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Annex 29

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

I. Name of medicinal product (if
available — number of registration
certificate):

1) the type of medicinal product for
which the registration was made or
planned

2) the undertaken study:

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports
concerning their validation

2) absorption

during the validity of the registration certificate
(art. 4, section IV)

Ll TEHCAl Tl MEport

Pomalidomide Krka | mg capsules, hard
Pomalidomide Krka 2 mg capsules, hard
Pomalidomide Krka 3 mg capsules, hard
Pomalidomide Krka 4 mg capsules, hard

Generic medicinal product

0 yes « no if not explain

Pharmacodynamic,
pharmacokinetic and
toxicological properties of
active substance pomalidomide
are well known. Therefore,
additional studies are not
required.




3) distribution

4) metabolism

5) excretion

6) pharmacokinetic interactions
(preclinical)

7) other pharmacokinetic studies
4. Toxicology:

1) single-dose toxicity

2) toxicity in case of repeated injections
3) genotoxicity:

in vitro

i vive (including additional
toxicokinetic assessment)

4) carcinogenicity:

long-term studies

short-term or medium-term studies

additional research

5) reproductive toxicity and toxic effects
on offspring development:

impact on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity
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studies in which the medicine is

administered to offspring (non-mature
animals) and/or evaluated for long-term

effects

6) local tolerability

7) additional toxicity studies:

antigenicity (antibody formation)

immunotoxicity

study of mechanisms of action

drug dependance

metabolite toxicity

toxicity of impurities

other

5. Conclusions on preclinical study

N
Applicant (holder of JRJ.; f
registration A\ \4
certificate) (signatuwe
Recelj Janja
(Name)

Pharmacodynamic, pharmacokinetic and toxicological
properties of pomalidomide are well known. No further
non-clinical studies are required. Abridged applications
avoid the need for repetitive tests on animals. The
nonclinical overview is therefore based on a review of data
available in several scientific databases or published in
relation to the active ingredients.
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Joaatok 29

mo [opaaxy nposejeHHA eKCIIEPTH3H
peecTpaliiinux MaTepianis Ha JiKapekki
3ac00H, 110 NMOJAIOTECA Ha JAepiKaBHY
peecTpaitio (mepepeecTpaniio), a TAKOXK
EKCNEPTH3H MaTepialiB PO BHECEHHA
3MIH 10 peecTpalifHuX Marepianis
NpOTAroM Jii peecTpaniiHoro
NOCBIAYEHHA

(nyvHKET 4 posainy IV)

Npo JOKJAIHIYHI JOCTiKeHHS

I. Ha3ga mikapceroro 3acofy
(33 HAABHOCTI - HOMEp
peecTpanifHOro MoCBiIUeHHS ):

1) Tin mikapceKoro zacofy, 3a
SKHM poBouiIacs abo
TUIAHYETRCH PeeECTpallis

2) mpoBeaeH1 JociIKeHHS

o rax [ ui

Iomamimomin KPKA 1 Mr kancymnm, TRepai
[omamimomin KPKA 2 mr kancymnn, teepai
Iomamimomin KPKA 3 mMr kancymm, tepai
[Momaninomin KPKA 4 mr kancynu, teepi

I'eHepuyHMiA JiKapchKHil 3acio

SKIIO Hi, 00rpyHTYBaTH

apMakoMHaMiyHl hapMaKOKIHETHYHI Ta TOKCHKOIOTIUHI
BJIACTHBOCTI JII0UHX PEYOBHH NMEepHHI0NPHIY JoOpe Bizomi. Tomy
J0JATKOB] JOCTiAKEHHA He MOTPiDHI.

2. @apmakoioris:
1) nepeuHHa QapmakogHHamMika /

2) propunHa papmakonHamika /

3) papmakonoris Gesnexu /
4) hapmakoauHamivni /
BIaeMOoIil

3. dapMakoKiHETHKA:

1) amamiTvuni MeToaukH Ta/
IBITH MOI0 IX BasTianii

2) BCMOKTYBaHH# /

3) poznoain /

4) metabomizm !




5) BuBeIEHHA !

