Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state
registration (re-registration), as well as
expert evaluation of materials on making

amendments to registration materials
during validity term of
Registration Certificate
(point 4 section IV)

REPORT

on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

DASATINIB ACCORD HEALTHCARE
Film coated Tablets 70 mg

1) type of medicinal product, for which
registration has been conducted or | This application is for generic.
planned
2) conducted studies yes no if no, justify
The product meets the definition of a generic
medicinal products as defined in Article 10.1 (a)
(iii) of Directive 2001/83/EC as amended, since
it has the same qualitative and quantitative
composition of the active substance with
reference product , the same dosage form with
reference product, no preclinical studies were
performed.
2. Pharmacology: NA
1) primary pharmacodynamics NA
2) secondary pharmacodynamics NA
3) safety pharmacology NA
4) pharmacodynamic interactions NA

3. Pharmacokinetics:




toxicity:

1) analytical methods and reports on |NA
their validation

2) absorption NA

3) distribution NA

4) metabolism NA

5) elimination NA

6) pharmacokinetic interactions | NA
(preclinical)

7) other pharmacokinetic studies NA

. Toxicology:

1) single use toxicity NA

2) repeated doses toxicity NA

3) genotoxicity: NA
in vitro
in vivo (including additional | NA
assessment on toxicokinetics)

4) cancerogenicity: NA
Long-term studies NA
Short-term studies |NA
or medium-term studies
Additional studies NA

5) reproductive and developmental [ NA




Effect on fertility and early |[NA
embryonal development

embryotoxicity NA

Prenatal and postnatal toxicity NA

Studies where the product is |[NA
administered to offspring
(immature animals) and/or remote
effect is estimated

6) local tolerability NA

7) additional toxicity studies: NA
antigenicity (formation of INA
antibodies)
immunotoxicity NA
study of mechanisms of action NA
drug dependence NA
metabolite toxicity NA
impurity toxicity NA
other NA

5. Conclusions regarding preclinical study | NA

Applicant (Registration 45487593X MARC

Certificate holder)

Firmado digitalmente por
45487593X MARC COMAS (R:

COMAS (R: B65112930) Bes112930)

Fecha: 2025.06.10 15:50:30 +02'00'

(signature)

Marc Comas, Director - Accord Healthcare S.L.U.

(surname, name, father’s name)




Homatox 29

1o IMopsanxy npoBeeHHS eKCIIePTH3U
peecTpauiitHux

MaTepiaiiB Ha JTKapchbKi 3ac00M, IoaaHi
Ha JepiKaBHY

peecTpalliio (mepepeecTpariiio),

a TaKOK €KCIIEPTH3H MaTepialliB IMI0/10
BHECEHHS 3MIH JI0 peecTpaiiiHux
MaTepianiB IPOTATOM CTPOKY il
peecTpanifHOro MOCBiTYeHHS

(mynkT 4 pospiny IV)

3BIT
PO JOKJIHIYHI J0CTiKEeHHS

1. Ha3pa nikapcbkoro 3aco0y (3a HasBHOCTI
— HOMEP PEECTPALIHHOTO IOCBI[UCHH):

DASATINIB ACCORD HEALTHCARE
(JA3ATHHIb AKKOP/] XEJICKEA) TabieTku,
BKPUTI IUTIBKOBOKO 000JIOHKOI0, 110 70 Mr

1) Tun mikapcpKOro 3ac00y, IS AKOro
IPOBEEHO a00 MIaHYETHCA PeecTpalis

L5 3asBKa CTOCYETHCS TeHEPUYHOTO JIIKAPCHKOTO
3aco0y.

2) MpOBENEHI TOCIIIIKEHHS

Tak / Hi AKILO Hi — OOTpyHTYBaTH

[Ipemapar BiIIOBia€ BU3HAUEHHIO T€HEPHIHOTO
ITiKapchKoro 3aco0y, HaBemeHoMy B cTarTi 10.1
(a) (iii) HdupextmBu 2001/83/€C 31 3miHammu,
OCKITBKM Ma€ TOH CaMHil SKICHHH Ta KUTBKiCHHH
CKIaa [i0uoi pedoBHHM, W0 # pedepeHTHHH
[pernapar, Ty caMy JKapceky dopMmy, mo H
pedepeHTHUE  mpemnapar, 1 INOKIIHIYHI
TOCIIIJPKEHHS HE IIPOBOIHITUCS.

2. ®apmaxoiroris:

HE 3aCTOCOBYETLCA

1) ocHOBHa (hapMakoIHHAMIKA

HE 3aCTOCOBYETBCA

2) BTOpHMHHA (hapMaKoAHHAMIKA

HE 3aCTOCOBYETHCA

3) dapmakomnoris Ge3nexu

HE 3aCTOCOBYETECA

4) ¢hapmakoaMHAMIUHI B3aEMOIIT

HE 3aCTOCOBYETECS

3. ®apMakoKiHETHKA:




1) aHamiTHYHI METOAMKH Ta 3BiTH MO0 iX
BaJTiganii

HE 3aCTOCOBYETHCA

2) BCMOKTYBaHHS

HE 3aCTOCOBYETHCH

3) pozmoin

HE 3aCTOCOBYETLCH

4) metaboitizm

HE 3aCTOCOBYETHCA

S) eniMiHamis

HC 3aCTOCOBYETBCA

6) bapMakoKiHETHYHI B3aeMOJIil
(OKITIHIYHI JOCITiKEHHS)

HE 3aCTOCOBYETHCH

7) i1 (hapMaKOKiHETHYHI JOCITiIKeHHS

HE 3aCTOCOBYETBHCS

4. Toxkcukosoris:

1) TokCcHUHICTE IPH OJJHOPA30BOMY
3aCTOCYBaHHI

HC 3aCTOCOBYETHCA

2) TOKCHYHICTb IIPH MOBTOPHUX 033X

HE 3aCTOCOBYETHCA

3) ['€HOTOKCHUHICTE:

