llepxaenuit State
ﬂ ﬁ:cnaptuui E:pert
HTp enter
MO3 Ypaihu MoH Ukraine

AKTYanbHI NUTAHHA:
NnoAibHICTb Ta BiAMIHHICTb NOHATb
«reHepUYHICTbY,
«Di0eKBiIBaIEHTHICTbY, «B3AEMO3aMiHHICTbY.

Hapia XXykosa
HayanbHWK YNpaBaiHHA eKcnepTmn3aun maTtepianis 3 6i0eKBiBaNE€HTHOCTI

NepxaBHU ekcnepTHUM ueHTp MO3 YKpaiHu




Hepxashvi v . v o
/e [eHepuYHUI NiKapCbKuMiA 3aCib (reHepuK)

feHepUUYHUM NiKapCbKUM 3aco0b60M € NiKapCbKni 3aciod, WO Mae
* TaKMMN CaMUM AKICHUM Ta KiINIbKICHUM CKNaA Aito4YnNX PEYOBUH i

* TaKy Camy NiKapCbKy dopmy, WO N pedepeHTHUN NiKapCbKUU

3acio,
* Ta 4yma OioeKBiBaNeHTHICTb 3 pedepeHTHMM JiKapCbKUM
3acobom noseaeHa BIAMNOBIAHNMM NOCAIAXKEeHHAMMU

6ioaoCTYNHOCTI




Hepxasinii
'ki“‘ym OCHOBHI NONOXEeHHSA

» Pi3Hi coni, npocTi Ta cknagHi edipun, isomepu, cymiwi isomepis, KOMMNAEKCH
abo noxiaHi Aitoyoi peyoBMHU BBAXKAIOTbLCA TIED X Ail0YOK PEYOBMHOIO 33
YMOBM, WO BOHM CYTTEBO He BiAPI3HAIOTLCA 33 B/IACTUBOCTAMM 3 TOYKM 30pY
6e3nekun Ta/abo edpeKTUBHOCTI. Il MoBMHHA byTK iHPOpMaULifa

» Pi3sHi nikapcbki dpopmu HeramHOro BMBINbHEHHA OPANbHOrO 3aCTOCYBaHHA
MOXYTb PO3rNAAaTUCA AK OlHA U Ta K Cama NiKapcbKa popma

» [ocnigXeHHs bOioeKBiBaNeHTHOCTI He BMMarawoTbCA, SAKWO J0BeAeHO
BiANOBIAHICTb FEHEPUYHOTO JIiIKAPCbKOro 3acoby BCTAaHOBIEHUM KPUTEPIAM,
3a3Ha4YeHUM Yy BignoBiAHUX AeTanbHUX HacTaHoOBaXx.




HepxaBnuuit State
Excneprhuii Expert

W [1PMKNAON BUMOT A0 OOKa3y eKBiBa/IEHTHOCTI Y1 BioeKBiBaIEHTHOCTI B 'bic

MO3 Yxpaitu . . j_l q) v Iﬂl P MoH Ukraine
010€KBIBaJICHTHICTh
NMOPiBHSUIbHI . NOPiBHAJIbHI NMOPiBHAJIbHI NOPiBHSUIbHI
I IRE dbapmakokiHeTn4 DO I bapmakoaruHaMivHi KJIIHIYHI AOCHIIKEeHHS IN
e€KBiBaJIEHTHICTDH .p . BCK P . . .
HI JOCJIiIKEeHHS HOCJIIIKEHH S HOCJI/I2KeHH S vitro
TBepaa JI® HeramHoro
BHUBIJIbHEHHSl CUCTeMHOI 1il, I  HemocTarHbO JIOCTAaTHbO JOCTaTHbO HEJ0CTATHbO HEJ0CTATHbO HEJI0CTATHHO
a0o III knac 3a BCK
TBepaa JI® HeramHoro
BHUBIJIbHEHHSI CHCTEMHOI Jil, HEJOCTATHBO JIOCTAaTHbO HEJ0CTATHHO HEJ0CTATHbO HEJ0CTATHbO HEJI0CTATHHO
IT a6o IV kaac 3a BCK
TBepAa JI® moaugikoBaHOro
. e HEJ0CTATHHO JIOCTAaTHbO HEJ0CTATHHO HEJ0CTATHbO HEJ0CTATHbO HEJI0CTATHHO
BHUBIJIbHEHHSI CUCTEMHOI il
JIOCTATHBO IPU
HEBUKOHAHI BUMOT
NnepopaJibHi pO34YMHHA JIOCTAaTHbO 10/10 HEJI0CTATHBO HEJ0CTATHbO HEJOCTATHbO HEJI0CTATHBO
dbapmareBTHIHO1
€KBIBAJICHTHICTI
MEPIIUN KPOK -  JIPYTAM KPOK - TPETIN KPOK -
. JOCTAaTHBO MPU  AOCTaTHHO IIPHU JNOCTATHBO MPHU
IHraJsITOpHN . . HEJOCTATHBO HEJO0CTAaTHbO : HEJOCTATHBO
BUKOHAHHI BUMOT BUKOHaHHI1 BUMOT BUKOHAHHI BUMOT [0
JI0 THTQJISTOPIB  JO IHTAISITOPIB IHraJIsATOPiB
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State