6) apmakokiHeTHYHI /
B3aeMOil (TOKIiHIYH])

7) inmi apmakoxineTHyni /
JOCTIKeH IS

4. Toxcukonoris:

1) ToxcH4HICTB ¥ pasi !
OIHOPA30BOT0 BREICHHSN

2) TokcH4HiCcTh ¥ pasi /
MOBTOPHHX BBE/IEHE

3) reHOTOKCHYHICTh: !
in vitro

in vivo (BKTIOYAIOYH JIOJATKOBY /
OIHKY 3 TOKCHKOKIHETHKH)

4) KaHIEPOTEHHICTh:
JIOBTOCTPOKOBI fochilxenns  /

KOPOTKOCTPOKOBI /
JOCITJUKEHHS

abo JociiKeHHS CepeaHbOT
TPHBAIOCTI

JOIATKOBI JOCTIKEHHS /

5) penpolyKTHBHA TOKCHIHICTE
Ta TOKCHYHHIH BILTHB Ha
PO3BHTOK [MOTOMCTBA:

BILTHB Ha (DepTHILHICTE i /
parHii emOpioHaTEHIH
PO3BHTOK

eMOpIOTOKCHYHICTD /

IIpeHaTalbHa i ocTHataabHa  /

TOKCHUYHICTE
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JOCIDKEHHS, TIPH AKHX
Npenapar BBOJAHTECS

NOTOMCTBY (HECTATEBO3PLIAM
TRapHHAaM ) T2/ad0 OLIHIOETECH

BijUTaNeHa 1ia

6) MicIieBa NepeHOCHMICTh

7) 10aaTKOBI JOCTiKEeHHS
TOKCHHMHOCTI:

AHTHI'EHHICTh (YTBOPEHHA
aHTHTLN)

IMYHOTOKCHYHICTE

NOCHKeHHA MEXAHIIMIB ITiT

NiKApChKa 3aNekHICTE

TOKCHYHICTEL METaDOMITIB

TOKCHYHICTE JOMILIIOK

iHIIE

5. BHCHOBEH 1010
IOKIIHIYHOTD BHBYEHHA

MapMakoguHaMigni,  (apMakoOKiHETHYHI T4  TOKCHKOJIOIi4Hi
BAacTHBOCTI nomatizomizy modbpe Bimowmi. [loganbmi noxminivHI
nocmimkeHHs He 1oTpibHi. CkopodeHe 3acTOCYBaHHS 103BOIISE
YHHKHYTH HEOOXiZHOCTI MOBTOPHHX TecTiB Ha TeapHHax. Takum
YHHOM, SOKTHIYHHA oran OasyeTses HA OrNsll JaHHX, HAABHHX Y
KiIbKOX HayKoBHX Oazax manux abo onyOniKoBaHHUX 1010 AKTHBHHX
IHIPETIEHTIB.

3asBHUK (BIACHUK

peecTpallifiHOro NOCBITYeHHS)

i Mramn: KPKA
KPKA

TosapHa 3ﬂpam n n]q g (KREKA

Tovarna zdravil,

Hogo mecto. Clio BEHIH (Novo

mesto, Slovenia)
2521

{migmmc)

Slus Penenn
(M. 1.B)




Annex 30

to the Procedure of registration materials examination of medicinal products,

1. Name of medicinal
product (if available —
number of registration
certificate):

2. The applicant

3. Manufacturer

4, the undertaken study:

1) the type of medicinal
product for which the
registration was made or
planned

5. Full name of clinical
research, coded number
of clinical research

6. Phase of clinical
research

7. Time frame of clinical
research

8. Countries where the
clinical research was
conducted

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section I'V)

('linical research report

Pomalidomide 4 mg capsules, hard

Krka tovarna zdravil, d.d.. Novo mesto, Smarjcika cesta 6, Novo
mesto, 8301, Slovenia

KREA-FARMA d.o.o., Veceslava Holjevea 20/e, Jastrebarsko,
10450, Republic of Croatia

. yes 0 no if not explain

Generic medicinal product

A Single-Dose, Bioequivalence Study of Two Formulations of
Pomalidomide 4 mg Capsules, Hard under Fasting Conditions

Sponsor study code: 22-741
CRO study code: 2023 - 5400

Protocol Number: 2023-5400 Version: 1.0
Effective: January 01, 2023

Bioequivalence

from November 29, 2022 until December 17, 2022

Canada
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9. The number of
persons under
investigation:

10. Purpose and
secondary objectives of
the clinical research

11. Clinical research
design

12, Main inclusion
criteria

13. Test medicinal
product, method of
administration, strength

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

15. Concomitant therapy

16. Efficacy evaluation
criteria

17. Safety assessment
criteria

1 8. Statistical methods

Planned to be dosed: 28
Completed clinical part of the study: 27
Included in the statistical evaluation: 27

The primary objective of this study was to evaluate the bioeguivalence
of pomalidomide from the Test Product, (Treatment A) versus the
Reference Product (Treatment B) after a single dose in healthy male
subjects under fasting conditions.

The secondary ohjective of this study was to evaluate the safety and
tolerability of the study

treatments.