HE 3aCTOCOBYETLCA

(BKIIIOYAIOUH TOJATKOBY OLIHKY
TOKCHKOKIHETHKH)

HE 3aCTOCOBYETHCA

4) KanueporexHicrs:

HE 3aCTOCOBYETBCA

JloBrotpusa KocmiHKeHHs

HC 3aCTOCOBYETHCA

Koporkocrpokosi abo
CEPEIHBOCTPOKOBI IOCTIHKEHHS

HE 3aCTOCOBYETBLCA

JomaTKoBl JOCiKeHHA

HE 3aCTOCOBYETHCA

5) PenponykrusHa Ta eMOpiOHaIbHO-
dbeTanbHa TOKCHYHICTS:

HE 3aCTOCOBYETLCS




Brutus Ha depTHibHiCTE Ta paHHiit
eMOpiOHATLHUM PO3BHTOK

HC 3aCTOCOBYETECA

EmOpioTokcHuHICTE

HE 3aCTOCOBYETBCA

IIpeHaTajIbHa Ta IOCTHATAJIbLHA

TOKCHYHICTE

HC 3aCTOCOBYETECA

JOCTIIIKEHHS, B IKHX [IPOLYKT
BBOJATH IIOTOMCTBY
(ne3pinum TBapuHaM) Ta/abo
OLIHIOIOTh BiJJaleHui edexT

HC 3aCTOCOBYETBCSA

6) MicLeBa MEPEHOCHMICTh

HE 3aCTOCOBYETBHCA

7) NO[AaTKOBI TOCIiIKEHHS

TOKCHYHOCTI:

HE 3aCTOCOBYETHCA

AHTHUTCHHICTh (YTBOPEHHS AHTHTI)

HC 3aCTOCOBYETHCA

ImynOTOKCHYHICTE HE 3aCTOCOBYETHCS

BHBYECHHS MEXaHi3MIB JIii HE 3aCTOCOBYETHCH

3aJIeXKHICTh BiJl IIpemapary HE 3aCTOCOBYETHCS

TOKCHYHICTH MeTaboJIiTIB HE 3aCTOCOBYETHCS

TOKCHYHICTh JJOMIIIOK HE 3aCTOCOBYETHCA

a1 HE 3aCTOCOBYETLCS

S. BHCHOBKH 11010 JOKTIHITHHX
HE 3aCTOCOBYETHCS

IMOCITi IDKEH b
45487593X MAPK  Tlinnucano
KOMAC (R: H(poBHM
3aﬂ.BHHK (BHaCHHK B65112930) MiATHCOM:
Caizomrsa npo 45487593X MAPK
peecTpalio) KOMAC (R:
B65112930)
Hara: 10.06.2025
15:50:30 +02'00'
(mrimrmmc)
Mapxk Komac, lupexrop — Axopa Xenckea C.JLY. (Accord
Healthcare S.1..U.) (npisesue. im’s, no 6arskosi)




Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state
registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of
Registration Certificate
(point 4 section IV)

REPORT

on clinical trial No. 1

1. Name of | DASATINIB ACCORD HEALTHCARE
medicinal Film coated Tablets 70 mg
product af
available -
Registration
Certificate
number)

2. Applicant Accord Healthcare S.L.U., Spain

Manufacturing and packaging (primary and secondary packaging:
3. Manufacturer  |Intas Pharmaceuticals Limited, India.

Batch release:

Accord Healthcare Polska Sp. z 0.0. Magazyn Importera,
POLAND

Quality control site:
Laboratori Fundacio Dau, Spain
Pharmadox Healthcare Limited, Malta

4, Conducted ves no  ifno, justify
studies:

1) type of medicinal | generic
product, for
which
registration has
been conducted
or planned

5. Full name of|Project number 0261-20: “AN OPEN LABEL, BALANCED,
clinical  trial, | RANDOMIZED, TWO-TREATMENT, FOURPHERIOD, . TWO-,10M

(///Q’/’\ [WMTAIIKOBA



code number of
clinical trial

SEQUENCE, SINGLE ORAL DOSE, CROSSOVER, FULLY
REPLICATE, BIOEQUIVALENCE STUDY OF DASATINIB
TABLETS 140 mg IN NORMAL, HEALTHY, ADULT, HUMAN
SUBJECTS UNDER FASTING CONDITION.”

for enrollment

6. Clinical  trial | Phase-I (Bioequivalence)
phase
7. Period of | from 19 June 2021 to 07 July 2021
clinical  trial
conduction
8. Countries India
where clinical
trial has been
conducted
9. Number of [Planned for inclusion: 90
enrolled
population Total actual number of entities: 89
10. Aim and | The aim of this study was to compare the bioavailability and
secondary goals | characterize the pharmacokinetic profile of the sponsor’s test product
of clinical trial |relative to that of reference product after single oral dose
administration in normal, healthy, adult, human subjects under fasting
condition and to assess the bioequivalence.
AND
To monitor the safety of the subjects.
11. Design of | An open label, balanced, randomized, two-treatment, four-period, two-
clinical trial sequence, single oral dose, crossover, fully replicate bioequivalence
study in normal healthy adult human subjects under fasting condition.
12. Main criteria | Non-smoking, normal, healthy, adult, human volunteers between 18

and 45 years of age (both inclusive), having a Body Mass Index (BMI)
between 18.5 and 30.0 kg/m?2 (both inclusive), were able to understand
and comply with the study procedures and having given their written
informed consent for participation in the study were checked in for the
study. They did not have any significant diseases or clinically
significant abnormal findings during screening, medical history,
clinical examination, laboratory evaluations, 12-lead ECG and chest
X-ray (posterior-anterior view) recordings. Volunteers who complied
with all the inclusion criteria were checked in for the study

