3BIT

PO TOKJTIHIYHI K0CTiKeHHA

' 1. Hazsa nikapcbKoro 3aco0y (3a HasBHOCTi — ‘ ®yasecrpauT EBEP ®apma
| HOMEDP PEECTPALifHOTO TOCBIMYEHHS): ' ‘

1) Tum miKapchkoro 3acoly, 3a SKUM | Temepuunuit mikapcekuit 3aci6 3rigHo myHKTY 1
npoBouiIacs abo IIAHYETHCS peecTpanis (mignyskry 1.3) posmimy III Ilopsaxy Hakazy
MO3 Vkpaiau Bix 23 mamas 2015 poky Ne 460.

| PebepenTauit nikapcekuii 3aci6: dazmonexc,
po3uMH Ui iH'ekmii, 250 mMr/Smm mo 5 mMn
! PO3YHHY B IONEPEIHBO 3aII0OBHEHOMY CKIITHOMY

mpuni (PIT B Vkpatui Ne UA/5440/01/01) ‘

; 2) npoBeneHi OCTIPKEHHS Hi.

Srimmo 3i crarrero  10.1  JupexTuru
2001/83/€C 31 3miHaMH Ta MOMpPaBKaMH, 3BIT
Ipo JOKJHIYHI JOCTIIKEHHS cynpOBomee!
|3a1BKy Ha PEECTpalilo 3a CKOPOYEHOIO
‘ HPOLEIYPOIO PO3UMHY JULA iH’ €Ki, MO MiCTHTB

(GyIBECTPAHT SK Ail09y PCIOBHHY.
‘ OpuriHansH#i TiKapChKHit 3acif |
(Pasnonexc, Actpa3eHeka) 3aTBEPIKEHO JIO |
. sactocysamnst B €C Ta CIIA. Bynmp-uxi|
BiMIHHOCTI MDK OpHTiHAJBHHM JIiKapCHKUM
3ac000M Ta TeHEPHUYHHM JIIKapChKUM 3aco00M
moJ0 iX SKICHOro Ta KiNBbKICHOTO CKiIamy, a|
TAKOX IIOAO IX IOUIBHOCTI Ta OCMOJISUIBHOCTi;

BIJICYTHI. Tomy  MoXxHa  cIpaBeAJIMBO
[PUILYCTHUTH, INO HE CIi O4YiKyBaTH OyIb-IKHX
po6iem.

OCKiZIbKM  TIOKa3aHHS OO 3aCTOCYBaHHS |
OpHMTiHAJIBHOTO  Jikapcbkoro 3acoby  Bxe
sapeectpoeadi B €C Ta CIIIA, 6e3neky
(GyTbBECTpaHTY MOXXHA BBaXKATH BCTAHOBJICHOIO.
| 3rigHo 3 «HacTaHOBOIO MOJO IOCIHiMKEHb
' 6ioeKBiBaIEHTHOCTI» (CPMP/EWP/QWP/
i 1401/98 Rev. 1), IOCTIKCHHA
’ 0iOeKBiBAIEHTHOCTI, K MpaBWIO, HE €
HEOOXiMHWMH JUI1 BONHHX PO3YMHIB AJA
napeHTepaibHoro BBejeHHA. OCKUIBKH — IIe
3aCTOCOBHE y NaHOMY BHIIAJIKY, AQEiHDKSHH
IIPOBOIFLINCS. 1
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2. ®apmakomoris:

' 1) mepsuHHa dpapMaKoVHAMIKA

'2) BropuHHA (hapMaKoUHAMIKA

3) dapmakooris 6e3neKu

4) papMaKoANHAMIYHI B3a€MOJI]

I

3. dapMaKoOKiHEeTHKA:

1) aHaniTHYHI METOITUKHY Ta 3BiTH IMOJO iX
Bayimanii

2) BCMOKTYBaHH:

3) po3mnoain

4) metabomizm

5) BuBeIeHHSA

6) bapMaKoKiHETHYHI B3a€MOAIT (HOKTiHIUHI)

