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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
during the validity of the registration certificate

(art. 4, section 1V)

Prec

wi

iinical researchn report

1. Name of medicinal product (if available -  Abiraterone Krka 500 mg film-coated tablets
number of registration certificate):

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

2) the undertaken study: o yes v mno ifnotexplain
Pharmacodynamic,
pharmacokinetic and
toxicological properties of
active substance
abiraterone acetate are
well known. Therefore,
additional studies are not
required.

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 /




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

in vivo (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

Applicant (holder of hma

registration
certificate)

Pharmacodynamic, pharmacokinetic and
toxicological properties of abiraterone acetate 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 active ingredients.

(sig‘ﬁ\tﬂre)
Recelj Janja

(Name)

(fa KRIKA
K

RKA,
tovarna zdravil, d.d..
Novo mesto

2521




i #

Jlonarox 29

1o Iopsinky npoBeieHHS eKCIIePTH3H
peecTpallifHuX MaTepiaiiB Ha JTiKapchki
3aco0H, 110 MOJAIOTHCS HA JIEPXKaBHY
peecTpauiio (nepepeecTpailiio), a TaKokK
€KCIIePTH3H MaTepialiB PO BHECEHHS
3MiH J0 peecTpaniiHuX Marepianis
IPOTSTOM JIil peecTpanifHoro

MOCBITYeHHS
(myuxkr 4 poszainy IV)
3BIT
Npo AOKJIHIYHI Z0CTiHKeHHS
1. Ha3ga sikapcbkoro 3aco0y (3a ABIPATEPOH KPKA, tabneTku, BKPUTI IUIIBKOBOIO
HassBHOCTI - HOMEp peeCTpaliifHoro obononkoro, mo 500 mr
MOCBITYEHHS ):
1) Tan nikapcbkoro 3acofy, 3a SKUM ['enepuunmii nikapchkuid 3acio
npoBoaunacsa abo nianyeThCs
peecTpartis
2) npoBeieHi J0CIiKeHHS O TaK I Hi SIKIIIO 0OrpyHTOBAHO
®apmakoaMHAMIYHI,

(hapmakoKkiHETHYHI Ta
TOKCHKOJIOTI4Hi BJIACTHBOCTI
abiparepony auerary go6pe BijoMi.

Ockinbku abiparepoHy auerary €
IIHPOKO BUKOPHCTOBYBAHOIO, 100pe
BIJIOMOIO aKTHBHOIO PEYOBHHOIO,
JI0JIaTKOBI IOCII/DKCHHS Ta
HOJIAJIBII JOCIIDKEHHS HE
BHMaratoThCs.

2. dapmaxooris:

1) nepBuHHa papMakoIUHAMIKA /
2) BTOpHHHA (hapMaKkoguHaAMIKa /
3) dapmakornoris 6e3mexn /
4) papmakonunamivni B3aemonii  /
3. dapmaKOKiHETHKA:

1) aHanmiTHYHI METOJHMKH Ta 3BITH/
o0 iX Bayigamii




2) BCMOKTYBaHHS

3) posmoain

4) merabomizm

5) BUBEICHHSA

6) hapMaKkOKiHETHYHI B3aEMOIiT
(moxsiHIuHI)

7) inui papMaKoKiHETHYHI
JOCITI JUKEHHS

4. TokcukoJIoris:

1) TOKCHYHICTB ¥ pa3i
OJJHOPA30BOr0 BBEICHHS

2) TOKCHYHICTB Y pa3i MOBTOPHHX
BBE/ICHb

3) reHOTOKCHYHICTh:
in vitro

in vivo (BKJIIOYAKOYH JI0aTKOBY
OLIHKY 3 TOKCHKOKiHeTHKH)

4) KaHIIEpOTreHHICTh:

JIOBrOCTPOKOBI JOCITIKEHHS

KOPOTKOCTPOKOBI JIOCITIJDKEHHS
abo JocnmipKeHHs cepeIHbOT
TPHUBAJIOCTI

JIOJIATKOBI JIOCHIIMKEHHS

5) penpolyKTHBHA TOKCHYHICTh Ta
TOKCHYHHH BIUTHB HAa PO3BUTOK
MOTOMCTBA:

BIUIMB Ha (DePTHIBHICTH | paHHil
eMOpiOHATIBHUA PO3BHTOK
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eMOpiOTOKCHYHICTH /
IpeHaTanbHa i MoCTHATaIbHA /
TOKCHYHICTH

JOCTIDKEHHS, TIPH AKHX npenapar  /
BBOJIUTECH TIOTOMCTBY
(HecTaTeBO3PLIMM TBAPHHAM)

Ta/ab0 OLIHIOETHCA BiUIaJIeHa JIist

6) MicuieBa MepeHOCUMICTh /
7) mOAATKOBI AOCITIIKEHHS /
TOKCHYHOCTI:

\
|
! AHTHIE€HHICTH (YTBOPEHHS aHTHTLN) /
:

IMyHOTOKCHYHICTb /
JIOCIII/DKEHHS MeXaHi3MiB JIii /
TKapchKa 3aJIeXHICTh /
TOKCHYHICTH MeTabOoIIITIB /
TOKCHYHICTH JOMIIIIOK /
iHIIIe /

5. BucHoBKkH 1010 fokniHidHOoro  ®@apMakoauHamivHi, (apMakOKiHETHYHI Ta TOKCHKOJIOTIYHi
BUBYCHHS BIacTHBOCTI abiparepony amerary nobpe Bigomi. [lomansmi
TOKJTIHIYHI JOCTIIDKEHHS HE BUMAraloThCH.

JUis Tumy npoueaypu peectpamisi TeHEPHYHOIro JIKapCchbKoro
3acoby Hemae HeOOXIHOCTI HIOAO MOBTOPHHX BHIPOOYBaHb Ha
TBapuHax. OTxe, JOKJIIHIYHUHA 3BIT IPYHTYETHCS Ha OIS/l JaHHX,
HasiBHUX Y JEKUIbKOX HayKoBHX Oa3ax naHux abo omyOrikoBaHHX
IIO/10 AKTHBHOTO iHIpe/IieHTa.

3asBHUK (BJIACHHK (mianuc)
peecTpaniiHOro NoCBiTYCHHS) HAus Peuens

(I.1.B.)




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

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 research report

Abiraterone Krka 500 mg film-coated tablets

KRKA, d. d., Novo mesto §marje§ka cesta 6 8501 Novo mesto, Sloveni

KRKA-FARMA, d.0.0., Veceslava Holjcvea 20/c, 10450 Jastrebarsko,
Republic of Croatia

v yes / no if not explain

Generic medicinal product

Pharma Medica Research Inc.

A Single-Dose, Semi-Replicate, Bioequivalence Study of Two Formulations
of Abiraterone Acetate 500 mg Film-Coated Tablets under Fasting
Conditions

Study report Amendment No 1

PMRI Study Number: 2020-4801

Sponsor Study Number: 19-652

Bioequivalence

from 6™ of December 2019 until 23"of December
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8. Countries where
the clinical research
was conducted

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

Canada

Planned for inclusion, randomized, and enrolled into the study:102 subjects

Completed the study: 99 subjects.:

The primary objective of this study was to evaluate the bioequivalence between
Abiraterone 500 mg film-coated tablets (Manufacturer: KRKA-FARMA,
d.0.0., Jastrebarsko, Croatia, EU) and Zytiga ® (abiraterone acetate) 500 mg
film-coated tablets (MAH: Janssen-Cilag International NV, Belgium, EU) after
a single dose in healthy male subjects under fasted conditions.

The secondary objective of this study was to evaluate the safety and tolerability
of the study treatments.

open-label, single-dose, randomized, three-period, two-treatment, separated by
a 7-day washout between drug administrations, twosequence, crossover,
semireplicate study, in healthy, nonsmoking, male subjects under fasted
conditions;

The study population included healthy, nonsmoking, male volunteers from 18
to 65 years of age, with a body mass index >18.5 and <30 kg/m2 and weight
=50 kg, who were assessed as healthy based on a medical history, 12-lead
electrocardiogram (ECG), laboratory evaluation (hematology, biochemistry,
urinalysis, and serology), physical examination, and vital signs measurements
(blood pressure, pulse rate, respiration rate, and temperature). Eligible subjects
did not test positive for urine cotinine or urine drugs of abuse at screening