3I'IAHU 3 urnt InAaJIOM

i
/% ~ Mapia IUTAHKOBA



13. Investigated Dasatinib Tablets 140 mg
medicinal
product, In fasting condition.
method of
administration,
strength

14. Reference SPRYCEL® (Dasatinib) Tablets 140 mg
product, dose,
method of | In fasting condition.
administration,
strength

15. Concurrent None
therapy

16. Criteria for | For efficacy evaluation, , a total of 26 blood samples were collected
efficiency from each subject in each period at the time points specified in the
assessment protocol.  Standard non-compartmental model of Phoenix®

WinNonlin® Version 8.1 (Certara L.P.) was used to derive
pharmacokinetic parameters for Dasatinib.

17. Criteria  for | Safety was assessed from the screening period to the end of the study.
safety It was assessed through clinical examination, vital signs assessment,
assessment 12-lead electrocardiogram (ECG), chest X-ray (posterior-anterior

view) recording, clinical laboratory parameters (e.g. biochemistry,
hematology, immunology and urine analysis), subjective
symptomatology and monitoring of adverse events.

18, Statistical Descriptive statistics are calculated and reported for the
methods pharmacokinetic parameters of Dasatinib.

ANOVA, power and ratio analysis for In-transformed pharmacokinetic
parameters Cmax, AUCO-t and AUCO-w are calculated and reported
for Dasatinib.

90% confidence intervals for the ratio of the geometric least squares
means between drug formulations are calculated and reported for In-
transformed pharmacokinetic parameters Cmax, AUCO0-t and AUCO-
o for Dasatinib.

19. Demographic | Healthy, adult, human volunteers between 18 to 45 years of age (both
indicators  of |inclusive), having a Body Mass Index (BMI) between 18.5 to 30.0
the kg/m?.
investigated
population

3r'JIHO 3 OPUI'THAJIOM

/Ag’/"mpm 1IUTAHKOBA




(gender, age,
race, etc.)

20. Results of
efficiency

The 90% CI of geometric least square means ratio of Test to Reference
was within the acceptance range of 80.00 to 125.00% for In-
transformed pharmacokinetic parameter AUCO-t for Dasatinib.

The 90% CT for In-transformed pharmacokinetic parameter Cmax was
within the newly widen range of 69.84 — 143.19% for Dasatinib.

The geometric least sqaure means ratio (GMR) of test to reference for
In-transformed pharmacokinetic parameter Cmax was within the
acceptance range of 80.00 to 125.00% for Dasatinib.

21. Results of
safety

The test and the reference products were well tolerated. Seventeen (17)
adverse events (AEs) were reported by fifteen (15) subjects during the
conduct of the study, out of which fifteen (15) AEs were si gnificant.
There were no deaths or serious AEs during the conduct of the study.

22. Conclusion

The results of this study demonstrate that, the criteria used to assess

(assessment)  |bioequivalence between the test and reference formulations were
fulfilled.
45487593X MARC Firmado digitalmente por 45487593X
1 MARC COMAS (R: B65112930;
Appl'lcant‘ COMAS (R: B65112930) Fehe 2025.11?24 125:(1)(;:02+c)31'co'
(Registration
Certificate holder) (signature)

Marc Comas, Director - Accord Healthcare S.L.U.
(surname, name, father’s name)

3r1{HO 3 OPUT'] HAJIOM

%%’Mapm LIUTAHKOBA
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state
registration (re-registration), as well as
expert evaluation of materials on making

amendments to registration materials
during validity term of
Registration Certificate
(point 4 section IV)

REPORT

on clinical trial No. 2

1. Naihis of | DASATINIB ACCORD HEALTHCARE
medicinal Film coated Tablets 70 mg
product (if
available -
Registration
Certificate
number)
2. Applicant Accord Healthcare S.L.U., Spain
Manufacturing and packaging (primary and secondary
3. Manufacturer packaging):
Intas Pharmaceuticals Limited, India.
Batch release: Accord Healthcare Polska Sp. z o.0. Magazyn
Importera, POLAND
Quality control site:
Laboratori Fundacio Dau, Spain
Pharmadox Healthcare Limited, Malta
4. Conducted yes no  ifno, justify
studies:
1) type of | generic
medicinal
product,  for
which
registration
has been
conducted or
planned

3r1JIHO 3 OPUI'THA

JIOM

ZM’/’ Mapisi LIWTAHKOBA



Full name of
clinical trial,
code number
of clinical trial

Project number 0262-20: “AN OPEN LABEL, BALANCED,
RANDOMIZED, TWO-TREATMENT, FOUR-PERIOD, TWO-
SEQUENCE, SINGLE ORAL DOSE, CROSSOVER, FULLY
REPLICATE, BIOEQUIVALENCE STUDY OF DASATINIB
TABLETS 140 mg IN NORMAL, HEALTHY, ADULT, HUMAN
SUBJECTS UNDER FED CONDITION.”

for enrollment

6. Clinical trial | Phase-I (Bioequivalence)
phase
7. Period of | from 17 June 2021 to 02 July 2021
clinical trial
conduction
8. Countries India
where clinical
trial has been
conducted
9. Number of | Planned for inclusion: 40
enrolled Total actual number of entities: 40
population
10. Aim and | The aim of this study was to compare the bioavailability and
secondary characterize the pharmacokinetic profile of the sponsor’s test product
goals of | relative to that of reference product after single oral dose administration
clinical trial in normal, healthy, adult, human subjects under fed condition and to
assess the bioequivalence.
AND
To monitor the safety of the subjects.
11. Design of | An open label, balanced, randomized, two-treatment, four-period, two-
clinical trial sequence, single oral dose, crossover, fully replicate bioequivalence
study in normal healthy adult human subjects under fed condition.
12. Main criteria | Non-smoking, normal, healthy, adult, human volunteers between 18

and 45 years of age (both inclusive), having a Body Mass Index (BMI)
between 18.5 and 30.0 kg/m2 (both inclusive), were able to understand
and comply with the study procedures and having given their written
informed consent for participation in the study were checked in for the
study. They did not have any significant diseases or clinically
significant abnormal findings during screening, medical history,
clinical examination, laboratory evaluations, 12-lead ECG and chest X-
ray (posterior-anterior view) recordings.

