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):

Apro, hard capsules

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

The information presented in this document was
collected from the scientific literature.

2. Pharmacology: INA
1) primary pharmacodynamics NA
2) secondary pharmacodynamics INA
3) safety pharmacology INA
4) pharmacodynamic interactions NA
3. Pharmacokinetics:

1) analytical methods and reports on their [NA
validation

2) absorption NA
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3) distribution INA
4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions NA
(preclinical)

7) other pharmacokinetic studies INA

4. Toxicology:

1) single use toxicity INA
2) repeated doses toxicity INA
3) genotoxicity: INA
in vitro

in vivo (including additional assessment on|[NA

toxicokinetics)

4) cancerogenicity: INA
Long-term studies INA
Short-term studies INA

or medium-term studies

Additional studies NA
5) reproductive and developmental INA
toxicity:

Effect on fertility and early embryonal INA

development
embryotoxicity INA
Prenatal and postnatal toxicity INA

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

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

5. Conclusions regarding preclinical study

Applicant (Registration
Certificate holder)
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Honatok 29

1o TlopsaKy mpoBeIeHHS €KCIIePTU3H
peecTpalifiHuX MaTepiaTiB Ha JIiKapchKi
3aco0u, 10 NOAAIOTHECS Ha JAEPIKABHY
peecTparito (MepepeecTpalrio), a TAKoK
EKCIIEPTU3U MaTepialliB PO BHECEHHS
3MIH JI0 peecTpariifHux Marepiaiis
IPOTATOM il peecTpalliiiHoro
MOCBITYEHH

(mysKT 4 po3mity 1V)

3BIT

Npo AOKJIIHIYHI JocTimKeHHS

A’ 4

1. Hazpa mikapcbkoro 3aco0y (3a
HasBHOCTI - HOMEP PEeECTPAIifHOTO
[IOCBIAYEHHS):

ATIpO, KarcyJiy TBep/i

1)) T mikapepkoro 3aco0y, 3a IKUM
npoBoaMIacs abo MIaHyEThCA peecTpartis

reHepHYHUH JIIKapChKUi 3aci0

2) npoBeJIeH] HOCTIIKSHHS

TaK Hi SKIIO Hi, OOTpyHTYBaTH

[IpoayXT € reHEpUYHHUM JIIKAPCHKUAM 3ac000M, IK
Bu3Haueno y Crarri 10.1 (a) (iii) Jdupextusu
2001/83/€C. Bin mMae Ty caMy Hit04y PEYOBHHY Ta
niKapceKy hopmy, mo i peepeHTHHH mperapar.
Tomy IOKITiHIYHI TOCTIPKEHHST He TPOBOIHITHCS,
OCKIJIBKH HE OYIKYEThCS HKOAHUX BIAMIHHOCTEH y
NOKIIiHIYHIl XapakTepuctuii. [Hpopmartis,
IIpeJ/ICTaBIeHa B IbOMY HOKyMeHTI, Oyia 3ibpana 3
HAyKOBOI JIiTEpaTypH.

2. @apmakooris:

He 3acTocoByeThCA

1) nepeunna GapmMakoauHamika

He 3aCTOCOBYETBCA

2) BTOpHHHA (apMakoIHHaMiKa

He 3aCTOCOBYETLCA

3) dapmakosoris 6e3nexn

He 3acTocoByeTbes

4) dhapmakoauHaMidHi B3aEMOIiT

He 3acTocoByeTbes

3. @apmMaKoKiHEeTHKA:

1) aHATITHYHI METOMKH Ta 3BIiTH LIOMO iX
BaTiamii

He 3acTocoByeThCs
[epexnagexo Ha yKpaiHCchKy MOBY
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2) BCMOKTYBaHHS

He 3aCTOCOBYETLCA

3) po3mozin

He 3acTocoByeTbest

4) meTabomizm

He 3actocoByeThes

5) BUBENIEHHS

He 3acTocoByeThes

6) GapmakokiHeTHuHi B3aeMoiT
(oxniHiuHI)

He 3acTocoByerbes

7) inmi hapMaKoKiHETHYHI JOCIiIPKEHHS

He 3actocoByeThes

4, Toxcukooris:

1) TOKCHYHICTE y pa3i OAHOPA30BOr0
BBEJICHHS

He 3aCTOCOBYETECA

2) TOKCHYHICTB Y pa3i MOBTOPHHX BBEEHD

He 3acTocoByeThCst

3) reHOTOKCHYHICTE:
in vitro

He 3acTocoByeThCs

in vivo (BKJIIOYAIOYH 101aTKOBY OLIHKY 3
TOKCHKOKIHETHKH )

He 3aCTOCOBYETLCA

4) KaHLIEPOTeHHICTh:

He 3acTocoByeThes

JIOBrOCTPOKOBI TOCITiIKEHHS

He 3acTocoByeTbes

KOPOTKOCTPOKOBI TOCITIIKEHHS
a00 MOCIiKEHHS cepeTHbOT TPHBATIOCTI

He 3aCTOCOBY€ETBCA

TOJATKOBI JOCIJDKEHHSA

He 3aCTOCOBYETLCA

5) penpoayKTHBHA TOKCHYHICTE Ta
TOKCHYHHI BILTUB Ha PO3BHTOK
[IOTOMCTBA:

He 3acTtocoByeThes

BIUTHB Ha (epTHIBHICTE 1 paHHIH
eMOpiOHAJIBHHI PO3BHTOK

He 3acTOCOBYETRCA

eMOPIOTOKCHYHICTD

He 3aCTOCOBYETBCA

[IpeHATAIbHA 1 IOCTHATAIbHA TOKCHYHICTh

He 3daCTOCOBYETBLCA

[epeknaneHo Ha ykbalHcLky Mo
epeknagayem
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MOCITIHKEHHS, IIPH SKUX IIPerapaT