7) inmn dpapMakoKiHETHYHI JOCIIDKEHHS

4, TokcHKOJIOrif:

1) TOKCHUHICTB Yy pa3i 0JHOPa30BOTO BBEJICHHS \

2) TOKCHYHICTB Y pa3i HOBTOPHHX BBEACHH

3) reHOTOKCHYHICTB:
in vitro

in vivo (BKIIOYAIOYH TOAATKOBY OLIHKY
3 TOKCHKOKIHETHKH)

' 4) KaHIIEpOT€HHICTD;

JIOBTOCTPOKOBI TOCIIiJOKEHHS

KOPOTKOCTPOKOBI JTOCJIiIXKEHHS 260
JOCTIPKEHHS CEPEAHBOT TPHUBAIOCTI

IOOATKOBI JOCIHHKEHHS

| 5) penpoXyKTHBHA TOKCHYHICTD Ta TOKCHYHUHA
| BILTHB HA PO3BAUTOK [IOTOMCTBA:! .

BILIMB Ha QepTHIBHICTS i paHHiH
eMOpioHaNBHUIN PO3BHTOK

€MOpiOTOKCHYIHICTD

| IpeHaTaIbHA i MOCTHATATbEHA TOKCHUIHICTD
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IOTOMCTBY (HECTaTEBO3PLIM TBapuHaM) Ta/abo
OLHIOETHCS BiimaneHa s

6) MicIieBa IEpEeHOCHMICTh

JOCITi/KEHHS, TIPX SKUX IIpenapaT YBOIUTHCA

7) ONATKOBI IOCIiPKEHHS TOKCHYHOCTI:

| aHTHTEHHICTh (YTBOPEHHSA aHTHTLI)
i _—

iMyHOTOKCHYHICTb

JOCTIKEHAS MEXaHI3MIB il
— =

JiKapchKa 3aJIeXKHICTh

TOKCUYHICTh MeTa0O0IiTIB

TOKCHYHICTH Z[OMiHIOK

inme

5. BUCHOBKH IMOZI0 JOKJIIHiYHOTO BHBYEHHI




3BIT

npo KJiHiYHe BHNPoOyBaHHH

1.Hazpa nixapchekoro 3aco0y (3a HasBHOCTi — | @yasecrpanT EBEP ®@apma
HOMEP PeECTpalifHoro MOCBiAIECHH)

-‘ 2. 3asBHHUK | EBEP Baninmxext I'M6X, ABcTpig
- __
. Bupo6uuxk EBEP ®apma €na I'M6X, HiMmeuunna

! 4. TIpoBemeHi JOCIiIKCHHS:

Hi.

Opurinaneauit Jikapeskmit 3aci6  (Dasnozmexc,
Actpa3eHeka) 3aTBEpKEHO 10 3acTocyBaHHsA B €C
ta CIIIA.

dasznogexc® — pozumn A1 iH'ekIii, 250 Mr/5 mMu
0 5 MI pO3YMHYy B IONCPEIHBO 3allOBHEHOMY
TIITPHIIL.

Byme-fxi  BigMiHHOCTI MiX  OpHIiHAIBHEM
JTIKApCHKEM 33aC000M Ta T€HEPHYHUM JiKapChKHAM
3ac000M MO0 TX AKICHOIO Ta KiIBKICHOIO CKIIALY,
a TaKoX IMOAO iX TYCTHHH Ta OCMOJILIBHOCTI
|BigcyThi (muB. Tabmumi 1 Ta 2). Tomy MoXHA |

CIpaBeUIMBO MPHIIYCTHTH, IMO HE CJiJ OYiKyBaTH |
| OyIp-gKUX IpodIEM. |
Tabmung 1. KinekicHuit ckiax Ha 1 Man

