‘ {‘ I (R ' <A Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

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
during the validity of the registration certificate

(art. 4, section IV)

Preclinical research report

1. Name of medicinal product (if available -~ Aboxoma film-coated tablet 2.5 mg and 5 mg
number of registration certi ficate):

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

2) the undertaken study: 0 yes e Do ifnotexplain

Due to registration of
medicinal product. which
is generic medicine
preclinical studies were
not performed according
to Article 10(1) of
Directive 200 1/83/EC
(Non-clinical and Clinical
T)ata can be replaced by
literature),

2. Pharmacology: In accordance with Article 1 0(1) of Directive
2001/83/EC. no additional pharmacological studies
in animals are required. For this reason, no additional
preclinical studies have been performed.

1) primary pharmacodynamics /
2) secondary pharmacodynamics /
3) safety pharmacology /
4) pharmacodynamic interactions /

3. Pharmacokinetics:

In accordance with Article 10(1)of Directive 2001/83/EC. no additional pharmacokinetics s
animals are required. For this reason. no additional preclinical studies have been performed
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‘ {‘ I <R ' <A Aboxoma (apixaban) 2.5 mg, 5 mg film-coated tablet

1) analytical methods and reports concerning  /
their validation

2) absorption /
3) distribution /
4) metabolism /
5) excretion /

6) pharmacokinetic interactions (preclinical) /
7) other pharmacokinetic studies /

4. Toxicology:

In accordance with Article 10(1) of Directive 200 1/ 83/EC, no additional toxicological studies in
animals are required. For this reason, no additional preclinical studies have been performed.

1) single-dose toxicity /
2) toxicity in case of repeated injections /
3) genotoxicity: /
in vitro

in vivo (including additional toxicokinetic i
assessment)

4) carcinogenicity: /
long-term studies /
short-term or medium-term studies /
additional research /

5) reproductive toxicity and toxic effects on ~ /
offspring development:

CONFIDENTIAL



‘{‘ [CRICN, Aboxoma (apixaban) 2.5 mg, 5 mg film-coated tabiet

impact on fertility and early embryonic /
development

embryotoxicity /
prenatal and postnatal toxicity /

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 i
5. Conclusions on preclinical study In accordance with Article 10(1) of Directive

2001/83/1 C. no additional pharmacological,
pharmacokinetic and toxicological studies in
animals arc required. For this reason. no additional
preclinical studies have been performed.

Applicant (holder of %/(
registration (signﬁtu{-g—:) ‘l‘ !fgﬂ(k SroviAr
. TV,
certificate) JANK /%EUELL kog%ngﬁésto
(Name)

3r1AHO 3 OPf

REP |
BIRAINY PE
NITKAPCbKKX

[OHYAPOBA

CONFIDENTIAL



‘ {‘ I <R l (A Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

Annex 30

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
during the validity of the registration certificate

(art. 4, section IV)

Clinical recenral rom it
Limical research repoi

1. Name of medicinal product Aboxoma film-coated tablet 2.5 mg and 5 mg

(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 resecarch

7. Time frame of clinical
research

8. Countries where the
clinical research was
conducted

9. The number of persons
under investigation:

KRKA, d. d., Novo mesto

KRKA, d. d., Novo mesto
Smarj eSka cesta 6

8501 Novo mesto
Slovenia

. yes o no if not explain

generic

Single Dose Crossover Comparative Bioavailability Study of
Apixaban 5 mg film-coated Tablets in Healthy Adult Subjects /
Fasting State, study code 19-648

Phase I (bioequivalence)

from 16/09/2019 until 21/10/2019

Canada
planned:30
actual: 29 in pharmacokinetic (PK) and statistical analysis, 304G
safety analysis *
3r1AHO 3 opy
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‘ {‘ I <R I (A Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

10. Purpose and secondary
objectives of the clinical
research

L1. 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

The objective of this study was to determine the bioequivalence of
2 different formulations of apixaban after a single oral dose
administration under fasting conditions.

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

Subjects were male or female of non-childbearing potential, at least
18 years of age but not older than 60 years. The main inclusion
criteria were:

* non- or ex-smokers
* body weight > 60 kg
* body mass index within 18.50 kg/m2 to 30.00 kg/m2, inclusively

* clinical laboratory values within the laboratory's stated normal
range: if not within this range, they must have been without clinical
significance

* negative pregnancy test for female subjects

* had no clinically significant (CS) diseases captured in the medical
history or evidence of CS

findings on the physical examination (including vital signs) and/or
electrocardiogram

Apixaban 5 mg film-coated tablets
Batch no.: R43951

Oral

Single dose of 5 mg

Eliquis® 5 mg film-coated tablets
Batch no.: W96576

Oral

Single dose of 5 mg

Not allowed 7 days prior to the first dosing or during the study.

No AEs required the use of medications.

Statistical inference of apixaban was based on a bioequivalence
approach using the following standards:

The ratio of geometric least-squares means (LSmeans) with
corresponding 90% confidence interval (CI) calculated from the
exponential of the difference between the Test and Reference
product for the In-transformed parameters Cmax and AUCO- AT

all to be within the 80.00 to 125.00% bioequivalence range /-

ndesdk=y
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‘ {‘ I (R l (R Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

17. Safety assessment criteria Safety was evaluated through assessment of adverse events (AEs),

18. Statistical methods

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

20. Efficiency results

laboratory evaluations, and vital signs.