.kié':é‘n’:::::: [MpuUKNaay BUMOr A0 AOKa3y eKBiBaSIeHTHOCTI UM BioeKBiBaNEeHTHOCTI B -l:ig;;m
i 3anexHocTi Bia, J1P Ta Bnactusocten [P

MoH Ukraine
1T 33 ymoswm
BUKOHAHHA BCiX BUMOT
A0 npoueaypu
bioBenBep Ha nigcTasi
BCK

COPYRIGHT® AN «AEPHABHUIM EKCNEPTHU LIEHTP MO3 YKPAIHW»




HlepxaBHuit State
ExcnepThuit Expert

o e Memantine film-coated tablets 5, 10, 15 and 20 mg, oral solution 5 mg product—specifichf,;,'“,j;mm

MO3 Ypaihu ) ) i
bioequivalence guidance

Disclaimer:

This guidance should not be understood as being legally enforceable and is without prejudice to the need to ensure that the data submitted in support of a
marketing authorisation application complies with the appropriate scientific, reqgulatory and legal requirements.

Requirements for bioequivalence demonstration (PKWP)*

BCS Classification*# BCS Class: [ 1 [ 111 [ neither of the two

Background: memantine is a high solubility compound with complete absorption.

Bioequivalence study design single dose
in case a BCS biowaiver is not feasible or Cross-over
applied

healthy volunteers

[ fasting [] fed [ ] both [] either fasting or fed

** This tentative BCS classification of the drug substance serves to define whether in vivo studies seems to be mandatory (BCS class II and IV) or, on the
contrary, (BCS Class I and III) the Applicant may choose between two options: in wvivo approach or in vitro approach based on a BCS biowaiver. In this latter
case, the BCS classification of the drug substance should be confirmed by the Applicant at the time of submission based on available data (solubility
experiments, literature, etc.). However, a BCS-based biowaiver might not be feasible due to product specific characteristics despite the drug substance being
BCS class I or III (e.g. in vitro dissolution being less than 85 % within 15 min (BCS class III) or 30 min (BCS class I) either for test or reference, or

unacceptable differences in the excipient c:c:rnpu::sitinn}.|
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IIpuKjaau BUMOT 10 J0KA3Y eKBIiBAJEHTHOCTI YU 0i0€KBiBAJEHTHOCTI
B 3aJ1e:xkHOCTI Big JI® Ta BiaacruBocreii /1P

e

3a YMOBW BUKOHAHHA BCiX
BUMOT A0 dapMm.eKB.

332 YMOBM BMKOHAHHA BCiX
BMMOT 00 papm.eKB.




ﬂ Feraerrand
Lienp
MO3 Yipaiku
 [eHepUYHUM npenapar e 3aBXAau Konisn
opuriHanbHoro/pedepeHTHOro npenapary.

* Bubip niaxoay o aokasy BE/reHepuyHoOCTi 3aneXuUTb Big,
Bnacrtusocten AP ta J10.

* leHepuyHicTb Ta 6ioeKBiBaZIEHTHICTb LEe  TOTOXHi
NOHATTA.
* OAUVH reHepUK He € KOMI€EK IHWOro reHepuKa.

* [lopiBHIOOTb 3aBXXAM reHepuK i
opuriHanbHui/pedepeHTHUM npenapar.




Hlepxaenuit

Excneprhuii
h Lentp

MO3 Yipaiku

EMA

Requirements for bioequivalence demonstration (PKWP)*

BCS Classification**

BCSClass: [ ] 1 [] III

Background: Apixaban is a compound with incomplete absorptior
not allow its BCS classification. If the applicant generates the solu
according to the BCS criteria as highly soluble, apixaban could be
BCS-based biowaiver could be applicable.

[] Meither of the two

applied

Bioequivalence study design

in case a BCS biowaiver is not feasible or

single dose

Cross=over

healthy volunteers

[X] fasting [] fed [J both [ either fasting or fed

Strength: 5 mg

Active Ingredient:
Dosage Form; Route:
Recommended Studies:

Mpuknaa, Apixaban film-coated tablet 2.5 and 5 mg

FDA

Apixaban

Tablet; oral
Two studies

Type of study: Fasting

Design: Single-dose, 2-way, crossover in vivo
Strength: 5 mg

Subjects: Healthy males and non-pregnant females

Additional comments: All subjects should be tested
partial thromboplastin time (aPTT), and creatinine ¢
results should be within normal range, and the CrCl
mL/min for all subjects before dosing in order to pre
bleeding.