Abiraterone 500 mg film-coated tablets

Batch Size: 100.000 film-coated tablets

Manufacturer: KRKA-FARMA, d.o.o., Jastrebarsko, Croatia, EU)
Dose: 500 mg

Mode of Administration: Oral under fasted conditions

Zytiga ® (abiraterone acetate) 500 mg film-coated tablets

MAH: Janssen-Cilag International NV, Belgium, EU; Manufacturer: Jap
SpA, Italy, EU WPKA %

Dose: 500 mg

12 11 2025




15. Concomitant
therapy

16. Efficacy
evaluation criteria

17. Safety assessment
criteria

18. Statistical
methods

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

20. Efficiency results

21. Safety results

Not provided by the protocol.

If the intra-subject variability for Cmax of the reference product is <30%, then the
90% CI of the relative mean Cmax of the test to reference product should be
between 80.00- 125.00%.

An AE is defined as any untoward medical occurrence in a patient or clinical
investigation subject administered a pharmaceutical product that does not
necessarily have a causal relationship with the treatment. An AE can, therefore,
be any unfavorable and unintended sign (including abnormal laboratory
finding), symptom, or disease temporarily associated with the use of an IMP,
whether or not related to the IMP. Adverse events occurring after a subject
signed the ICF were reported. A treatment related AE is defined as any AF that
is assessed by the investigator as having a possible or probable relationship to
the IMP. The severity and relationship of AEs to the IMP were assessed by the
investigator. There was no formal statistical evaluation of safety or tolerability.
An assessment of safety was based primarily on the incidence, frequency and
severity of AEs. Safety monitoring parameters are described below.

Analysis of variance (ANOVA) (PROC MIXED) was performed on log-
transformed plasma abiraterone AUCt, AUCinf, and Cmax. Based on log-
transformed data, ratios of thc geometric means for treatments and the

corresponding 90% confidence intervals (CIs) were calculated for AUCH,
AUCinf, and Cmax.

The study population included healthy, nonsmoking Asian, Black or African
American, White or Multiracial male volunteers with Hispanic/Latino or not
Hispanic/Latino Ethnicitv, aged from 18 to 65 years with Body Mass Index in
the range of 19.0 to 29.9 kg/m?.

The comparative assessment of the two treatments demonstrated that the
overall exposure to the active substance (AUCt) was highly similar between
Treatment A and Treatment B (94.42 %). The evaluation confirmed that the
extent of absorption was consistent across both treatments, with no clinically
meaningful differences observed.

Similarly, the comparison of peak concentration (Cmax) indicated that both
treatments achieved comparable maximum levels of the active substance
(96.84%). The results support that the rate of absorption was equivalent, and
no significant variations were detected between the two formulations.

Based on these findings, the treatments can be considered comparable in terms
of both the extent and rate of absorption, meeting the gcrit
bioequivalence.

The administration of the study drugs was generally welll :
healthy subjects participating in this study. Q\F:tlauHW AE
subjects (40.2% of subjects dosed) were reportegy mithe gty |

P
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affecting 18 subjects (17.6%) assessed as treatment related (possibly related to
the investigational medicinal product [IMP]). The most frequent treatment
related AE was headache (11 events affecting 6 subjects [5.9%]). One (1) AE
was moderate in severity while all other AEs were mild. Eighty-eight (88) of
the 92 AEs resolved prior to the end of the study. The resolution date and time
of 4 AEs are unknown because the subject was lost to follow up. No serious
adverse events (SAEs) were reported during the conduct of this study. None of
the AEs had a significant impact on the safety of the subjects or on the integrity
of the study results

22. Conclusion The test product, Abiraterone 500 mg film-coated tablets exhibited equivalent
(evaluation) rate and extent of absorption compared to the reference product, Zytiga ®
(abiraterone acetate) 500 mg filmeoated tablets (obtained from the EU market)
after a single oral dose in healthy, nonsmoking, male subjects under fasted
conditions. Bioequivalence of the test and reference product can be concluded.