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 PK parameters of
this trial were Tlag, Cmax, Tmax, Tlast, AUCO-T, AUC0-,
residual area, AZ and Thalf,

The statistical analysis was based on a parametric Analysis of
Variance (ANOVA) model of the PK parameters; the two-sided
90% CI of the ratio of geometric means for the Cmax, AUCO-T and
AUCO0-c0 was based on In-transformed data; Tmax was based on a
non-parametric approach.

Most subjects were white (90%) and males (86,7%), with BMI
between 21.14 and 29,74 kg/m? for the safety population. Average
age was 45,6 years.

A single center, randomized, single dose, laboratory-blinded, 2-
treatment, 2-sequence, crossover comparative bioavailability study
was conducted under fasting conditions on 30 healthy male and
female subjects. The rate and extent of absorption of apixaban were
measured and compared following a single dose (1 x 5 mg) of the
Test and the Reference formulations. The bioavailability of the 2
formulations of apixaban was equivalent under fasting conditions.
The results from measured data based on 29 subjects are presented
in the summary tables:
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‘ {‘ I(R I<A Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

Pharmacokinetic Parameters

APINABAN
—_—
TEST REFERENCE
PARAMETER (u=29) (u=29)
MEAN CX. (%) MEAN C.V. (%)

Ty (hours)y’ 0.00 {0.00-0.50) 0.00 (0.00-0.30)

Cons (2g/mL) 153.25 @1 162 82 @1y

Tmax (hours)® 267 (1.50-5.05) 237 (1.00-5 00)
AUCqr(og-bvmL) | 158337 (21.6) 1628 30 (23.0)
AUCq,, (ng'WmlL) | 1612.56 (21.5) 1657.66 (22.8)
Residual Area (%) 1.82 (51.3) 1.78 (62.0)

Az (hours™) 0.0834 a1s.m 0.0840 (212)

Ty (hours) 8.61 (18 6) 8.64 22.5)

* Median and range are presented
! . 90% CONFIDENCE
O ATEANS
INTRA. | GEOMETRIC LSMEANS LIMITS (%)
PARAMETER |SUBJECT BAIIO
C.V. (%) TEST | REFERENCE | (%)
: LOWER | UPPER
(n=29) (n=29)
Crex 114 149.81 159.26 94.07 89.42 98.96
AUCsr 5.7 1548 11 1586.52 97.58 95.11 100.12

* uaits are ng/ml for Caye and ng-hinL for AUCyr

21. Safety results A total of 30 subjects were randomized in this study, of which 29
subjects (97%) received the Test (apixaban) and all subjects

received the Reference (Eliquis®).

No serious AEs and no deaths were reported for any of the subjects
dosed in this study. No subject was withdrawn by the investigator
due to an AE (safety reasons).

The incidence of AEs was similar for subjects dosed with the Test
and the Reference (14% and 10%, respectively). Drug-related AEs
were reported with the same incidence for subjects dosed with the
Test and the Reference (7%).

The AEs experienced during the study were all deemed mild in
intensity. None of the subjects experienced a moderate or severe
AE during the study.

A total of 8 AEs were experienced by 6 of the 30 subjects (20%)
who participated in this study. Of these AEs, 4 occurred after
administration of the Test and 4 occurred after administration of the
Reference. Most of the AEs experienced during the study were
considered drug-related (5/8; 63%). All AEs experienced during the
study were resolved at the end of the study.

HEPrBﬁ.
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‘ {‘ I (R I (A Aboxoma (apixaban) 2,5 mg, 5 mg film-coated tablet

dysuria and pollakiuria were each reported following administration
of the Reference.

In general, the subjects showed clinical laboratory values
marginally higher or lower than their reference ranges and none
were considered CS by the investigator. Furthermore, there were no
CS vital signs values reported in this study.

No new safety concerns were raised during the conduct of the
study.

22. Conclusion (evaluation)  Conclusion:

The results presented herein show that the criteria used to assess
bioequivalence between the Test and Reference formulations were
all fulfilled. The Test to Reference ratio of geometric LSmeans and
corresponding 90% CI for Cmax and AUCO-T were all within the
acceptance range of 80.00 to 125.00%,

Therefore, the Test formulation (Apixaban 5 mg film-coated tablet,
Manufactured by Krka, d. d, Novo mesto, Slovenia) is judged to be
bioequivalent to the Reference formulation (Eliquis® 5 mg film-
coated tablet, Manufactured by Pfizer Manufacturing Deutschland
GmbH, Germany [Marketing Authorization Holder: Bristol-Myers
Squibb/Pfizer EEIG, United Kingdom]) under fasting conditions.

Overall, the drugs tested were generally safe and well tolerated by
the subjects included in this study.