Open-label. single-dose. randomized, two-period, twotreatment, two-
sequence, crossover, bivequivalence study.

Non-smoking, male subjects, 18 to 55 years of age, with a body
mass index =18.5 to <30 kg/m?*, who were deemed healthy based upon
a medical history.

FProduct Name Pomalidomide 4 mg capsules, hard

Manufacturer: KRKA-FARMA d.o.o.. Jastrebarsko, Republic

of Croatia. EL

Batch No. RA0440

Method of administration: Oral, single-dose with 240+5 mL of water

Product Name Imnovid® 4 mg hard capsules (pomalidomide)
Manufacturer Celgene Distribution B.V., The Netherlands, EU
Country/ Market of Origin Denmark, EU

Batch No. C243TAH

Method of administration: Oral, single-dose with 240+5 mL of water

Mot applicable

The 90% ClIs of the relative mean pomalidomide AUCt, and Cmax of
the test to reference product should be between 80.00 and 125.00% to
conclude bioequivalence.

12-lead electrocardiogram (ECG), laboratory evaluation (hematology.
biochemistry, serology. and urinalysis), physical examination, vital
signs measurements (blood pressure [BP], pulse rate [PR], respiration
rate [RR], and temperature).
Eligible subjects had negative test results for urine cotinine and urine
drugs of abuse at screening.

Analysis of variance (ANOVA) (PROC GLM) was performed on log-
transformed plasma pomalidomide AUCt. AUCinf, and Cmax. Based
on log-transformed data, ratios of the geometric means for treatments
and the corresponding 90% confidence intervals (Cls) were calculated
for AUCt, AUCinf, and Cmax.




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

20. Efficiency results

21. Safety results

22. Conclusion
{(evaluation)

- healthy, non-smoking male volunteers

- aged between = 18 to < 55 years,

- Race: Asian (25.9%), Black or African American (14.8%). White
(55.6%), Multiracial; Black or African American and White (3.7%)

- with Body Mass Index within 18.5-30.0 kg/m?

The 90% Cls of the relative mean plasma pomalidomide AUCt, and
Cmax of the Test to Reference Product were within the 80.00-125.00%
bioequivalence range

A total of nine (9) treatment-emergent adverse events (TEAEs) were
reported by five (5) subjects (17.9% of subjects dosed) during this
study. Three (3) TEAEs (constipation, fatigue, and nausea) were
assessed as being drug-related (possible relationship to IMP). These,
TEAEs affected the same subject, and were reported following
Treatment B (Reference Product) administration.

All TEAEs were mild in severity and resolved prior to the end of the
study. No serious adverse events (SAEs) were reported during the
conduct of this study.

The Test Product, Pomalidomide 4 mg capsules, hard (A) exhibited
equivalent rate and extent of absorption compared to the

Reference Product, Imnovid® 4 mg hard capsules (pomalidomide) (B),
after a single. oral dose in healthy, non-smoking, male subjects under
fasting conditions.
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Applicant (holderof ﬁ‘, 3 B —
registration o \4
certificate) (signature ‘{‘ KRIKA
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Recelj Janja fovarno zdravil.dd., &
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Joaarox 30
a0 [lopaaky npoBeIcHHA €KCIIEPTHIH
peecTpanifHuX MaTepiaais Ha TKapchKi
3aco0H, 0 NOAAIOTHECS HA IEPHKABHY
peecTpalito (mepepeecTpanito), a TAKOK
eKCIePTHIH MaTepiaiiB Mpo BHECEHHA
3MIH JI0 peecTpalifHuX MaTepianis
NPOTAroM JIii peecTpaiiiinoro
MOCBIYEHHA
(myukT 4 posoiny IV)
3BIT
npo KJaifivHe BHNPOOYBAHHAA

1. Haszga nikapcekoro
3aco0y (3a HasBHOCTI -
HOMeEp peecTpalliiHoro
HOCBIAHEHHA)

[Momanigomia KPKA 4 mr kancynu, Teepai

nocnigKeHH:

2. 3asBHUK KPKA Topapna 3apasin, a.4., Hoso Mecto, LlImap’emka uecra 6, Hoso mecto, 8501,
Crnosenis