Ha3zga daznonexc® | OyasecTpaHT

inrpenmicHTiB EBEP ®apma
Fulvestrant 50,0 50,0
Eranon 96 % 100,0 100,0
Benzunbenzoar | 150,0 150,0
Coupt 100,0 100,0
OeH3UIOBUI
Omnis pumuHOBa | 70 1 M1 0 1 M

| Tabnung 2. Pe3ynbTaTh BH3HAYEHHS TYCTHHH Ta
| OCMOJISITHHOCT1

3pa3zox I'ycruaa | OcMoOIsILHICTD

; (r/em?) (MOcm/kr)

| ®azmomexc® | 0,9826' Jlani BijcyTHi

| ®ynBectpanT | 0,9823% Jani BigcyTHi
EBEP ®apma
'BE3HaueHo y  maprii Wﬁ'?-?_f—'i%eﬂapary |
®daznopexc® & TR N
’pusmaweno y saGopagopHii ; aprii. - ﬁ?ﬁ ‘




IIPOBOTAIIACA abo INany€TbCA pGGCTpaIIiSI

IIOKAa3HWUK TYCTHHU OyB BUKOPHCTaHUM SK OCHOBA
IUI1  PO3pPaxyHKYy  HEOOXimHOI  KUIBKOCTI
JOIIOMIDKHMX pEYOBHH. ['yCTHHa JIKapChKOTO
3aco0y He € BH3HAYEHUM  IIapaMeTpOM
cnenrdikanii. [yctiHa BUpPOOHHYMX mapTiH
MOX€ JIEINO BiAPI3HATHCS Bl  3HAYCHH,

HABEICHOTO Y TaOJIHIIL.

OckilbKH ~ MOKazaHHA 10
OpPHUTIHAJEHOTO  JIIKapCBKOTO 3acoly
3apeectpoBani B €C Tta CHIA, 6e3meky

GbyIBBECTPaHTY MOXHA BBaXKATH BCTAHOBJIEHOIO.

3rinao 3 «HacTaHOBOIO IMOMO JOCHiIKEHb
oioexsiBanenTaocti» (CPMP/EWP/QWP/1401/98
Rev. 1), mocmimkenus 6i0€KBIBaJICHTHOCTI, K

IIpaBHIIO, HE € HCO6Xi,I[HI/IMI/I JUIL BOOHUX pOS‘-H/IHiB
I IApCHTCPAJIBHOTO BBEACHHS. OcKinbKH e

3aCTOCYBAHHS |
BXE |

3aCTOCOBHE Yy JAHOMY BHIAAKY, JOCTI/DKEHHS HE |

(mipmyukry 1.3) posainy III ITopsinky Hakasy MO3
Vpainu Big 23 yumas 2015 poky Ne 460.

Pedepentnuit  mikapcekuit  3aci6:  Daszmozekc,
po3umH Ay in'exmii, 250 Mr/5 M1 o 5 M1 po3umHy
B IIONEPEAHBO 3alOBHEHOMY CIUITHOMY IIIIPHII
(Actpa3eneka IOK Jlimiten, Bemmka Bpuranis,

HOMEpH peecTpaniiHoro TIOCBiTYEHHS
' EU/1/03/269/001, EU/1/03/269/002, |
. UA/5440/01/01). |
5. IloBHa Ha3Ba KIIiHiYHOTO BPmpOG)’BaHH}I,i -
KOJOBaHUH HOMep KIIHIYHOTO BUIIPOOYBaHHS
6. ®aza KIiHIYHOTO BUIIPOOYBaHHS -
i 7. Ilepionr ~ mpoBemeHHs  KIIHIYHOTO 3 mo
| BUIIpOOyBaHHsl
'8. Kpaiau, ne npoBoamiocs KIiHIYHE -
BUIPOOYBaHHS
9. KinpkicTh JocHiKyBaHHUX 3aljJIlaHOBaHA:
daxTuuHa:

| - H
'10. Mera Ta BTOpUEHHI Il KIiHIYHOIO |

IL BUNPOOYBaHHS

| 11. Tn3aiin KJIHIYHOTO BUNPOOYBaHHS




'12. OcHOBHI KpuTepil BKIFOYCHHS

13. HocmipKyBsaumii likapchKmii 3aci6, crioci6
3aCTOCYBaHHS, CHJIA Jii

3aCTOCYBaHHSA, CHJIA JTil

14. Ilpemapar mOpiBHSHHA, [03a, CIOCIO

15. CynyTas Teparis

16. Kpurepii ominku eheKTHBHOCTI

17. Kpurepii oninxm 6e3mexn

' 18. Cratuctiuni Meronu

19. lemorpadidsi MOKa3HUKHU JOCIiKyBaHO1
momynswii (cTaTh, BiK, paca, TOIIO)