Applicant 1\“ X

’ } (signature)
(holder of Vs g B ;
registration JANS A qu(fl:) , ~__(Name)
certificate) ‘ :‘ KRIN
fé’ﬁm zdravit, d.d., §
Novo mesto o~
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' " , <R l (A Abokcoma (amikcaGan), TabJIETKH, BKPHTI MITiBKOBOKO 060JIOHKOI0, M0 2,5 Mr, o 5
b v

Honarok 29 no Mopsaaky TIPOBENIEHHS €KCIIEPTH3H PEECTPaLifHIX Marepianig
Ha JIiKapChKi, 1O MOAAI0Thes Ha ACpPiKaBHY peecTpalliio (nepepeectpariio), a
TAKOX €KCMEPTH3a MaTepiaiB PO BHECEHHS 3MiH 10 peecTpauiiHux
MaTepianiB nporarom xii peecTpauiitHoro nocsixuenns (myskr 4 posziny IV)

3BIT
PO JIOKTIHIYHI AOCITiIKeHHS

1. Hasga nikapcpkoro 3aco0y (3a HasBHOCTI — ABokcoma, TabIeTkH, BKPHTI MTIBKOBOIO 00010HKOI0,
HOMEP peecTpaLiiiHoro nocsiguenns): o 2,5 Mr, o 5 Mr
1) Tun nikapcskoro 3acoby, 3a sKuM I'eHepuaHmii nikapebkuii 3aci6

NpoBOAMacs ab0 MIaHYEThCS peecTpaLis

2) npoBeieHe nOCiIKEHHS: 0  Tak - Hi AKIIO Hi, 06rpyHTYBaTH

¥ 383Ky 3 peectpanieto
T€HEePHYHOrO JiKapCLKOTo
3aco0y HOKITiHIuHI
HOCITDKEHHS He
NPOBOAMIIUCSA BiNOBIAHO
Ao cr. 10(1) Tupektirn
2001/83/EC (nani
TOOKJIHIYHUX Ta KIiHIYHKX
JOCIIKEHb MOKYTh 6y TH
3aMiHeHi JiTepaTypHHMH
JaHUMH).

2. dapmokonoris: Bianosiauo no ct. 10(1) JTupexrusu 2001/83/EC
I0JaTKOBI (hapMaKoIoriyHi 10C/TIHKeHHs Ha
TBapUHAX He MOTPiOHi. 3 uiei NpHuMHE D0AaTKOBI
JOKJIHI4HI 10CTiIKEHHS HE IPOBOLMITHCE.

1) nepeunHa hapmakonuHamika /
2) BTOpuHHA hapMakoaHHAMIKa /
3) dhapmakonoriuba 6esnexa /
4) papmakonuHamiuHi B3aeMorii /

3. ®apMakokiHeTHKa:

%, &4
Bianosiano no cr. 10(1) Tupexrusu 2001/83/EC nonatkosi Lpapmal{oxiagrmmgygi e aiA ] O'?(’/e

TBAapHHAX HE MOTPiOHi. 3 wuiei npHYMHN JonaTKORI OKMiHiuKi nocnimxeﬁulﬂﬂHﬁ npo

&
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Mmr

. " I (R I <A AbBokcoma (amikcabanu), TabNeTKu, BKPUTI [1iBKOBOFO o0onoHKoI0, 1o 2,5 MT, 1o 5

1) a_HaniTuqu METOJIMKH Ta 3BiTH IOIO iX /
Bamigauii

2) BCMOKTYBaHHS /
3) BCMOKTYRaHHA /
4) meraboizm /
5) BuzineHHs /

6) papmakokineTuuHi B3aemoii (mowniniuni) /

7) iHwi dapMakoKiHeTHYHI ZOCITiIKeH A /

4. Tokcukonoris:

Bianosinuo 1o cr. 10(1) upekrusu 2001/83/EC, noaaTkoBi ToKCHKOTOT4HI JOCIIKEHHA Ha
TBapHHaX He MOTPiGHI. 3 WiEi MPUUMHI TONATKOB] MOKTiHiuHi] JOCTiKEHHS He TIPOBOIHITHCh.

1) TokcuuHicTb y pasi oaHOpa3oBOro BBEACHH /

2) TOKCHYHICTB Y pa3i MOBTOPHUX BBEACHN /
3) reHOTOKCHYHICTS: iR Vitro /
in vivo (BKIIOYAI04H J0JaTKOBY OLHKY 3 f
TOKCHKOKIHETHKH)
4) KaHLIEPOTEHHICTh: /
AOBrOCTPOKOBI J0C/II [IGKEHHS /
KOPOTKOCTPOKOBI OCTieHHs a60 /
AOCIIiDKEHHS CepeIHbOT TPHBANIOCTI
OOATKOBI AOCITiIKEHHSI /
/ 3r1AHO 3 0

5) penpomyKTHBHA TOKCHYHICTh Ta TOKCHYHMIA
BTJIMB Ha PO3BUTOK MOTOMCTBA:

KE
BIAAINY

FoHAPOBA O A
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i " ' <R I <A Abokcoma (anikcabaH), TabieTku, BKPHTI ILTIBKOBOIO obosoHKoK0, 110 2,5 Mr, 1o 5
‘ Mmr

BILTUB Ha QePTUIIBHICTS | pauHiii /
emMOpioHanbHuil po3BHTOK

eMOpIOTOKCUYHICTE /
MpEHATaTbHA Ta MOCTHATANIbHA TOKCHYHICTE |

JOCIIGKEHHSL, PH AKHX MpEnapar yBoauTses
TIOTOMCTBY (HecTaTeBO3pinuM TBapHHAM)
Ta/abo OLIHIOEThCH BimmaneHa nis