3r1AHO 3 OPUITHAJIOM
gMﬁﬁ“;ﬁ‘ﬂl‘llﬁrAHl{OBA




Volunteers who complied with all the inclusion criteria were checked
in for the study

13,

Investigated
medicinal
product,
method of
administration,
strength

Dasatinib Tablets 140 mg

In fed condition.

14.

Reference
product, dose,

SPRYCEL® (Dasatinib) Tablets 140 mg

method of | In fed condition.
administration,
strength

15. Concurrent None
therapy

16. Criteria  for | For efficacy evaluation, a total of 27 blood samples were collected from
efficiency each subject in each period at the time points specified in the protocol.
assessment Standard non-compartmental model of Phoenix® WinNonlin® Version

8.1 (Certara L.P.) was used to derive pharmacokinetic parameters for
Dasatinib.

17. Criteria  for | Safety was assessed from the screening period to the end of the study.
safety It was assessed through clinical examination, vital signs assessment,
assessment 12-lead electrocardiogram (ECG), chest X-ray (posterior-anterior view)

recording, clinical laboratory parameters (e.g. biochemistry,
hematology, ~immunology and urine analysis), subjective
symptomatology and monitoring of adverse events.

18. Statistical Descriptive ~ statistics are calculated and reported for the
methods pharmacokinetic parameters of Dasatinib.

ANOVA, power and ratio analysis for In-transformed pharmacokinetic
parameters Cmax, AUCO-t and AUCO- are calculated and reported for
Dasatinib.

90% confidence intervals for the ratio of the geometric least squares
means between drug formulations are calculated and reported for In-
transformed pharmacokinetic parameters Cmax, AUCO0-t and AUC0-o0
for Dasatinib.

19. Demographic | Healthy, adult, human volunteers between 18 to 45 years of age (both
indicators ~ of |inclusive), having a Body Mass Index (BMI) between 18.5 to 30.0
the kg/m?.
investigated ArJHO 3 OPUTTHAJIC

pM

/ﬂ%’ Mapis LIATAHKOBA



population
(gender, age,
race, etc.)
20. Results of | The test to reference ratio of geometric least squares means with
efficiency corresponding 90% CI was within the acceptance range of 80.00 to
125.00% for In-transformed pharmacokinetic parameters Cmax and
AUCO-t for Dasatinib.
21. Results of | The test and the reference products were well tolerated. Fifteen (15)
safety ALs were reported in the study out of which ten (10) AEs were
significant. There were no deaths or serious AEs during the conduct of
the study.
22. Conclusion The results of this study demonstrate that, the criteria used to assess
(assessment) | bioequivalence between the test and reference formulations were
fulfilled.
Firmado digitalmente por
Boploant 45487593X MARC 45487593X MARC COMAS (R:
. B65112930)
(Registration COMAS (R: B65112930) Fecha: 2025.11.24 11:59:08 +01'00'
Certificate holder) (signature)
Marc Comas, Director - Accord Healthcare S.L.U.
(surname, name, father’s name)

3I'1JIHO 3 OPUT'THAJIOM

/%’”Mapm [IMTAHKOBA



Homnarox 30

no [lopaaxy npoBeneHHs eKCIIepTH3H
peecTpaiiiHuX

MaTepianiB Ha JlikapchKi 3aco6H, ojaHi
Ha JepiKaBHY

peecTpaniio (epepeecTpariio),

a TaKOX EKCIIEPTH3H MaTepialiiB o0
BHECEHHS 3MiH JI0 peecTpariifHuX
MarepiajiB IPOTATOM CTPOKY il
peecTpaiifHoro noceiJ4eHHs

(mysxT 4 pozniny IV)

3BIT
npo Kjainiyne BunpoGysanua Nel

1 HasBa
TIKapCchKOTO 3aco0y
(3a HAasBHOCTI —
HOMEp
peecTpaliiHoro
TIOCBITYEHHS)

JA3ATHUHIB AKKOPJT XEJICKEA, Tabnerku, BKPHTI TLTIBKOBOIO
000710HKOIO, 110 70 MT

2. 3agBHHK Axkopa Xenckea C.JLY., Icnanis

Bupobnuymeso nikapcokozo 3acoby, nepeunne ma 6mopunne
3. BupoGruk NaKyeamms.