Type of study: Fed

Design: Single-dose, 2-way, crossover in vivo
Strength: 5 mg

Subjects: Healthy males and non-pregnant females
Additional comments: Same as comments above
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WHO - Quality Assurance of Medicines Terminology
Database - List of Terms and related guideline

B3aemo3amiHHUI NiKapCbKuit 3acib — Lie TepaneBTUYHO
eKBiBaJIEHTHUW A0 pedepPEeHTHOro NiKapCcbKoro 3acoby Ta
AKMN MOXKe 3aMiHIOBATU MOro Y MeAUYHIN NPaKTUL,

Title 21 of the Code of Federal Regulations (CFR) - Applications for fda
approval to market a new drug

Tepanesmuy4Hi ekgisasieHMU - Uue 3aTBepAKeHi NiKapcbKi npenapaTu, AKi €
bapmMaLeBTUYHUMKM EKBIBaJIEHTAMMK, ANA AKUX Oyno NPoAEeMOHCTPOBAHO
Gi0OeKBIBANEHTHICTb, i, AK OYiKYETbCA, BOHNU MATUMYTb TaKUN XKe KNiHIYHUN
edbeKT Ta npodinb 6e3nekn npum BBEAEHHI NauUiEHTamM B YMOBaXx,
3a3Ha4YeHMX Y MapKyBaHHI.




HlepxaBHuit
Excneprhui

Lenp
MO3 Yxpainu

IIpyUHUMIY BU3HAYECHHSA T€HEPUYHOI 3aMIHHU JIKAPCHKHUX
3aC00iB B Pi3HMX KpaiHax CBiTy

Ko noka3sy ekBiBajieHTHOCTI

Cnucok 3amMinaux JI3

BigmiTka moao

Hep:xaBa . IpuHounu . BilILIKO1yBaAHHSI
HasiBHiCTD HasiBHicTB Kpurepii BKIIOUYEHHS 10 CIIUCKY ]
KOJYBaHHS BaprocTi JI3
O H i Hi BIICYTHI TaK peecTpariis BiIMOBiTHO 10 Cy4aCHHX PEryISTOPHEX BHMOT Hi
[IIBersa HI BIICYTHI Tak peecTpallis BIINOBIIHO 710 Cy4acHUX PETYIATOPHUX BUMOT Hi
Jlanis Hi BiﬂcyTHi TaK peecTpars BATIOBITHO 10 CY9aCHUX PETYISITOPHAX BUMOT TaK
CDpaHIIiH HI BiﬂcyTHi TaK peeCTparts BITIOBITHO 10 CYIaCHUX PETYSITOPHAX BAMOT H1
Ipnanmgis H1 BIICYTHI TaK pEeECTpaLyst BIITIOBITHO 1O CY4aCHUX PETyJSITOPHUX BUMOT Hi
Hopgeris Hi BIICYTHI Hi BIICYTHI TaK
JlatBisa H1 BIICYTHI H1 BIZICYTHI TaK
Ectonis H1 BIICYTHI H1 BIICYTHI TaK
CnoBauyunHa H1 BIICYTHI Hi BIICYTHI Hi
CnoBeHis Hi BIICYTHI H1 BIICYTHI TaK
[Mompmia H1 BIICYTHI Hi BIICYTHI Hi
Hinepnannu H1 BIICYTHI H1 BIICYTHI H1
[cranis Hi BIICYTHI Hi BIICYTHI Hi
binopych Hi BIICYTHI Hl BIICYTHI H1
beneris H1 BIICYTHI Hi BIICYTHI H1
peecTpartis 10 i
) micyst 1984 pok . ) ) .
CIIA H1 . P . y H1 BIICYTHI H1
Ta iHopmarris
mono tumy JIO

BUKOPHUCTAHHA CJaNAIB 0€3 MOro1KeHHS 3a00POHEHO
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J13, AKi, AK NpaBWNO, He BK/IOYAOTb 40 3aMiHU

Hanpuknag,

npenapaTtu BapBapuHY,
cepuesi rMiko3nam,
aHTUAPUTMIYHI NpenapaTy,
npoTueninenTUYHI NnpenapaTu
IMYHOCYNpeCcaHTu

bionoaibHi /13
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Hlepxasuuii State

ExcnepTHmit Expert
Llentp ) Center
MO3 Yxpaitu MoHUkraine

[AaKkyto 3a yBary!
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