6) MicleBa nepeHocHMIcTh f
7) NOMATKOBI AOCHI IKEHHA TOKCHYHOCTI: i
@HTHTEHHICTh (YTBOPEHHS aHTHTLN) /
IMYHOTOKCHYHICTE /
HOCTIIKEHHA MEXaHI3MIB IiT i
TiKapchKa 3aneKHiCTh s
TOKCHYHICTb MeTaboiTiB /
TOKCHYHICTh JOMIIIOK /
iHIIi /

5. BUCHOBKY 10710 JOK/TIHIYHOIO RUBYEHHS Binnosinuo 1o ct. 10(1) JTupexrusn 2001/83/EC
noaaTkosi hapmokonoriyui, hapmakokineTHuHi Ta
TOKCHMKOJIOTI4HI 10C/TI[DKEHHS HA TBAPHHAX He
noTpiGHi. 3 wiel npuumHM noaTKOBI fOKTiHIH]
NOCTiIXKeHHS HE MPOBOIHITHCE.

3asBHUK (BIaCHHUK /Migrmac/ HItamm: KPKA
peectpauiittoro (miamc) KPKA. ‘
MOCBiTUEHHS) SIHSI PELIEST (JANJA RECELYJ) TOBApHa 3APaBiJ, I.1.,[/
Hogo mecto
I. 1. B.) )
( 28T 1AHO 3 oW

HEP|®
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‘ " I (R I (A Abokcoma (anikcaban), TabJIeTKH, BKPHTI MJIiBKOBOIO 000JI0HKOO, 110 2,5Mr, o 5
‘ MT

Honatok 30 no [opsinky nporenerus CKCTIEPTH3M peecTpauiiinux Marepianis
Ha JKAPCBKI, 10 NOJAKTHCA HA AepHKaBHY peecTpaiio (nepepeectpauiio), a

TaKOX EKCTIEPTH3a MaTepialiB Npo BHECEHH: 3MiH /10 peecTpaniitHux

MaTepiaiB npoTarom mif PeecTpaniiiHoro nocsixaenns (myHxT 4 posziny IV)

1. Hasga nikapcekoro 3aco6y
(32 HasBHOCTI — HOMep
peecTpauiiinoro noceimuenns):

2. 3agBHHK

3. Bupobuuk

4. INposeneni nocimkeHns:

1) Tun nikapcekoro 3acody, 3a
AKHM MpoBoAUiacs abo
TJIaHY €TbCS PEECTpallis

5. [loBHa Ha3Ba KniHiuHOro
BUINPOOYBaHHA, KOJOBAHHIH
HOMED KITiHIYHOro
BHIIpoOyBaHHs

6. ®asa kiiHiyHorO
BUTIPOOYBaHHA

7. INepion nposeneHHs
KIIiHIYHOTO BUNPOOYBaHHA

8. Kpaiuu, ae npoBoaumocs
KITiHIYHEe BUNIPOGYBaHHS

9. KinbkicTe nocaimkypanux:

3BIT
NIPO KITiHiYHe BUIPOOYBaHHS

AGokcoma, Tabnetkuy, BKPHTI 1iBKOBOIO 0bonoHKoI0, 110 2,5 Mr, 110 §
MI

KPKA, n.1., Hoo Mecto (KRKA, d. d., Novo mesto)

KPKA, a.1., HoBo Mecto
L{IM&p’emKa uecra 6, 8501 Hoso mecto, CrogeHis
(Smarjeska cesta 6, 501 Novo mesto, Slovenia)

. TaK 0 Hi AKLIO Hi, 0BIpyHTYBaTH

['eHepuuHuit Nikapcekuit 3aci

Iepexpeche, mopiBusIbHE OCITiIKEHHS GionoctynmHOCTI paszoBoi 103u
amikcabany, Tabnetox, BKPHTHX TUIIBKOBOIO 0GOJIOHKOIO, 110 5 MT, y
3I0POBHX I0POCIIMX OCI0, Pv 3aCTOCYBAHHI HATINE; KO AOCITIIKEHHS:
19-648

®a3a | (nocnimkenus GioeksipaneHTHOCT)

316.09.2019 10 21.10.2019

Kanana

3annaHopana: 30
takTuuna: 29 y dapmakokineTnunomy (PK) Ta cratuct
aHanisi, 30 B ananizi 6e3nexu

KOH®IAEHLUIMHO



10. Meta Tta BTopuHHI wii
KIIIHIYHOTO BHIIPOOYBaHHS

11. Tu3aiin kninigyaoro
BUNPOOYBaHHA

12. OcHoBHi kpuTepii
BKJIFOYEHHS

13. Hocnimkysannii
JikapchKuit 3acif, crnoci6
3aCTOCYBaHHA, CHJIA [ii

14. TIpenapar nopiBHsHHS,
n03a, crocib 3acTocyBaHHS,
cuna aii

15. CynyTHs Tepamnis

16. Kputepii ouinku
eeKTHBHOCTI

‘ " l <R | <A Aboxkcoma (anikcaban), Tabnerku, BKPHTI [IIBKOBOIO 06010HKO0, 110 2,5 M, 110 5
; Mr

MeTa 1bOro 10Ci KEHHS — BU3HAYTHTH GioekBiBaneHTHICTE 2
PI3HHX JTiKapchKux (hopm anikcabaHy mic/isi pa3oBoro MEpPopalibHOTO
3aCTOCYBaHHA HaTLUE.