[nTac ®apmacerotikans Jlimiten, Inzis

Bionosioanvnuil 3a eunyck cepii:
Axkopn Xernckea ITosicka Cr. 3 0.0., Cxianx Imnoprepa, [Tonsina

Konmponwv axocmi (izuuni, ximiuni ma mikpobionoziuni
Qocniodcenns);

Jlaboparopi @ynnacio May, lcnanis

Dapmanoke Xenckea Jlimiten, Mansra

4. Ilposeneni Tax / Hi SIxkmo «Hi», o0rpyHTYBaTH
TOCITI JKEHHSI:

1) Tam nikapeskoro |[eHepu4HUI JiKapchKHit 3aci6
3aco0y,

Ha AKUi Oyo
[IPOBE/ICHO abo
3aIlJIAaHOBAHO
peecTpaio

5. [loeua nazBa Homep mpoexty 0261-20: «BIJJKPUTE, 3BAJIAHCOBAHE,
KJIIHIYHOTO PAHJIOMI3OBAHE, JIBOETAIIHE, 3 YOTHWPLOX IIEPIOJIB,
BunpoOysauus, [IBOIIOCJIIIOBHE, OJTHOPA3OBE ITEPOPAJIGHE,

Tpprpurzir o8 4 B 0l st a5




KOJT KITIHIYHOTO
BHIIPOOYBaHHS

[IEPEXPECHE, TIOBHICTIO ITOBTOPIOBAHE, JIOCJTIDKEHHS
BIOEKBIBAJIEHTHOCTI ~ TIPEIIAPATY  JIABATMHIB V.
TABJIETKAX T10 140 mr 3A YYACTIO 3[JOPOBUX JOPOCJINX
JIOGPOBOJIBIIIB 3A YMOB I[TPHITOMY HATII[E».

6. @aza KIiHIYHOTO
BUIIPOOYBaHHA

@asza: [ (OioexBiBaIEHTHICTE)

7. Ilepion
[IPOBEICHHS
KJTIHITHOTO
BHIIPOOYBaHHS

3 19 uepsns 2021 poxy mo 07 munus 2021 poky

8. Kpainu, B axux
IIPOBOJTHIIOCS
KITiHI4He
BUIIPOOYBaHHS

[His

0. KinsxicTts

BKJTFOYCHUX 3arutaHoBaso: 90
YYaCHHKIB 3aranpHa (haKTHUHA KiTBEKICTE cy6’ exTiB: 89
(Toryisis)
10. Me’ra. - Meroto  pmocnmijkenHs  Oyno  mopiBHATH  GiomocTymHicTe i
PSRN Iy OXapakTepusysaTH  (apMakokiHeTH4HHit  mpodins  gocmigHOTO
e TR TNpernapary CHoHCOpa BiJHOCHO pedepeHTHOro mpenapary Iicis
BUNPOOY BaHHA OJIHOPA30BOTO  IMMEPOPANLHOTO IPHHOMY y  3J0POBHX JIOPOCIIHX
1106pOBOIBIIIB 32 YMOB IPHHOMY HATIIE Ta OLIHUTH 6i0eKBIBAICHTHICTH
Ta
OIIHUTH OE3MEKy YYaCHHMKIB JOCTiIKEHHS.
11, Mersaii Biﬂng.Te, 36anchgBaHe, paHIOMi30BaHe, JBOETAllHE, 3 YOTHPHOX
e, [ICPIOAIB,  JBOTIOCTINOBHE, OJHOPA3OBE TMepopaibHe, —IepexpecHe,
TIOBHICTIO TIOBTOPIOBAHE, JOCIIKEHHS 0i0€KBIBAICHTHOCTI 3a Y4acTIO
BUIIPOOYBaHHS

3I0POBUX I0POCIUX JOOPOBOJIBIIB 33 YMOB IPUIOMY HATIIE.

12. OcHoBHi kpuTepii
BKJIIOYCHHS

Y pocnmijkenHs Oymu BKIIOYEHI HeKypmi — 30poBi jopocii
J100pOBOJIBLI YOIOBiYOT Ta KiHO4YOI crari BikoM Bim 18 10 45 pokip
BKJIFOYHO, 3 iHAeKcoM MacH Tina (IMT) Bix 18,5 1o 30,0 kr/M? BKITIOUHO,
sKi OyJIH 37aTHI PO3YMITH BHMOTH JOCIIUKEHHS, JOTPHMYBATHCS HOTO
MPOLEYP i HaTaIH MUCHMOBY iH(OPMOBaHy 3roy Ha y4acTh.
YYaCHHKH HE Mald KOIHHX 3HA4YylIMX 3aXBOPIOBaHbL abo KIIHIYHO
3HAYYIIMX BIAXHIIEHb 3@ pe3yJlbTaTaMH CKPHHIHTY, 300py aHaMHe3y,
KITIHIYHOr0 0OCTeKeHHs, TabopaTopHUX IOCIIKEHb, 12-KaHAJIbHO]
EKT" ta pentrenorpadii rpyanol KiuiTku (B mpoekii 33a1y-Hanepe).




13. Tocnimxysanuit
TKapChKHH 3aci0,
crioci6
3aCTOCYBaHHS,
J103YBaHHS

Jlazatuni6, tabnerku, 140 mr
Harrme.

14. PebepenThuit
npernapar, 103a,

CITPULEJI ® (JTasatuni6), Tabnerku no 140 mr

crocib q
3aCTOCYBaHHY, ST
103yBaHHsA

15, CynyTas Tepanis BincyThs

16. Kpurepii ominku
eexTHBHOCTI

Jltst OUiHKA €(EKTHBHOCTI Y KOKHOTO yYaCHHKA B KOKHOMY nepioxi
Oyno BiniOpano 26 3paskiB KpoBi y 4wacoBi TOUKH, BH3HAYCHI
MpOTOKOIOM. It po3paXyHKy —(apMakOKiHETMYHHX —mapameTpis
fla3aTHIOy 3aCTOCOBYBATaCs CTAHAAPTHA HEKOHTYPHA MOJIENH Y
nporpaMHoMy  3a0esnedenHi @enmikc® BinHomnin® (Phoenix®
WinNonlin®) sepcii 8.1 (Ceprapa JLII. / Certara L.P.).