Applicant M

(holder of 5
registration (s;gnattpe)

certificate) Recelj Janja
(Name)




Jonatok 30

1o llopsaxky npoBeieHHS eKCIIEPTH3H
peecTpanifHUX MaTepialiB Ha JIIKapchKi
3aco0H, 110 [0JIAI0THCS Ha JIePHKAaBHY
peecTpallito (nmepepeecTpaitiio), a Takox
EKCIIePTH3H MaTepiajiB Mpo BHECEHHS
3MiH JIO peecTpaliiHiX MaTepiais
HPOTATOM JIil peecTpariiHoro
MOCBIJUYEHHA

(mysKT 4 posginy [V)

3BIT
Nnpo KJaiHiYHe BUNpoOyBaHHsA

1. Ha3ga nikapcbkoro
3aco0y (3a HAsBHOCTI -
HOMED
peecTpaniiHoro
MOCBITYCHHS )

AGiparepon KPKA, Tabnerku, BKpuTi 11iBK0BOI0 060510HKO10, 110 500 Mr

2. 3aABHUK

KPKA, a.1., HoBo mecrto IlImap’emka mmecra 6 8501 HoBo mecto, CroBeHis

3. BupoGuuk

KPKA-®APMA n.0.0., B’suecnaBa Xonesua 20/e, 10450 fctpebapcko, Xopsaris

4. [IpoBeneni
OCTIDKEHHS ;

I Tak [ Hi SKIIO Hi, OOIpyHTYBaTH

1) Tamn JgikapcbKoro
3aco0y, 3a AKUM
nporoauaacs abo

['enepuuanmii TikapchbKuid 3acid

[IaHYETHCH

[peecTpartis

5. IToBHa Ha3Ba dapma Memuka Peceapu Iuk. (Pharma Medica Research Inc.)

KJITHIYHOTO

BUIIPOOYBaHHS, OaHOM030BE, HANIBIOBTOPHE AOCHIKEHHSA OlOZOCTYIHOCTI JBOX KOMIIO3HILIIH
KOJAOBaHUN HOMEp abipatepony anerary 1o 500 mr, TabneTku, BKpUTI 000JIOHKOK, HATIIECepIe
KJIIHIYHOTO :
BUIIPOOYBAHHSI [Torpaska Ne 1 710 3BiTY PO KOCIIJKEHHSI

Homep pocnimpxenus PMRI: 2020-4801
Homep gocijpkenns crioncopa: 19-652

6. ®aza KIIHIYHOTO
BUNIPOOYBaHHS

JTocmipreHHs 3 010eKBIBAJICHTHOCTI

7. Ilepiox npoBeieHHS
KJIIHIYHOTO
BUIIPOOYBaHHS

3 06 rpyaus 2019 no 23 rpyauas 2019

8. Kpaiuu, e
TIPOBOJIMIIOCS KITIHIUHE
BUITPOOYBaHHS

Kanana

0. KisbKicTh
UTOCITIDKY BAHMX

3ariaHoBaHO JI0 BKJIIOYEHHS, paH/I0Mi30BaHO Ta 3apaxoBaHO 10 Aocuimpkenus: 102
cyb'exTn
BaBepiimin gociipKkeHns: 99 cy0'ekrin

10. Merta Ta BTOpUHHI
LT KIIHIYHOTO
BUITPOOY BAaHHS

(OCHOBHOIO METO [IBOT'O JOCITI/DKeHHs Oy1a oliHKa 010eKBIBAJICHTHOCTI MiX
rabneTkamu abiparepony 500 Mr, TabieTKH, BKPUTI TUTIBKOBOKO 000JIOHKOIO
(BupoOHuK: KPKA-DAPMA 1.0.0., Slctpebapebko, Xopgatis, €C) ta 3utira®
(abiparepony auerar) 500 mr, TabIeTKH BKPHUTI [U1IBKOBOIO 000IOHKOIO (BIACHHK
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peecTpaniiinoro nocsijgdens,: Succen-Cinar Intepruersn H.B. bensris, €C) nicas
0IHOPA30BOT0 MPHIHOMY 3/I0POBHM YOJIOBIKaM HATIIECEPIIE.

BTOpPHHHOIO METOIO IIHOTO J0CIII/DKeHHs OyJia ollinka Oe31eKH Ta epeHOCHMOCTI
TOCTTIJDKY BAHHMX TIperaparis.