OnnoueHnTpoBe, paHIOMi30BaHe, 3 pa3zoBoro 03010, 3 3aCHIIUIEHHAM
AaHUX IS CHIBPOOITHHKIB aGopaTopii, Y IIBOX MOCTIZOBHOCTSIX Ta 3
ABOMA NEPiofaMH OCI [GKEHHS.

Ho yuacti B nocnimxenni Jomnyckanucs ocobu 4ooBiuoi aGo
KiHOUOT cTaTi 6e3 AiTopoaHOro NOTEHIIANy, BIKOM He MOJIOALLIE Hijx
18 poxis, ane He crapue ik 60 PokiB. OCHOBHMMH KpuTepismu
BKJTHOYEHHA Gy.iu;

* HeKypsIli a60 KOIMIIHI Kypui;

* Maca Tina > 60 kr;

* iHeKC MacH Tija — 18,5-30,0 kr/m? BKITIOYHO;

* MOKAa3HUKH KIiHITHUX 1a60paTOPHIX aHATi3iB Y Mexax
BCTaHOBJIEHUX HOPM JIabopaTopii; SIKIIO o/iepikaHi MOKA3HHKH He
3HAXONMITHCA B UBOMY iana3oHi, BOHM MOBMHHI Gy.H He MaTH
KJIIHIYHOI'O 3HAYEHHS;

* JUIsl KIHOK: HETaTHBHHMI pe3ybTaT TECTY Ha BariTHICTh;

* BIZICYTHICTb KJIiHi4HO 3Hauymumx (K3) 3aXBOPIOBAHb B aHAMHE3] 200
HoKa3iB HasBHOCT] K3

O3HAK NpU Pi3MKATLHOMY 06CTeXeHH I (BKITIOYAIOYH OKA3HHKH
KUTTEBO BAKIHBHX DYHKLIH) Ta/abo elIeKTpoKapaiorpami.
AmikcabaH, TabieTKH, BKPUTI ILUTIBKOBOO 000110HKO10, 110 5 Mr Cepis
Ne: R43951

Ilepopansuo

PazoBa no3a 5 mr

Eniksic, Tabnerku, BKpuTi miiBkoBoio 000JI0HKOI0, 110 5 Mr
Cepis Ne: W96576

I[Tepopansho

Pazosa n03a 5 mr

3abopoHeHo NpoTsarom 7 nHiB 10 BBeACHHS NepILoi 1034 Ta Mij 4ac
IOCTiDKeHHS.

JKonni no6iuni asuima (I151) He noTpeGypann 3aCTOCYBaHHA
JIKapChKIX 3acobiB.

CTaTHCTHYHI BUCHOBKM CTOCOBHO anikcabaHy Oy/iu 3acHOBaHi Ha
MiaAX0/1i 6i0eKBIBAICHTHOCTI 3 BUKOPHCTAHHSM TAKHX CTaH/apTiB:

Koediuienr pinnowenns cepennix FEOMETPHYHHX, PO3PaXx0BaHHX

METO/I0M HAHMEHIINX KBAJPATiB, i BiANOBIIHI Mexki 90 % noBipujsZ
inrepsany ([II), 0G4HCIIeH] 3 eKCMOHEHTH PI3HKLL Mik
Z0CiKYBAaHUM JTiKapCHKHM 3aC000M i IperniapaToM nopisHsfis
norapudmivHo (In) nepeTBOpeHKMX NapaMeTpiB — MakCHMATLHN

KOHUeHTpaIll aHalniTy (Cmax) Ta rurowi ﬂlﬂﬁﬂ?lﬂ 0 7 0RE
KOHLIEHTPaLif/9ac B CTALiOHAPHOMY CTaHi :

0-T),

3HAXOAMTHCS B MEXKaX JlianazoHy 6ioexuingnrﬁrﬂn'cﬁ‘§g,gofjj

125,00 %. NIKAPCBKUX
[OHYAPOBA

KOH®IAEHLIMHO



‘ " I<R l(b\ Abokcoma (anikcaban), Taberiu, BKPHTI [171iBKOBOIO 06010HKO0I0, 10 2,5 Mmr, o 5
l MT

17. Kputepii ouinku 6eznexn

18. Crartuctuuni Metoau

19. lemorpadiuni nokasnuku
HOCHiIKYBAHOT NOMyIsii{
(crars, Bik, paca Tomo)

20. Pesynbtati epeKTHBHOCTI

Besnexy BusHauanu mutsxom OLIHKH MOOGIYHMX SBMIN (T151),
N1ab0PaTOPHUX OLIHOK Ta MOKA3HUKIB KUTTERO BIHBUX byHKIII.

OcHoBHi napameTpu BcMoOKTyBanHs Ta po3mnoiny npenaparis GyJiu
004KCIIeH] 3 BAKOPHCTAHHSM HEKOMMapTMEHTHOrO Miaxomy 3
A0IyCKOM Npo JIorapu(MivHO-TiHi I KiHIeBuHii nepiox
BHBEJICHH:. JIns1 oiHKH nuowi nig KPHBOIO « KOHLIEHTPAIIIA-4acy
BHKOPHCTOBYBaBCA MeTo Tpamnewuii. Ouinka kiHueBoi ta3u Oyna
3acHOBaHa Ha MakcuMisauii koediuienta netepminauir.
DapMaKkoKiHETHUHHMH (PK) mapametpamu uporo BHIIPOOYBaHHsA
OyJIM IOKa3HMKH Tiag, Crmaxs Trmaxs Tiast, AUCo.1, AUCy.., 3a5THIIKOBE
mioma, Az ta Thar.