17. Kpurepii orinku
Oe3nexu

Ouinka Gesnexn MPOBOMIACS Bl EPiOTY CKPHMHIHTY 1O 3aBepILIEHHS
JoCTi/UKeHHs. Boma 3xificHIoBanacs NUIIXOM  KJIIHIYHOTO orJsay,
OLIHKHM SKHTTEBUX MOKA3HHUKIB, 12-KaHAIBHOI eJIEKTPOKapiorpamMmu
(EKT’), pentrenorpadii rpyauHoi kiIiTku y 3aaubo-mepeauili mpoekii,
BH3HAUCHHS KIIHIKO-Ia00PAaTOPHUX MOKA3HUKIB (HAIPHKIam, Gioximii,
remMaToloril, IMyHosorii Ta aHamisy ceui), ONIHKM Cy6’EKTHBHOI
CHMITOMATHKH Ta MOHITOPHHTY MOOIYHHX peaKIlii.

18. Cratuctuyni
METOIH

OmucoBy ~ CTaTHCTHKY  PO3pPaxoBaHO
(hapMakoOKiHETHYHHX NapamMeTpiB Ja3aTHHIOY.
Jlnst orapupMivHO NEpeTBOPEHHX (PapMaKOKIHETHHHUX MapaMeTpiB
Cmax, AUCo-t ta AUCo—0 pazatuniby NpoBeieHO Ta HABEIEHO
nucniepcifinuil  ananis (ANOVA), amanis moTykHocTI Ta aHaumis
CITIBBiTHOIIIEHHSI.

Po3paxoBano Ta HaBeeHo 90% moBipui inTepBamy 11s cniBBiAHOMEH S
[COMETPHYHHX CEePEHIX HaiMEHIIMX KBaJpaTiB MikK TiKapChKUMHE
Gopmamu s orapudMiuHO TEpeTBOpeHHX (hapMaKOKiHETHYHHX
napametpis Cmax, AUCo—t Ta AUCo—o0 nazatumnioy.

Ta HaBEIEHO JJIA
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19. lemorpadiuni
[IOKA3HUKH
JIOCITI Ky BAHOT
oMy JIsiii (cTaTs,
BiK, paca Tomio)

3710poBi Hopocsi 106poBobLi BikoM Bix 18 10 45 pokis (BKJTFOYHO) 3
iHzexcom macH Tina (IMT) Bix 18,5 10 30,0 kr/a2.

20. Pesyneratu
OLIIHKH
epeKkTHBHOCTI

90% moipunit inTepsan A cniBBixHOWEHHS TEOMETPUYHUX CepeJIHIX
HalfiMeHIHX KkBazapatiB (GMR) wixk TecroBoro Ta pedepenTHOIO
(hopmamu Juis JTorapHdMiYHO TEPeTBOPEHOro (hapMAaKOKiHETHUHOro
napamerpa AUCo-t nasaTumiGy nepeOysa y Mexax IOIYCTHMOIO
nianazony 80,00-125,00%.

90%  noBipumit  inTepBan Ui Jorapu(MivHO  MEpPEeTBOPEHOro
(hapmakoxineTHyHoro mapamerpa Cmax nasatuHiby mnepebyBaB y
ME3Kax PO3MIMPEHOro Aiana3zony 69,84-143,19%.

CIIBBIIHOIIEHHs] TEOMETPHYHHX CepeHiX HaiMEHIIHX KBaJpaTiB
(GMR) TecroBoi 10 pedepentnoi dopmi i norapu(mMivgHO
MepeTBopeHoro mapamerpa Cmax na3aTuHify Takok 3HAXOAMIOCS B
MeKax JoIycTHMOro Aianazony 80,00-125,00%.

21. Pesynbraru
OLiHKH Oe3rexu

Tecrosuit Ta pedepentHHil npoayKTH mOGpe mEpPEHOCHITHCH.
Civuamuate (17) noGiumux ssum (I1) Gymo 3apeectpoBaso y
I ATHaUATH (15) yYacHHKIB IPOTAroM MpPOBENEHHs JOCITIIKEHHS, 3
KHX 11" ATHAAUATH (15) Oynu sHauymmmy.

JleTanbHuX BHMAAKIB a00 cepHO3HHX NOGIYHHX SBHII I Yac
OCTIKEHHS He 3aiKcoBaHo.

22. BucHoBOK
(owiHKa)

Pe3yibTaTi 1BOrO AOC/DKEHHS HEMOHCTPYIOTb, IO KPHTEpil, K
BHKOPHCTOBYBAITUCS [UIs OLIHKH Ol0CKBIBAJIEHTHOCTI Mi’K TECTOBOIO T4
pedepenTHOIO TikapehbKUME (opMamu, OYIIH BHKOHAHI,

3asgBHHUK (BIaCHHK
Cainoursa mpo
peecTpaili)

45487593X MAPK
KOMAC (R:
B65112930)

[Tignucano
HH(poBuM
MiAMHCOM:
45487593X MAPK
KOMAC (R:
B65112930)

Hara: 24.11.2025
12:00:02 +01'00"

(mignuc)
Mapk Komac, Tupekrop — Akopa Xenckea C.JL.Y. (Accord Healthcare
S.L.U.) (npiseuue, iM’si, no 6aThkoBi)
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Honarok 30

A0 Ilopsaaky — mpoBeleHHA — eKcrepTHsH
peecTpauifHuX MaTepiaiiB Ha  JTiKapchKi
3aco0u, mogadi Ha JepIKaBHY

peecTpailiro  (TmepepeecTpamiio), a  TaKOXK
CKCICPTH3M MaTepiaiB MI010 BHECEHHS 3MiH
N0  peecTpalifHMX MaTepiaiB  mpoTsroMm
CTPOKY ail

peecTpaniifHoro mocBiayeHHs

(myHKT 4 posminy IV)