20. PesynmeTaTi €(heKTHBHOCTL

|21. PesynsTartu Ge3nexu

22. BUCHOBOK (3aKIIFO9EHHS)

3asgBHUK (BJACHUK PEECTPALiiHOTO MOCBiTUCHHS)




EVER Valinject GmbH

*'i EVER

=y WALINJECT

Non-Clinical Study Report Form

number, if any)

1. Name of the drug product
(Marketing  Authorization

Fulvestrant EVER Pharma

or planned

1) the type of medicinal
product for which the
registration was conducted

Generic medicinal product according to item 1 (sub-item 1.3)
of section Il of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460.

Reference medicinal product: Faslodex®, solution for injection
250 mg/5 ml in pre-filled syringes, 5 ml (Marketing Authorization
number UA/5440/01/01)

2) conducted studies

No.

The non-clinical report supports an abridged application for
marketing authorization according to Article 10.1 of Directive
2001/83/EC, as amended, for a concentrate for solution for
infusion containing fulvestrant as active substance,

The originator medicinal product (Faslodex, AstraZeneca) is
approved in the EU and in the USA. There are no differences
between the originator and the generic product with respect to
their qualitative and quantitative composition, as well as their
density and osmolality. It can therefore be fairly assumed that no
issues are to be expected.

As the indication of the originator has already been authorized
in the EU and U.S., the safety of fulvestrant can be considered to
be established.

According to the “Guideline on the investigation of
bioequivalence”  (CPMP/EWP/QWP/1401/98  Rev. 1)
bioequivalence studies are generally not required for aqueous
parenteral solutions. As this is applicable here, no study has been
conducted.

2. Pharmacology

1} primary -
pharmacodynamics

2) secondary ”
pharmacodynamics

3) safety pharmacology

4) pharmacodynamic
interactions

ek . "
Y GEBEP

3. Pharmacokinetics
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EVER Valinject GmbH ﬂ EVER
et VALINJECT

2) absorption -
3) distribution -
4) metabolism -

5) excretion -

6) pharmacokinetic =
interactions (non-clinical)

7) other  pharmacokinetic -
studies

4. Toxicology

1) single dose toxicity -

2) repeated dose toxicity -

3) genotoxicity: 2

— invitro

- in vivo (including -
additional toxicokinetics
assessment)

4) Carcinogenicity: -

— long-term studies -

— short-term studies or mid- -
term studies

— additional studies -

5) reproductive and -

developmental toxicity:

— effect on fertility and early -
embryonic development

— embryotoxicity -

— vprenatal and postnatal B
toxicity

— studies in which the drug is -
administered the offspring
(juvenile animals) and/or
late effect is assessed

6) local tolerance -
7) additional toxicity studies: -

- antigenicity (antibody " S zf‘\\
production) gﬁ . /.. e \ \}\
— immunotoXxicity = (4 «EBEP ﬂ\g
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— drug dependence

toxicity ef metabolites

1

toxicity of impurities

— other

5. Conclusions on mnon-clinical
study

Applicant (Marketing Authorization Holder) %Mff&v /MZ"‘" M

EVER Valinject GmbH

Oberburgau 3, 4365 Unterosh, Austra
Tel.: +43 7665 20 665 -0

Fax: +43 7665 20 555- 810

e+mat: officeBevarphamma com

Corrimertal Regiter Na.. AN 1505 y.
Regsstraticn Count: Drsinct Court Sazburg:

(signature)

Dr. Branislav Adamik

(Family name, given name, patronymic)

Bank detalls:

UniCredit S8ank Austria AG

BAN AT 1200 0100 1672 6787, BICSWIFT B}G’Lﬁ!‘m

syysp B\
= wEBEP 2 -_'-=‘\1
Tetpo Gepira 71

IvoXny

\

IBAN ATBZ 1200 D100 1672 1452, BIC SWIFT BRALLSTWYY (USD)
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Clinical Trial Report Form

any)

1. Name of the drug product
(Marketing Authorization number, if

Fulvestrant EVER Pharma

2. Applicant

EVER Valinject GmbH, Austria

3. Manufacturer

EVER Pharma Jena GmbH, Germany

*no -

Valinject GmbH

4. Conducted studies

No.
The originator medicinal product (Faslodex, AstraZeneca)
is approved in the EU and in the USA.
Faslodex® is the solution for injection 250 mg/5 ml in pre-
filled syringes, 5 ml.
There are no differences between the originator and the
generic product with respect to their qualitative and
quantitative. composition, as well as their density and
osmolality (see tables 1 and 2). It can therefore be fairly
assumed that no issueés ate to be expected.
Table 1: Quantitative composition per ml

Name of | Faslodex® Fulvestrant

| ingredients EVER
Fulvestrant 50.0 50.0
Ethanol 100.0 100.0
Benzyl benzoate | 150.0 150.0
Benzyl alcohol 100.0 100.0
Castor oil ad 1 ml ad 1 ml

Table 2: Density and osmolality results
Sample Density [g/cm’] | Osmolality

[mOsm/kg]

Faslodex® 0.9826" n.a
Fulvestrant 0.9823? n.a
EVER
!measured on Faslodex® Batch LW077
“measured on Lab Batch. This density was used as basis
for calculation of the required amounts of excipients.
The density of the drug product is not a defined
specification parameter. Density of manufacturing
batches might differ slightly from value in the table

As the indication of originator medicinal product has

d that safety and efficacy in this indication have

AW %rcady been authorized in the EU and US, it can be fairly
bec

s established.
cording to the “Guideline on the investigation of
guivalence” (CPMP/EWP/QWP/1401/98 Rev. 1)

.b(oﬁguwalence studies..are generally not required for
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EVIER Valinject GmbH

aqueous parenteral solutions. AN ﬁ%k’i}e no

study has been conducted. LINJECT

1) the type of medicinal product for

planned

which the registration was conducted or

Generic medicinal product according to item 1 (sub-item
1.3) of section III of the Procedure of Order of the Ministry
of Health of Ukraine dated 23.07. 2015 Ne 460.

Reference medicinal product: Faslodex®, solution for
injection 250 mg/5 ml in pre-filled syringes, 5 ml
(AstraZeneca AB, Marketing Authorization numbers
EU/1/03/269/001, EU/1/03/269/002, UA/5440/01/01)

5. Full title of CT Report

6. CT phase -
7. CT time frame Ffrom__ __ to_
8. CT countries =
9. Number of subjects Planned:

Actual:

10. CT objective

11. CT design

12. Key inclusion criteria

13. Study  drug, method
administration, strength

of

administration, strength

14. Comparator product, method of

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

population (sex, age, race, etc.)

19. Demographic data of the study

20. Efficacy outcomes

21. Safety outcomes

22. Conclusion {findings)

F o LH
Applicant (Marketing Authorization Holder) %W\ *{9/ MM/[ f 5 b Y

EVER Valinject GmbH

Oberburgau 3. 4236 Unterach, Austria
Tel: +4Z7665205%5-0

Fax: +43 7665 20 555 - 910

e-mail: office’: & ¥phamma cem

Commeraial Regstar No.: FN 441505 y
Registratrn Couwt: Drstact Cownt Salzhuig

r:fﬂif“:x_.\“ \"
signatur g Er
(signature) g,m : erap
Dr. Bransilav Adamik chuw e

(Family name, given name, patronyiiil

Bank details:

UniGredtt Bank Austria AG

BN AT71 1200 0100 1672 6787, BIC. SV IFT BKAUSTWW EUR)
BAN ATE2 1200 0100 1672 6852, BIC/SWIFT BKAUATW A (USD)