3. Bupobuuk KPKA-®apwma .0.0., Beuecnasa Xonegua 20/e, Slcrpeapeko, 10450, Pecnybnuka
Xopsaris

4. TposeneHi Boaconi AKLIO Hi, 0OTpYyHTYBATH

1) THN niKapceKOro
sacoby. 3a AKHM
npoeoauaacs abo
MJaHYETBCS peecTpaLlis

I'eHepH4HKIA MikapcsKHi 3acid

5. [loeHa Hazea

TMocnimkenns GioeKBiBaIEHTHOCT] OHOKPATHOIO NPHHOMY JIBOX MPENAapaTie

[kniniyHOrO [Momaninominy 4 Mr Kancy/iu, TBEpAi HaTiecepLe
BUMPOOYBAHHS, Kon nocnipxenHs crioncopa: 22-741

KOAOBAHHH HOMEp Koa nocnimkenss CRO: 2023 - 5400

KAiHIYHOTO [lporokon Ne: 2023-5400 Bepcis 1.0
BUNpoOYBaHHA HaGygae yunnocTi: | cigua 2023

6, @asza KIiHi4YHOrD BioeKkBiBaneHTHICTE

BHIpOOY BAHHHA

7. llepioa npoBedeHHs
{KniHiuHOTO
BHIIpoOY BAHHA

3 29 nuctonany 2022 no 17 rpyans 2022

8. Kpainm, ne
NPOBOAMAOCA KIiHI4HE
BHIPOOY BAHHS

Kanana

9. Kinekicts ocib, aki
Opaitu y4acTb v
IOCTiKEHH]

3annaHoBaHO JUIA BKIIOYCHHA: 28
3apaxoBaHO [0 KATHIMHOT HaCTHHM JocaikenHs: 27
Binrodeni 40 CTATHCTHYHOT 0tiHKH 27

10. Mera Ta BTOpHHHI
Uit KniHivHOTO
BHIPODYBAHHA

[TepBHHHOIO METOIO A0C/iTKEeHHs Oy/0 OLIHHTH MOpPiBHAILHY GiOCKBIBANEHTHICTD
nomanizominy aocaimkyeanoro npenapaty (Jlikysanns A) Ta pedepeHTHOrO
npenapaty (Jlikysanus B) nicas oaH0pa3oBoi 1031 300poBHM cyD’€KTaM HOIOBIHOT
CTATi ¥ CTAHI HaTLLe.

JIpyroio METOK LLOro AochimKeHHs Gyn0 OLIHWTH OesfleKy Ta MEpPeHOCHMICTS
JOCTIY BAHOTO JIIKYBaAHHS.

11. Auzaiid k1iHivHOMD
BUNPODYBAHHA

BiakpwTe paHgoMizosaHe nepexpecHe A0CHIKEHHA Micas 0/
0AHOPA30BOT 103K JIOCITAY BANLHOTO Ta pedhepeHTHOrO iKa
NOCII0BHOCTAMM, A0CiKeHHA Gi0eKBiBAICHTHICTI,

12. OcHoBHI KpHTEpil
BKJTKOMEHHA

-

Cy6’exru yos0Biuol CcTaTi, fAIKI He NANATh, BIKOM Bill 18 no 5 Fpgknﬁgmlneﬂhu Ma}
rina =18,5 ta < 30 kr/m7, aki Gy/M OUiHEH AK 310POBi Ha QLLQ M{:,EI.HHI-IOI n::"l;iapl’ff

13, Nocaimxysanui

¢

[bw's mpooyiemy Tlomaninowia 4 Mr KANCyITH, TPepil \ ol i ‘Z} o
2 c




nikapchkuii 3aci6, cnocib
3aCTOCYBAHHA, CHIA Aif

Bupotuur: KPKA-®apma 1.0.0., Actpebapcko, Pecrybinka Xopearis, €C
Howmep cepii: RA0440
Chnocif zacmocysanns: Ilepopanshe, ognojosoee 3 240 + 5 mn Boau

14. Tpenapart
NopiBHAHHA, 1034, cnocid
3ACTOCYBAHHA, CHAa ail

It ‘s npodykmy IMuosia 4 Mr kancyii, Teepai (nomamizomia)
Bupobuur: Cenpxen Jlictput'iown B.B., Hinepnanau, €C
Kpaina/punox noxodowenns Jlania, €C

Homep cepii: C2437AH

Cnocif sacmocysanns. Ilepopanbre, onnonozose 3 240 + 5 mi BoAH

15. CynyTHs Tepanis

He JACTOCOBYBANACE

16. Kpurepii ouiHku
ethexTHBHOCTI

90% reoMETPHYHOTO JIOBIPHOro iHTEpBATY BiIHOCHO cepeaHboro 3HaueHHs AUCE Ta
Cmax nomanigoMigy AOCHKYBAHOTO NPENapaty NopiBHAHO 3 pediepeHTHUM Mae
GyTi mizk 80,00 Ta 125,00% a5 BucHOBKY Npo Gi0EKBIBANEHTHICT.