Craructiunumit aHanis IPYHTyBaBCA Ha NapaMeTpudHiil Moeni
AucnepciiHoro ananizy (ANOVA) (apMakokiHeTHIHMX napameTpig;
90-BigcoTkoBHii ABOCTOPOHHIH nosipuuit inTepsan (JI1)
CHBBiIHOMEHHS F€OMETPHIHOrO CepeaHbOro 3Ha4eHus s Cmax,
AUCo.r Ta AUCy 6a3yBaBcs Ha JiorapuMivHO nepeTBOpeHHX
naHux; Tmax Oy10 po3paxoBaHo 3a AOMOMOroK HEMapaMeTPUYHOrO
nigxony.

BinbmicTs yuacuukis Gy €BporneoinHoi pacu (90%) i onosiuoi
crari (86,7%), 3 IMT Bin 21,14 no 29,74 kr/m? y Bubipui mis aHaisy
Oesnexn. Cepeaniii Bik — 45,6 POKYy.

OnrouenTpoRe, paHIOMi30BaHe, 3 Pa3oBoIO JI03010, 3 3aCTIIIEHHAM
AaHUX 2714 Cr1iBpoGiTHHKIB TaGopaTopii, y ABOX MOCHiIOBHOCTSX Ta 3
ABOMa MepiojaMu I0CiDKEHHS, NPOBecHE HaTie. V AOCTiIKeHH]
B35IM y4acThk 30 310poBHX 40/10BiKiB Ta xkiHOK. ILIBUAKICTS Ta
cTynink abeopbuii anikcabany BUMIPIOBaIIH Ta TIOPIBHIOBANH I1C/IA
BBEJIEHHA pa3oBoi 103u (1 X 5 Mr) nocnimkyBaHoro IKapceKOro
3acoby Ta npenapaty nopisHaHHs. BiogocTynnicTs 2 TiKapChKHX
(opm anikcabany 6yna exBiBaseHTHOI 32 YMOBH 3aCTOCYBaHHS
JiKkapchKoro 3acoly micns npuAoMy ki, ¥V 3BeneHux Tabmumsax
IPEACTABIIEHO PE3yNIbTaTH BUMIPIOBaHb, OTPHMaHI Ha OCHOBI JAHHX
29 y4acHHKIB 1OCHiKEHHs:

KOH®IAEHLIMHO
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21. Pesynbsratu Ge3neku

Dapmaokinenuni mapamerpn

AINIKCABAH
JNOCTDKYBAHHIA 13 TIPETTAPAT TIOPIBHSIHHS
MTAPAMETP L) e
CEPEJTHE Koediuienr CEPENTHE | KoegiuienT sapiauit

3HAYEHHA |papiauii (KB) (%)| 3HAYEHHSA (KB) (%)

Tiag (ron)? 0,00 (0,00-0,50) 0,00 (0,00-0,30)
Crnax (Hr/ma) 153,25 21-7) 162,82 21,7

Teax (rom)® 2,67 (1,50-5,05) 237 (1,00-5,00)
AUCo.r (ur - row/mn)|  1583,37 (21,6) 1628,30 (23,0)
AUCo. (Hr * ron/mi) 161256 (21,5) 1657,66 (22,8)
. 3anumkosa nnoua 1,82 (51,3) 1,78 (62,0)
b Az (rox!) 0,0834 (19,7) 0,0840 (21,2)
Thair (roz) 8,61 (18,6) 8,64 (22,5)

* IlpencTanaexso menianne 3Havenns ta nianazon

BHYTPILIH| CEPEJHE TEOMETPUUYHE, MEXI 90 %
bOIH/IHUBIJ] P03PAXOBAHE METOZIOM JIOBIPHOI'O IHTEPBAJTY
VAJILHA | HAFMEHIIMX KBAJIPATI® [KOE®ILIE (%)
BAPIABEJIb| 10 RT
TIAPAMETP HICTE o Hr:l‘DKYB IIPEITAPAT | BIJIHOLIE
Koegiuienr | AHHHJ3 | mopispgumy HHA (%) HITRHS BEPXH
R a MEXA MEXA
papiauii (KB)  (n=29) (n=29)
(%)
Cons 114 149,81 159,26 94,07 89,42 98,96
AUCo.r 3.7 1548,11 1586,52 97,58 95,11 100,12

* ONMHMUAMH € HI/MA U1 Cooay | HT - ro/ma 11 AUCo.r

3aranom y usomy pocnimkenni 6ymo panzomisoBaHo 30 yqacm»ucm 3
AKKX 29 yyacuuku (97%) otpumysanu AOCIi Ky BaHHI NiKapchkuii
3aci6 (amikcabau) i Bei yuacHuky NpUHMAaJIH penapar nopiBHAHHA
(Enikgic).