11. Jluzaiin
KJITHIYHOT'O
BUIIPOOYBaHHSA

Binkpurte, 0JHOpa30Be, paH/I0Mi30BaHe, IBOCTOPOHHE, MEPEXPECHE, HaMiBIOBTOPHE
JIOCITIKEHHS 3 JIBOMA MpernaparaMu y CTaHi HaTiie 3 7-JCHHUM NepiojloM BUMHUBAHHS
MiXK JIBOMA [TOCIHIZIOBHHMH BBEJICHHSIMH JIOCIIHOTO JKapchKoro 3aco0y y Tpu
nepiojiM, NpU3HAYeHe Ui OIiHKK OiloeKBiBaJeHTHOCTI abipaTepoHy y 3/40pOBHX
100pOBOJIBIIIB YOJIOBIYOT CTATi, SIKI HE KyDATh Y CTaHi HaTLIEpLe.

BKJIFOYCHHSA

12. OcHoBHi KpuTepii

Jlocti Ky BaHa MOy IS BKIIOYAa 3J0POBHX J100POBOJIBIIB HOJIOBIHOT CTATi BIKOM
Bt 18 10 65 pokiB, sKi He MANSTh, 3 iHAeKcOM MacH Tina >18,5 ta <30 Kr/m” Ta Maca
rima > 50,0 kr, skux OyJ10 OIiHEHO K 30POBHX HA OCHOBI icTOpii XBopoOH, 12-
KaHaibHOI enekTpokapaiorpamu (EKID'), naboparopuux obcrexkens (remMarosoris,
Gioximisi, anasi3 ceui Ta ceposiorisi), GizHIHOro 0OCTEHKEHHS Ta BUMIPIOBAHHS
YKHTTEBO BAXKIMBHX TTOKA3HUKIB (apTepiayibHHI THCK, YACTOTa MYJILCY, 4acTOTa
UIMXaHHs 1 TeMrepaTypa). YYacHUKH JIOCIIDKSHHS He MaJi TO3UTUBHUX PE3yNILTATiB
TecTy cedi Ha KOTHHiH a0 3JI0BXKMBAHHS HAPKOTHKIB i/l YaC CKPUHIHTY.

13. JlocmiukyBanuit
mikapchKuid 3acid,

cuia il

croci6 3acTocyBaHHS,

AGiparepoH, TabieTKH, BKPUTI ILTIBKOBOIO 060510HKOI0 110 500 Mr
Po3wmip cepii: 100000 TabneTok, HOKPUTHX 000TOHKOKO
Bupobuuk: KPKA-®APMA n.0.0., Sctpebapebko, Xopsaris, EU
Jloza: 500 mr

[1L1six BBEeIeHHS: IEPOPATILHUI HATIIE

14. Ilpenapar
MOPIBHSHHS, 1034,

cuna il

criocid 3acTocyBaHHS,

3utira® (abiparepoHy anerar), Tab/ieTKH, BKPUTI MJIiBKOBOIO 00010HKO010 110 500 Mr
Bnacuuk PII: Slnccen-Cinar Iurepuemnn H.B., Beneris, €C; BupoOuuk: Anccen-
Cinar CnA., Itanis, €C

Moza: 500 mr

[11ns1x BBEICHHS: [IepOpaJIbHUIA HATIIE

15. CynyTHs Tepanis

He nepenbaueHo MpOTOKOIIOM.

16. Kpurepii omiHku
e(heKTHBHOCTI

SIkio  BHyTpilmHBOCYO'ekTHA BapiabenpHicTh Cmax pedepeHTHOro mnpenapary
cranoBuTh < 30%, 10 90% joBip4yoro inTepsamy BimHOCHOI cepenHboi Cmax
OCITIKYBAHOTO TIPerapary BiIHOCHO pe(epeHTHOro mpenapary NoBHHEH OyTH B
meskax 80,00-125,00%.

