanist) BBaykaeThest Gi0E€KBIBAIIEHTHOO €TAIIOHHIH KOMTIO3UIIIT
(Tabietka Galvus® 50 mr, Novartis Pharma GmbH (Himeuunna))
HaTLeceplie. .

3arajiom JOcCIipKyBaHi npenapatd Oyu 3arajioM Oe3neuHrMu Ta
00pe NepeHOCHITMCS YYACHUKAMM 1EOTO JA0CHTiDKEHHS.

22. BucHosok
(3aKrOueHHs)
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3adBHUK (BITACHUK 1
TTTHC)

peectpauiifHoro /,%}JZ s b % B O/’ /4

MOCBiI4EHHS) / (IL.1.B)
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CLINICAL TRIAL REPORT

1. Name of the medicinal [Vildagliptin 50 mg Tablets
product (marketing
authorization number if

any)
2. Applicant

EGIS Pharmaceuticals PL.C
SAG Manufacturing S.L.U, Spain
4. Conducted studies: yes no

1) the type of the
medicinal product
registered or planned to
be registered

3. The manufacturer

if not, justify

dipeptidyl peptidase 4 inhibitors

5. Full name of the Single Dose Crossover Comparative Bioavailability Study of Vildagliptin 50 mg
clinical trial, clinical trial [Tablets in Healthy Male and Female Volunteers/Fasting State

encoded number VLI-P3-408

6. Clinical trial phase Phase [

7. Clinical trial period  |from 2016/03/21 to 2016/03/30
8. Countries where the  |Canada

clinical trial was
conducted

9. The number of subjects|planned: 24
actual: 24

10. Goal and secondary
objectives of the clinical

itrial

The objective of this study was to evaluate and compare the bioavailability and
therefore to assess the bioequivalence of two different formulations of vildagliptin
after a single oral dose administration under fasting conditions.

11. Clinical trial design

Single center, randomized, single dose, laboratory-blinded, 2-period, 2-sequence,
crossover study.

12. Main inclusion
criteria

Subjects were male or female, at least 18 years of age but not older than 65
years.

The main inclusion criteria were:
* non- or ex-smokers
* body mass index (BMI) >18.50 kg/m2 and <30.00 kg/m>

* no clinically significant abnormality found in the 12-lead ECG performed at
study entry

* negative pregnancy test for female subjects

* healthy according to medical history, complete physical examination
(including vital signs) and laboratory tests (general biochemistry,

hematology and urinalysis)

Egis Pharmaceuticals PLC

H-1106 Budapest, Kereszturi it 30-38.

Postal address: H-1475 Budapest 10 P.O. Box 100
Postal address for invoices: H-1475 Budapest 10 P.O. Box 111

Phone: +36-1-803-5555

Company registration number: 01-10-041762
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13. Investigational Name: Vildagliptin
medhlcglal prodyc.t, . [Posage form/Route of administration: Tablet / Oral
method of administration, Regimen: Single dose of 50 mg

t th
SIeng Batch no.: VLD1502
14. Reference drug, Name: Galvus® (vildagliptin)
dosage, method of Dosage form/Route of administration: Tablet / Oral

administration, strength Regimen: Single dose of 50 mg

Batch no.: B5276
15. Concomitant therapy [None.

Restrictions applied in order to avoid possible effects on drug concentration
measurements are described below:

* Enzyme-modifying drugs were not allowed for 28 days prior to the first dosing
and during the study.

* Prescription medications used with the intention to treat a condition were not
allowed for 28 days prior to the first dosing and during the study, unless judged
differently by the principal investigator or designee.

* Over-the-counter products were not allowed for 7 days prior to the first dosing

and during the study. If vitamins were used as nutritional supplements in non-

therapeutic doses (judged by the principal investigator or designee), they may.
have been accepted, but they must have been stopped at least 48 hours before
the first dosing and during the study.

* Alcohol consumption was not allowed for 58 hours prior to each dosing and

during each study period.

* Only non- or ex-smokers were allowed in this study.

* Food or beverages containing xanthines were not allowed for 58 hours prior to

each dosing and during each study period.

* Food or beverages containing grapefruit and/or pomelo were not allowed for 7

days prior to the first dosing and during the study.

If a medication other than those specified in the protocol was used after the first
drug dosing or at any time before the end of the study, the principal investigator or
designee and/or the sponsor were to decide whether the subject was to be permitted
to remain in the study depending on the drug used, the time of drug intake, etc. The
drug and dose were to be noted.

Systemic contraceptives and hormone replacement therapy were permitted.

16. Efficacy evaluation |The main pharmacokinetic parameters of interest for this study were to be Cpnax and
- criteria AUCo.r. Other parameters such as Timax, AUCo., Residual Area, Az and Thar wWere
to be provided for information purposes only.

Statistical inference of vildagliptin was to be based on a bioequivalence approach
using the following standards:

* The ratio of geometric LSmeans with corresponding 90% confidence interval
calculated from the exponential of the difference between the Test and Reference
product for the In-transformed parameters Cmax and AUCo.; were all to be within
the 80.00 to 125.00% bioequivalence range.

17. Safety evaluation Safety was evaluated through assessment of adverse events, standard laboratory
criteria evaluations, and glycemia.

18. Statistical methods ~ |Mathematical Model and Statistical Methods of Pharmacokinetic Parameters

The main absorption and disposition parameters were calculated using a non-
compartmental approach with a log-linear terminal phase assumption. The
trapezoidal rule was used to estimate area under the curve. The terminal phase
estimation was based on maximizing the coefficient of determination. The
pharmacokinetic parameters of this trial were Cmax, Tmax, AUCo.1, AUCo-., Residual
Area, Az and Thar.