17. Kpurepii ouinku
Desnekn

|2-kananeHa  enextpokapaiorpama  (EKIT),  nabopatopui  aochimkeHHS
f[ rematosioriyni, Gioximiuni, ceponoriuni Ta aHanis ceui), Qizwune obcTemeHHA,
BHMIpIOBaHHS UTTEBO Ba#UIMBHMX [OKa3HMKIB (aprepianshuit Tvek (AT), yactoTa
nynscy (MCC), wactora nuxanss (UJI). remnepatypa).

YyacHHKH JOCTIUKEHHS MATH HEFATHEBHMIA pe3yNbTaT TECTY Cevi 1010 3MOBKHBAHHA
KOTHHIHY T4 HAPKOTHYHHX PEHOBHH Mijl Y4C CKPHUHIHIY.

18. CraTMcTHuHl METOIH

Nucnepcifinuii ananis (ANOVA) (PROC GLM) nposoamin Ha norapugmisHo
tpancdopmopaniii nnasmi nomanigomigy AUCt, AUCinf i Cmax. Ha ocHosi
norapudMivHO  TpaHC(OPMOBAHKX jaHMX Oy/0 po3paxoBaHo CHiBBIAHOLICHHS
reOMETPHYHKX JAHWX 18 NiKyBaHHA Ta Bianosigni 90% noripumx inrepsanis ([11)
Gyau pozpaxosani ans AUCE, AUCinf, i Cmax.

19. Ilemorpadiuni
NOKa3HHKH

(cTaTh, BiK, paca, TOLLO)

ZIOCT 1KY BAHOT MOy NALIT

- 3I0POBI BOJAOHTEPH HO0BI4OT CTaTi, AKI HE NANATH

- gikom = 18 no < 55 pokis

- paca: asiatu (25.9%), yopHi abo adpoamepuranui (14.8%), 6ini (55.6%), inwmx pac;
yopHi abo apoamepukanui ta 6ini (3,7%)

- 3 inekcoM MacH Tina Mix 18,5-30 kr/m®

20. PeayvabtatH
eheKTHRHOCTI

90% reoMeTpHYHOTO JIORIPYOre iHTEpBATY BigHOCHO cepenHboro 3HaveHHa AUCL Ta
Cmax noManizoMiay A0CHiIKyBaHOTO Npenapary nopisHaHo 3 pedepeHTHHM OyIH
B Mesax 80,00-125.00% nianazoHy GioeKBiBaneHTHOCTI

21. Pe3ynbTaTh OLIHKH
Oesnexu

3aranom npo 9 nobiunux edekrie (TE) nicna nikysanua nopigomunu n'sts (5)
cy6’exti (17,9% cyb’ ekTiB, SKi OTPHMATH 103Y) NPOTATOM LIOTO A0CTITKEHHS.
Tpu (3) ME (3anop, BToMa, Ta Hy0Ta) Oy/IH OLIHEH] AK NOB A3aHI 3 iKY BAHHAM
(MOMCIHBO OB’ A3aHi 3 A0CHimKyBaHUM nikapebkum 3acobom [J1J13]). i noGiuni
edeKTH BIAMHYIM HA TOro camoro cyf'exta Ta Gym nos’s3aHi TAKOK 3 NiKyBaHHAM
B (PedpepentHoro npenaparty).

Vei noGiuni edexti GyaK cepelHEOTO CTYTIEHS THKKOCTI Ta 3HHKANH /10 3aKiHYEHHS
nocnigmenns. [poTaroM npoeeaeHHs AocipKeHHa He byno cepio3nux nobivHHX
etpexrie (CIIE).

22. BUCHOROK
(3aK/oueHHA)

Tocnimaysanuit npenapary. [lomaninomia 4 mr kancynu, Teepai (A) AeMOHCTpYBaB
eKBiBAICHTHY IIBMAKICTE T4 CTYMiHL MOMTMHAHHA MopiBHAHO 3 PedepeHTHHM
npenapatom, IMHOBIA 4 Mr Kancysu, Teepai (nomaninomia) (B) nicis ogHopasosoi
103K y 310poBKX cy6 ekTiB YoNoBiYOT cTaTi, AKI He NANATH ¥ CTAHI HATLIE.

3asBHHK (BJACHHK
peecTpaLiifHoro
MOCBIAYEHHA)

(nianuc)
Ana Peuens

(T 1. B.)

Hirammn: KPKA
WKPKA

\oBapHa sapasin a.4. (KRKA Tovarna
)g vil. d.d.).
C g j"f B0 mecTo (Novo mesto) 252
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