3BIT
Npo KJiniYHe BHOPOoGyBanHa Ne2

1. Ha3ga
JTIKapCHKOro 3acofy
(3a HassBHOCTI —
HOMeEp
peecTpariiHoro
MOCBITYEHHS)

JA3ATHHIB AKKOP]T XEJICKEA, Ta6nerku, BKPUTI IJIIBKOBOKO
00010HKO10, 110 70 MI

2. 3a9BHHUK

Axkopa Xenckea C.J1.Y ., Icnanis

3. BupobOuuxk

Bupobnuymeo nikapcvkozo 3acoby, nepeunne ma B8MOPUHHE NAKYBANHA!
[aTac ®@apmackrotikans Jlimiten, [uais

Bionosioansnuii 3a eunyck cepii:
Axxopn Xenckea IToncka Crn. 3 0.0., Ckiaag Imnoprepa, [Tombina

Konmpone sxocmi (ghisuuni, ximiuni ma mixpobionoziumi
oocnidoicenns,):

Jlabopatopi @yunacio [lay, Icnanis

@apmanoxe Xenckea Jlimiten, Mansta

4. [Iposeneni
TTOCITIIYKCHHS

Tak / Hi fIxmo «ui», o6rpyHTYBaTH

1) THII
TTIKapCBKOTro 3aco0y,
Ha AKui OyJ1o
[IPOBEEHO abo
3aIIaHOBAHO
peecTpariio

['enepuunuil nikapceKuif 3aci6
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5. TlosHa
KJITHIYHOTO
BUIIPOOYBaHHs, KO
KITIHIYHOTO
BUIIPOOYBaHHA

Ha3Ba

Homep mpoexty  0262-20:  «BIIKPUTE, 3BAJIAHCOBAHE,
PAHIIOMI3OBAHE, OBOETAIIHE, 3 YOTHPHOX IIEPIOJIIB,
JIBOITOCJIIJIOBHE, OJTHOPA3OBE [TEPOPAJILHE,
[IEPEXPECHE, ITOBHICTIO TTIOBTOPIOBAHE, JOCJIKEHHS
BIOEKBIBAJIEHTHOCTI ~ TIPEIIAPATY  JA3SATUHIB Y
TABJIETKAX I1O 140 mr 3A YMOB TIPUMOMY IIICJIS DKI YV
3[I0POBUX NOPOCJIUX JIOBPOBOJIBLIB.

6. ®aza KiIiHIYHOrO
BUIIPOOYBaHHS

Daza: | (6ioekBiBaieHTHICTB)

7. Iepion
[IPOBEICHHS
KJIIHIYHOTO
BUIIPOOYBaHHS

3 17 uepsns 2021 poxy mo 02 unus 2021 poky

8. Kpainu, B sxux
TIPOBOHIIOCS
KJIHIYHE
BUIIPOOYBaHHS

lunis

9. KinsxicTs

BKJTIOUEHIX Saranosano: 40
YUaCHHKIB BaranbHa (akTHUHA KibKiCTE cy6’exTi: 40
(momy nisigist)
10. Merara - Mera pocnmimxenns: TlopiBrstn GiogocTynmicTs i oxapaxTepusysatu
BTOPIHEL L (hapmaxokineTndrui  mpodine gocmizEoro mnpemapaty  crioncopal
i BIIHOCHO pe(pepeHTHOro Npenapary mic/s 0IHOPA30BOro MEPOPAILHOTO
BHIIPOOYBAHHS MPUHOMY ¥ 3/0POBHX A0POCIHX 00POBONBLIB 38 yMOB pHioMy ki Ta)
OiHUTH Gi0eKBIBaIEHTHICTD
Ta
OLIHUTH Oe3MeKy YYACHHKIB JOCTiKEHHS.
11, Tosadie Bim.cpn_'re, 36anchgBaHe, PaHIOMi30BaHe, MBOETANHE, 3 YOTHPBOX
e [€PIOMIB, JIBOIOCIITOBHE, OJHOPA30BE IIEpPOpajbHE, IEPEXPECHE,
Kmmqgoro MOBHICTIO NIOBTOPIOBAHE JOCTIKEHHs O10€KBIBAJEHTHOCTI 32 y4acTIO
PERROUYRAREN 3710POBHUX JTOPOCIHUX J0OPOBOIBLIB 33 yMOB MpHHOMY micyIs Txi.
. Y nocmipkeHHs Oymm  BKIIOYeHI HeKypui — 3m0poBi  mopocii
12: OCHOBH%,_ M00pOBOJIBII HOJOBiUOT Ta sKiHOWOT crati Bikom Bix 18 mo 45 pokis
SEHT=PY BKJIIOYHO, 3 inJexcoM MacH Tia (IMT) Bix 18,5 10 30,0 kr/m? BKITIOUHO,
BKJTFOUCHHS

sIKi GYJIM 37aTHI PO3YMITH BHMOTH JOCTIi/KEHHS, TOTPHMYBATHCS HOTO
MpoLeayp i HaJai TMCbMOBY iH(OPMOBAHY 3r0ly Ha Y4acTs.
YYacHMKM HE MalM JKONHMX 3HAYYIIMX 3aXBOPIOBAHB a00 KIIHIYHO
BHAYYIIUX BiIXWIIEHb 33 pe3yNbTaTaMi CKPUHIHTY, 360py aHaMHE3y,
KIHIYHOTO O6CTeKeHHs, J1abopaTOpHUX OCIiUKeHb, 12-KaHalbHO]
EKI" Ta pentrenorpadii rpyaHol KIiTke y 3a1Hb0-nepeIHiil mpoekiii.
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JloOpoBosbIl, sKi BigmoBizanmu BCiM KpuTepisM BK/IFOUCHHA, Oyjn
JIOIIYIIEH] JI0 YYacTi B JOCITIKEHHI.