17. Kpurepii omiHKH
Oesrexu

[To6iuna st BU3HAYAECTHCS AK Oy/1b-5IKa HECTIPUATIMBA MEMYHA MOMis Y namienTa abo
yYaCHHWKA KJIHIYHOTO MJOCIHI/DKeHHs, SKOMY BBOJSTH JIKapchKuil 3aci0, ska He
00OB'I3KOBO Ma€ I[PUYUHHO-HACIIAKOBHH 3B'S30K 3 JIKyBaHHAM. TakuMm 4YHHOM,
noOigna st Moxke OyTH OyIb-SIKOIO HECIPHSTIIMBOIO Ta HemepeadauyeHo 03HAKOIO
(BKJIFOYAIOYH aHOMAJTbHI JTabOpaTOpHi pe3yIbTaTH), CHMIITOMOM a00 3aXBOPIOBAHHSIM,
THMYacoBO ITOB'S3aHMM 13 3aCTOCYBAHHSAM JIOCTIDKYBAHOTO JIIKApChbKOro 3acoly
(JIJ13), sezanexHo Bij TOro, un nop's3anuii Bid 3 JIJI13. Byo nosimomieHo nmpo nobivni
e(heKTH, 1110 BUHUKIIH IICIS [MiMHUCaHHS YYACHUKOM YTO/JH NMpO KIHIYHY NEpeBipKy
(VKII). ITo6iuna misi, noB's3aHa 3 JIIKyBaHHAM, BH3HAYAETHCA SIK Oy /1b-sKa moOiuHa Jis,
siKa, 3@ OIIHKOIO JOCIIIIHMKA, Mae MOXIIMBUI a0o iiMoBipHuii 38's130K 3 J1JI3. TsxkicTs
Ta 3B'130K mnoOiunux edekrie 3 JUJI3 omiHoBammes nocmiaHukoM. DopmanbHOI|
CTATHCTHYHOT OIIHKH Oe3rmeku abo mepeHoCHMOoCTi He mpoBoaniocs. OiiHka 6e3nexku
OasyBajiacsi roJIOBHAM YHHOM Ha 4YacTOTi, YacTOTI Ta TSKKOCTI MOOIYHHX edeKTis.
[TapameTpu MOHITOPHHTY O€3MeKH ONHCaHi HHKYE.

18. Craructruni
METOIH

Jlucnepciituuii  ananiz (ANOVA) (PROC MIXED) ©0yno mnposeaeHo s
iorapudMiuyHO TpaHcHOpMOBAHHMX 3HAYEHD AUCt AUCinf tTa Cmax abiparepony B

riasmi. Ha ocHoBi sorapudmiuno Tp i€ ARKX JIaHUX OyJI0 pO3paxoBaHO
CIiBBIIHOIICHHS MCOMETPHYHHX CepeiriX « 1 agnsgwppmmh 90%
noBipui inTepBanu (JI1) s AUCE, A (ra CmaMEHEAKREP RINL Ly
19. Jlemorpadiuni L[ocniﬂncysaﬂa MOy JIsALis anloqana{gﬁra{) x%f w6 IlBﬁth)l crari, gKi
[OKA3HUKH HE KypSATh., a31iicbKOT0 MOXOKEHHs OLIIKlp ,i bmﬂxal&ﬁﬂﬁih&x abo
o> S SHEPHOBA I M / .
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OCITiPKYBaHOT
nonyJsuii (craTh, Bik,
paca, TOLIo)

GararopacoBoro MOXO/DKEHHS iCIaHIiB/ TaTHHOAMEPUKaHIIIB abo He
icniaHmiB/maTHHOAMEPHUKAHIB, BiKoM BiJl 18 /10 65 pokiB 3 iHIEKCOM MacH Tija B
niamazowni Big 19,0 10 29,9 kr/m>.