Honi cepitosni 15 Ta cmepTenbHi BuManky He Byt 3apeectpoBano
B JO/IHOTO 3 yUACHHKIB, IKi OTPUMYBAIH JTiKyBaHHS B UBOMY
nocnizkenHi. XKoneH yuacHuk He npunuHuB JiKyBaHHs 3a pileHHsM
nocitianuka depes I151 (3 mipkyBass Oeznekn).

Yacrota [151 6yna noniGuoo B oci0, fKi npuitMamH HOCTIIXYBaHUH
JiKapchKHii 3aci6 Ta yuacHukis, KOTpi npuiimanu npenapaT
nopisusHHsA (14 % i 10 %, BianoBinHO). Yactota [15, mos'a3anux i3
NiKyBaHHAM, Oy/1a OIHAKOBOIO B 0Ci6, sKi NpUHMaTH JOC/Ti Ky BaH A
nikapchkuii 3acib, i B yuacHuKkiB, KOTpi npuiiManu npenapar
nopiBHAHHS (7 %).

Vi [14, 3apeecTposani mig yac AocnimKeHHs, OyIH BU3HAHI
NOMIPHUMH 3a CTyneHeMm Tsxkocti. [1in yac mocimkerus B AOJIHOrO
3 y4acHuKiB He 6y.0 I15 nomipHoro um Tskkoro CTYTIeHS.

Yeworo 8 14 6yno 3adikcosano y 6 i3 30 oci6 (20 %), sixi 6p
YuacTh y UbOMY HOCHiKeHHI. 3 HUX 4 TS BUHUKIH B oci0, g
NPHAMAITH JOCIi Ky BaHIH JliKapChKHiA 3acif, 1 4 —B yqacu
KOTpi npuiitManu TIPENapat MopiBHAHHS. Buu,
CHOCTEPGX{HHX i1 9ac JocimkeHHs, 6yno nnaﬂano TaK
MOB'A3aHi 3 NikapchKUMHE 3acobamu (5/8: 63 ©

MiA Yac AocTimkeHHs, 6yI10 yCyHYTO 10 KiH %%

Haiinowmpenimmm I[15 B usomy nocaimkenni GyB Jé[ 0 A
o 6yB 3apeec1'p03aﬂnn y 2 yuacHukiB (7 %) TIJIBKI/I l'IlCJ'[ﬂ npuiomy
HUMH nocmz[x{yBaHoro NKAPCBKOTO 3ac06y IHwi ITA

crnocrepiranucs B 1 yuacuuka (3 %) nocnimxenns. ITicis BBeaeHHs
JOCIiKYBAHOTO JTIKapehkoro 3aco0y moBizoMisiocs mnpo

KOH®IAEHLIMHO
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22. BUCHOBOK (3aKJII0YeHH)

3agaBHUK

/Migmwc/

MOPA3HeHHs WIKipH Ta Gitb y mwi, a Takox npo BIIYYTTA cH'AHiHHS,
peakuito B Micui npokosty cyanHu:

nic/isi BBE/IeHHs Npenapary TNOpIBHSHHS Gy.H 3apeecTpoBaHi IU3ypis
Ta nojaxiypis.

3aranom, pe3yabTaT KIiHiYHUX 11aDOpaToOpHHUX aHai3iB B Y4acHHKIB
OyJM TPOXH BHILMMY 260 HIDKYHMHE 38 TXHi pedepenTHi nianasonu;
KOJIMH 3 Pe3YNbTATIB aHANI3IB He OYB BU3HAHMH KIiHIYHO 3HaYy UM
(K3) nocninaukom. Kpim TOTo, B ULOMY IOCITiDKeHHI He GyJ10
BiAzHaueHo K3 pesynbraris nokazuukis HHUTTEBO BAKITHBUX
GyHKii,

Ilin yac npoBeneHHS NOCHIIKEHHS He BHHUKIO HKOIHUX HOBHUX
npobiem Gesnekn BUMPOGYBaHMX npemnaparis.

BucHoBku:

Pesynbrati uporo nocnimkens NOKa3ykTh, 1110 OYJIK 3a10BONEH]
KPHTEPIi, BAKOPUCTAHI /U151 ONiHIOBAHHS GI0CKBIBANIEHTHOCT] MDK
AOCITi[KY BAHMM JIIKapPChKHM 3aC0O60M i NpenapaToM NOpiBHAHHA.
Koedivient Binnoments nocaimkysanoro JiKapchKoro 3acoby Ta
Tpenapaty MOPiBHAHHS 32 CEPEIHIMU N€OMETPHIHHUMH, BHMipAHHMH
METOOM HalMeHUIMX KBapaTiB, i BiamoBigni Mexi 90 % Al nns
Crnax Ta AUCo.T 3HAXONHTHCA B MeXax NPHIAHATHOTO JianazoHy
80,00-125,00 %.

Orxe, nocimKysanuii JikapceKuit 3aci6 (Anikcaban, TabIeTKH,
BKPHTI MJ1iBKOBOK 060NOHKOIO, 110 5 Mr, BupoouunuTea Kpka, .1.,
Hoso mecto, Crioenis) BraxkaeThes GioekpiBase HTHIM npenapary
nopisusiHHA (EnikBic®, Tabnetku, BKPHTI M1iBKOBOIO 060I0HKOI0,
1o 5 Mr, BUpoGHuuTBa [1daiizep Memntogexaypunr Qoitunena T'm6X
(Pfizer Manufacturing Deutschland GmbH), Himeuunna [pnacuuk
peectpauiiiHoro nocsinuenns: Bpicton Maiiepc Cxkgi60/TIdaiizep
EEIT" (Bristol-Myers Squibb/Pfizer EEIG), Benuxka Bpurauis]) npu
3aCTOCYBaHHI HATIIE.