13. HocmimpkyBanmii
TKapchbKUii 3acio,
crioci0 BReeHHY,
MO3yBaHHA

Jlazaruni0, Tabnetku, 140 mMr
[Ticns mpuiiomy ixi.

14. Pedepentruit
[Ipemnapar, j03a,
croci0 BBeICHHS,
NI03yBaHHS

CIIPHMIEJI ® (Ta3atuni6), Tabaerku mo 140 mr
[licns npuitomy ixki.

15. CynyTas
[reparis

BincyTHs

16. Kpurepii oninku
eexTHBHOCTI

JInst ouiHKK €(EKTHBHOCTI y KOMKHOTO Y4YaCHHKA B KOXKHOMY Mepiofi
Oymo Binibpano 27 3paskiB KpoBi y uYacoBi TOUKM, BH3HAYeHi
MpOTOKOJTOM. [t  pospaxyHKY (apMakoOKIHETHYHHX [apaMeTpiB
MasaThHi0y 3acTOCOBYBamacs CTaHJapTHA HEKOHTYPHA MOJENb v
nporpaMHOMy  3a0esnedeHHi @enikc® BinHomnin® (Phoenix®
WinNonlin®) Bepcii 8.1 (Ceprapa JLII. / Certara L.P.).

17. Kpurepii ouinku
Desrexku

Ouinka Gesrexy IPOBOAMIACS Bil NEPIOLy CKPHHIHTY JI0 3aBEpIICHHS
ociiuKeH . Bona 31ificHIOBaIacs MLsIXOM KJIiHIYHOTO OISy, OLiHKH
PKUTTEBUX TIOKA3HHKiB, 12-kaHanbHOI enextpoxapaiorpamu (EKID),
pentreHorpadii rpyamoi KIiTKM Yy  3amHBO-NIEpPeAHill  IpoeKiii,
BU3HAYCHHS KJIIHIKO-Ta00paTOPHUX MOKA3HUKIB (HAIpHKIAN, GioXimii,
remMarojiorii, imymosorii Ta aHamisy ceui), OWIHKH Cy6’€KTHBHOT
CUMITOMATHKH Ta MOHITOPHHTY IOOIYHHUX peaKiliif.

18. Cratuctuyni
METOIU

OnucoBa  cTaTHCTHKa  po3paxoBaHa
(bapmakokineTHYHKX mapaMeTpiB Aa3aTHHIOY.

Ta HaBE€ICHa JJIA

JUist napametpis Cmax, AUCO-t ta AUCO-c0 masatumiCy, mo Gymm
JI0rapu(h)MiuHO MEpeTBOPEHi, IIPOBEJEHO Ta HABEJEHO aHaNi3 aucrepcii
(ANOVA), anani3 NOTy;KHOCTI Ta aHaIli3 CIIiBBiAHOIEHHS.

OGuncieno ta HaBeneHo 90% moBipui iHTepBaiy JUIst CHiBBIAHOIIEHHS
FEOMETPHYHHUX Cepe/IHiX HAHMEHIIMX KBaJpaTiB MK JiKapChKUMH
Gopmamu  mma  morapudMidHO mepeTBOpeHHMX (apMaKOKiHETHUHHX
napameTpiB Cmax, AUCO-t ta AUCO-c0 nazatunioy.

19. lemorpadiuni
MOKA3HUKH
TOCII1/DKY BaHOT
Oy Il (CTaTh,
BiK, paca ToII0)

3moposi nopocii 106poBonbLi BikoM Bix 18 10 45 pokis (BK/IOYHO) 3
innexcom Macu tina (IMT) Big 18,5 o 30,0 xr/m2.
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20. Pesynpratu
OI[IHKH

_ CIiBBiTHOIICHHS] FeOMETPHYHHUX CepEeIHhOKBAIPATHYHHX 3HAYEHD
e(peKTHBHOCTI

TECTOBOIO 1 pepepeHTHOro MPOAYKTIB 3 BiamoBimmumu 90% JOBIPYHMH
IHTEPBAJIAME 3HAXOIHIIOCH B MEIKaX IPHHHATHOTO Aianasony Bix 80,00%
o 125,00% s morapumivno nepeTBOpeHHX (apmakoKiHeTHUHHX
napameTpis Cmax Ta AUCO-t s 1a3aTHHIGY.

21. Pesynmeratu

OLIHKH 6€3MeKH | Teoropuyr 1o pedepentHHii npoayKTH 100pe  MEPEHOCHIHCA.

[Tsraapuate (15) nobiurnx spum (I15) Gyio 3apeECTPOBAHO, 3 AKHX
necsTh (10) Oy 3HauyIIMH.
Jletanbnx Bunaakie abo cepHO3HHX NOGIUHMX SABHIN ImNI 9ac
IOCIIKEHHS He 3adiKkcoBaHo.

22. BucHoBok :
Pe3ybTaTH [BOTO AOCTIKEHHS JEMOHCTPYIOTE, IO KPUTEPII,

(ominka) \ : ; 5 .
BHKOPHCTaH1 IS OUIHKH 010€KBIBAJIEHTHOCTI MiX TECTOBOIO Ta
pedepentroio hopMmyisaniaMu, 6yiIM BHKOHAH.

45487593X MAPK  [lianucaHo
KOMAC (R: HHppoBHM
3@BHHK (BJ'IE[CHHK B65112930) nignucoMm:
Cainonrsa npo 45487593X MAPK
peecTpallio) KOMAC (R:
B65112930)
Hara: 24,11.2025
11:59:08 +01'00"
(mipmuc)

Mapk Komac, JTupekrop — Axopa Xenckea C.JL.Y. (Accord Healthcare
S.L.U.) (npi3Bume, im’s1, no 6aTkoBi)
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