20. Pezynbratu
edexTuBHOCTI

[TopiBHsIbHA OLIIHKA ABOX METOIB JIKYBaTTHS MPOJAEMOHCTPYBaA, 110 3arajbHUi BIUIUB
akTuBHOI pedoBuHH (AUCt) OyB IyKe Cx0KHUM MK METO/IaMH JIiIKyBaHHS A Ta
mikyBanus b (94,42%). Ouinka nmigrBepana, mo cTymniab abcopOiii OyB 0HAKOBHM
U1 000X MeTO1iB JIiKyBaHHs, Oe3 KIiHIYHO 3HaYyIHuX BiaMinHocTel. Tak camo,
MOpiBHSHHS 1MiKOBOI KoHUEeHTpallii (Cmax) nokasano, mo o011Ba METO/IH JIiKyBaHHS
JIOCSITITH TTOPIBHSHHUX MaKCUMAJILHUX PiBHIB akTHBHOT pe4oBUHH (96,84%).
PesyibTaTi miTBepIKYIOTh, 10 WBKHIAKICTL abcopOuii Oyna eKBiBAICHTHOIO, |
CYTTEBHMX BIIMIHHOCTEH MiX JIBOMA NpenaparaMu He BUsiBiieHo. Ha ocHOBI 1ux
BHCHOBKIB, METO/TH JIIKYBAaHHS MO)KHA BBa)KaTH MOPIBHSHHUMH 5K 32 CTYTICHEM, TaK i
3a HIBUAKICTIO abcopOuii, o BiAnosigae kparepisam 010eKBIBAICHTHOCTI.

21. PesynsTatu

3acTocyBaHHS JOCII/DKYBAHHX IIPENapaTiB 3arajioM J00pe NepeHOCHIIOCs 3/10POBHMH
cy0'exramu, siki Opajiv y4acTb y 1bOMY JIOCHI/DKEHHI. 3arajioM y JociijpkenHi 0yio
3apeecTpoBaHo 92 nobivni edextH, mo Bpaswim 41 cyb'exra (40,2% cyb'exris, sKi
OTPUMYBAJIH J103Y), puuoMy 33 robiuni edexru, mo Bpasuwin 18 cyd'exris (17,6%),
Oynu ouiHeHi sK MOB'S3aHi 3 JIKYBaHHAM (MOMUIMBO, IOB'S3aHi 3 JIOC/I/IKYBaHUM
ilikapebkum  3acobom  [[1JI3]). Hadiwacrimum noGiyauM edekToMm, MOB'S3aHHM 3
niKyBaHHAM, OYB roioBHm#H 0116 (11 momii, mo Bpazunu 6 cy6'ekTiB [5,9%]). Omun (1)
noOiyauii edekt OyB MOMIPHOTO CTYTEHS TSIKKOCTI, TOAL 4K yci iHIm nodiuHi eexTn
Oysm nerxkumu. Bicimpecst BiciM (88) 3 92 nobiunux edekTiB 3HUKIM /10 3aKiHYECHHS
nocaipkenns. Jlara ta yac 3HMKHEeHHS 4 1001YHMX e(eKTIB HEBIIOMI, OCKLIBKH Cy0'eKT|
OyB BTpaueHWil a8 mojpanemoro crocrepexxenHs. [lin wac mposeneHHS UHOTO
ocipKeHHs He OyJ10 3apeecTpoBaHO KOAHUX cepito3nux nobiynux edexti (CIIE).
DKozen 3 nmoGiunux edekTiB He MaB CYTTEBOrO BILIMBY Ha Oe3neky cy0'ektiB abo Haj
JIOCTOBIPHICT Pe3yJIbTATIB JOCIDKEHHS.

Oe3nexu
22, BucHoBok
(3aKITFOYCHHS )

JlocmimpkyBanuit nmikapcekuil 3acid  AOipatepoH, TabNEeTKH, BKPHTI IUIBKOBOIO
cOononkoo, 500 Mr, HpoIeMOHCTPYBAaB €KBIBAJIEHTHY INBUIKICTE Ta CTYIIHB
aOcopOIiT MOpiBHIHO 3 pedepeHTHHM JliKapchkuM 3acobom Zytiga® (abipatepon),
TabsIeTKH, BKPHTI IUIiBKOBOKW obonoHkow, 500 mr (orpumani 3 punky €C), micns
3aCTOCYBAHHS OJHOPA30BOI NEPOPaIbHOI JO3M 30pPOBHUM, JA0OPOBOJIBISAM, SKi HE
najisTh, 4YOJOBiYOi cTari B craHi Hatme. MoxHa 3poOMTH BHUCHOBOK IpO|
010eKBIBAJICHTHICTH JIOCIII/DKYBAHOIO Ta peepeHTHOro JIIKapChKUuX 3aco0iB.

3asgBHUK (BIACHHUK
peecTpaliifHoro
MOCBIAYEHHS)

(niaruc)
Aus Peunens  (IpizBunie Ta iM’s1)
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