)
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The statistical analysis was based on a parametric ANOVA model of the
pharmacokinetic parameters; the two-sided 90% confidence interval of the ratio of]
geometric means for the Cmax, AUCo.r and AUC,.., was based on In-transformed
data; the Tmax was based on a non-parametric approach.

ANOVA model:

Fixed factors: sequence, period, treatment, subject (nested within sequence)
Criteria for Bioequivalence:

Statistical inference of vildagliptin was to be based on a bioequivalence approach
using the following standards:

* The ratio of geometric LSmeans with corresponding 90% confidence interval
calculated from the exponential of the difference between the Test and Reference
product for the In-transformed parameters Cmax and AUCo.r were all to be within
the 80.00 to 125.00% bioequivalence range.

Safety:

Descriptive statistics.
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19. Demographic indices
of the study population
(gender, age, race, etc.)
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20. Efficacy results Pharmacokinetic Results:
A single center, randomized, single dose, laboratory-blinded, two-way, crossover
comparative bioavailability study was conducted under fasting conditions on 24
healthy male and female subjects. The rate and extent of absorption of vildagliptin
were measured and compared following a single dose (1 x 50 mg) of the Test and
the Reference formulations. The bioavailability of the two formulations of]
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vildagliptin was equivalent under fasting conditions. The results from measured
data based on 24 subjects are presented in the summary tables,
The pharmacokinetic results demonstrate that the geometric LSmean ratios of Crnax
and AUCo.r of vildagliptin were 102.16% and 97.42%, respectively. For both
parameters, the corresponding 90% confidence interval was included within the
range of 80.00% to 125.00%.

The results of this study indicate that bioequivalence criteria were met when the
Test formulation and the Reference product were administered under fasted

conditions.
Pharmacokinetic Parameters
Vildagliptin
TEST REFERENCE
PARAMETER (n=24) (n=24)
MEAN C.V. (%) MEAN C.V. (%)
Cos (ng/mL) 273.35 (24.9) 266.28 (22.8)
h{Ca) 5.5791 @.7) 5.5578 (4.3)
i T (hours) * 1.25 (0.50 - 5.00) 1.88 (0.50 - 5.00)
AUCor (ngh/ml) | 129567 (19.3) 1330.53 (20.0)
In (AUCy.y) 7.1492 27 7.1753 2.7
AUCq. (ngh/mL) | 1302.04 (19.2) 1336.57 (19.9)
In (AUCo.) 7.1542 @7 7.1801 (2.6)
Residual Area (%) 0.50 (58.7) 0.48 (65.8)
)z (hours™) 0.3998 (19.7) 0.4217 (17.8)
Thaie (hours) 1.81 (22.2) 1.72 (27.0)

“median and range are presented

- s
GEOMETRIC LSMEANS * 0N CONERIENCE
INTRA- LIMITS (%)
PARAMETER |SUBJECT it
C.V. (%) TEST | REFERENCE | (%)
LOWER | UPPER
(n=24) (n=24)
Gl 219 264.83 259.24 102.16 91.77 113.72
AUCqy1 7.0 1273.02 1306.73 97.42 94.11 100.85

*units are ng/mL for Cya; and ng-b/mL for AUC,t

21. Safety results A total of 24 subjects entered the study, all of which received the Test (Vildagliptin)

and the Reference (Galvus®).

No serious adverse events (SAE) and no deaths were reported for any of the
subjects enrolled in this study. No subject was withdrawn by the investigator for
safety reasons.

A total of 5 TEAEs were reported by 4 (17%) of the 24 subjects who participated
in this study. Of these TEAEs, 2 occurred after administration of the Test and the
other 3 after administration of the Reference. Three (60%) TEAEs were considered
related to drug administration.

The TEAES in this study were reported with a low incidence. The most common
TEAE reported in this study was headache experienced by 1 subject (4%) dosed
with the Test and 2 subjects (8%) dosed with the Reference. The remaining TEAEs
were experienced by no more than 1 subject (4%) per treatment group. Fatigue was
experienced after administration of only the Test whereas back pain was
experienced after administration of only the Reference.

The incidence of TEAEs was the same for the subjects dosed with the Test (8%)
and the Reference (8%). The incidence of drug-related TEAEs was similar for
subjects administered the Test (8%) and the Reference (4%).

sl
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The TEAEs experienced during the study were deemed mild (4/5, 80%) and
moderate (1/5, 20%) in intensity. None of the subjects experienced a severe TEAFE
during the study.

All the abnormal clinical laboratory values were marginally higher or lower than
their normal ranges and none were considered clinically significant by the
investigator; Furthermore, blood glucose measurements were within normal range
for all subjects in this study.

22. Conclusion

The results presented show that the criteria used to assess bioequivalence between
the Test and Reference formulations were all fulfilled. The Test to Reference ratio
of geometric L.Smeans and corresponding 90% confidence interval for the C,.,. and

AUC..; were all within the acceptance range of 80.00 to 125.00%.

Therefore, the Test formulation (Vildagliptin 50 mg tablet, SAG Manufacturing
S.L.U, Spain for Galenicum Health, S.L., Spain) is judged to be bioequivalent to
the Reference formulation (Galvus® 50 mg tablet, Novartis Pharma GmbH
(Germany)) under fasting conditions.

Overall, the drugs tested were generally safe and well tolerated by the subjects

included in this study.

Applicant (Marketing
Autharisation Holder) M C(

(signature)

Anna Cseh, Medical Director
Egis Pharmaceuticals PLC

(Full name)
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