3aranom, BunpoGyBsani npenapaty 6y Ge3neuHUMY Ta nodpe
NEPEHOCUITUCA YUaCHUKAMH LEOTO TOCTiPKEHHS.

(mizmuc)

(BmacHuK
peecTpauifHoro

AHA PELEJIb (JANJA RECELJ) (I1.1. B.)

MOCBi/IUeHHS)

Lramn: KPKA

KPKA.

TOBapHa 3gpasin, 4.4.,
Hoso mecTo

2521

3 |AHO :
KE

BIAAINY S

N1KAPCBHKX

[OHYAPOBA

KOH®IAEHLUIMHO



(L4 KRKA

KRKA, d. d., Novo mesto

Smarjeska cesta 6

8501 Novo mesto
Slovenia

Phone + 386 7 331 21 11
Fax  + 38673321537

www .krka.biz

June 2020

Subject: Statement by the MAH (Krka, d.d.) on allowing the publishing of Clinical research
report and Preclinical research report

Dear Sir/Madam,

I, signed below, Natasa Erzen Vritaj, M.Pharm., Head of Regulatory Affairs, agree with the
publishing of Clinical research report and Preclinical research report on the website of Ministry
of Health of Ukraine.

We also propose to redact the name and signature of the signee of the statement for reasons of
personal data protection.

Yours fauthfully,

Nataa ffrzen Vri¢aj, M.Pharm.
Head, Regulatory Affairs
Krka, d.d., Novo mesto
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KRKA, tovarna zdravil, d d., Novo mesto Registered at District Court of Novo mesto. Share capital: € 54,732,264 71. Registration Number: 5043611000
VAT number: SI82646716



KRKA, d.d. Novo mesto

Smarjeska cesta 6
8501 Novo mesto
Slovenia

Telefon: 386 7 331 2111
Telefax: 386 7 332 1537

Yeppens 2020

IIpenmert: 3asBa 3asBHEEKA (KPKA, n.1.) momo moxmmsocri nyOmikarii 3Bity npo kiiniume
TOCIIDKEHHS Ta 3BTy NPO JOKTIHIYHI 0CTIIKeH s,

[llanorHi naui ta manose,

A, mo mignucanacs mmxue, Harama Epxen Bpuruaii, marictp dapmanii, KepiBruk ciyx6bu
peecTpauii, Hanaro j03Bin my6mikyBath 3iT PO KIHIYHE JOCTi/DKeH s Ta 3BTy npo JoKmiHiumi
JOCIIKEHHS Ha odiuiiinomy caiiti MO3 Ykpainun.

Mu Takox mpornonyemo BumamutH imM’s Ta minke, ocobH, mo 3acBimgumna 3BiT PO KJiHIYHE
AOCTIDKEHHS Ta 3BIT PO JOKIHIYHI 0CITiIKeHHES Y 3B’S3KY i3 3aXHCTOM HEPCOHAIBHHUX JIAHHX.

3 moBaroro, miamuce
Harama Epxen Bprmyait, marictp dhapmanii,
KepisHuk ciysx6u peectparnii
KPKA, n.1., HoBo mecto

neyarxka
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KRKA, d. d., Novo mesto

Smarjeska cesta 6
8501 Novo mesto
Slovenia

Phone + 386 7331 21 11
Fax +38673321537

www krka.biz

Novo mesto, 06/02/2025

AUTHORISATION

[, the undersigned, hereby authorize Mrs, Janja Recelj, born on 22 March 1973, residing at
Hrastovica 21, Mokronog, acting as the head of Registration Documentation, to sign documents

relating to the registration documentation for Krka products on behalf of KRKA, d.d., Novo mesto.

This authorization is effective until revoked.

Joze Colari¢
President of the Management Board

and Chief Executive

[1AHO 3 OPUT IHANOM
KEP IBHUK
Ny PEECTPAUI]
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KRKA, tovama zdravil, d d., Novo mesto, Registered at District Court of Novo mesto. Share capital: € 54,732,
VAT number; SI82646716.
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KRKA, d. d., Novo mesto

Smarjeska cesta 6
8501 Novo mesto
Slovenia

Phane + 386 7 331 21 11
Fax +38673321537

www.krka.biz

AUTHORISATION

I, the undersigned, hereby authorize Mrs. Nata%a Er¥en Vrs¢aj, born on 22 February 1969, residing
at Marjana Kozine 53, Novo mesto, acting as the head of the Regulatory Affairs, to sign documents
relating to the registration of Krka products on behalf of KRKA, d. d., Novo mesto.

This authorization is effective until revoked.

gt

Joze Colari¢
President of the Management
Board and Chief Executive

Novo mesto, 20 November 2018
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KRKA, tovarna zdravil, d. d., Novo mesto. Registered at District Court of Novo mesto. Share capital: € 54,732,264.71. Registration Number: 504361 1000.
VAT number: SI82646716