1A

YBOJHTECS IOTOMCTBY (HECTATEBO3PLIAM
TBapHHAM) Ta/ab0 OIIHIOETBCS BiIaIeHa

He 3aCTOCOBYETBCA

6) MiclieBa IIepeHOCHMICTh

He 3aCTOCOBYETLCA

7) DOJATKOBI AOCIIKEHHS TOKCHYHOCTI:

He 3aCTOCOBYETLCA

AHTHIEHHICTB (Y TBOPEHHS aHTUTLI)

He 3acTocoByeThed

IMYHOTOKCHYHICTH

He 3aCTOCOBYETBCA

MOCHIMKEHHS MEXaHI3MIB mil

He 3acTocoByeThes

TiKapchKa 3aIeKHICTh

He 3acTocoByeThCA

TOKCHYHICTH MeTa0oIIiTIB

He 3acTocoByeThCs

TOKCHUYHICTH JOMIIIOK

He 3acTocoByeThes

1H1IIe

He 3aCTOCOBYETBCS

5. BHCHOBKH 1010 JOKIiHIYHOTO
BUBUYCHHS

He 3acrocoByeThCs

3asBHHUK (BIACHHK
peECTpalliiHOTO

TIOCBITYCHHS )

(mignuc)
KeiiT PoGepr Pinreeit

(IL1.B.)

MNepeknaaeHo Ha ykpaiHchbky MOBY

nepeknagayem \W
Boxpap Y.C.



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 I'V)

REPORT
on clinical trial Ne 1

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

Apro, 80 and 125 mg hard capsules

2. Applicant

BIOSCIENCE LTD., United Kingdom of Great Britain and
Northern Ireland

3. Manufacturer

Rontis Hellas Medical And Pharmaceutical Products S.A., Greece

for which registration has
been conducted or planned

4. Conducted studies: yes no if no, justify
1) type of medicinal product, |generic

5. Full name of clinical trial,
code number of clinical trial

A randomized, open label, balanced, two treatment, two period, two
sequence, single dose, crossover, bioequivalence study of Aprepitant
Capsules 125mg of Rontis Hellas SA, Greece and EMEND® 125
mg hard capsules (each capsule contains 125 mg of aprepitant) of
Merck Sharp & Dohme Ltd., UK in healthy adult human subjects
under fasting conditions

15-VIN-874

6. Clinical trial phase

[t is a comparative Bioequivalence study

7. Period of clinical trial
conduction

Period 01: from 26 April 2016 to 30 April 2016
Period 02: from 05 May 2016 to 09 May 2016

8. Countries where clinical  [India

trial has been conducted

9. Number of enrolled planned: 40
population actual: 36

KQM!A BIPHA
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10. Aim and secondary goals
of clinical trial

The aim of the study was to assess whether the Aprepitant Capsules
125mg of Rontis Hellas SA, Greece and the co-administered
Reference formulations EMEND® 125 mg hard capsules (each
capsule contains 125 mg of aprepitant) are bioequivalent under fasting
conditions.

The assessment was based on plasma drug levels aprepitant.

11. Design of clinical trial

The study was a randomized, single dose, two periods, two
sequences cross-over pivotal bioequivalence study on 40 adult
human subjects under fasting conditions

12. Main criteria for
enrollment

Healthy, willing, volunteers aged between 18 and 45 years (both
inclusive) body mass index between 18.50 and 30.00 kg/m2
(inclusive) and a body mass (weight) not less than 45 kg

13. Investigated medicinal
product, method of
administration, strength

Aprepitant Capsules 125mg, capsule

One capsule was administered orally at the scheduled dosing time
with 240 mL of water at ambient temperature to subjects in a sitting
posture. A mouth check was performed to confirm study drug
ingestion using a torch and disposable spatula.

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

EMEND® 125 mg hard capsules

One capsule was administered orally at the scheduled dosing time
with 240 mL of water at ambient temperature to subjects in a sitting
posture. A mouth check was performed to confirm study drug
ingestion using a torch and disposable spatula.

15. Concurrent therapy

INot applicable

16. Criteria for efficiency
assessment

Employing the estimated concentration time profiles of Aprepitant
the following variables were calculated:

Primary variables: Cmax and AUCO-t

Secondary variables: AUCO-o0, Tmax, t1/2, Kel, AUC_%Extrap_obs
Aprepitant Cmax, AUCO-t and AUCO0-o0 were In transformed and
subjected to ANOVA, allowing the calculation of least squares
means for test and reference formulations, intra-subject variability
and power and an assessment of the difference between the test and
reference formulations. Geometric least squares means of the test
and reference formulations, their ratios (T/R) with corresponding
90% confidence intervals and Two One-Sided Tests for 90%
confidence interval limits were calculated for the pharmacokinetic
parameters Cmax, AUCO-t and AUCO-co of Aprepitant.

17. Criteria for safety
assessment

Safety: Laboratory data /Vital signs / Adverse events

18. Statistical methods

ANOVA
rorua

Im 1|
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Statistical Analysis of pharmacokinetic parameters of test and
reference formulations using SAS®, version 9.2 was performed to
assess bioequivalence.

19. Demographic indicators

(gender, age, race, etc.)

Healthy, willing, volunteers aged between 18 and 45 years (both

of the investigated population [inclusive) body mass index between 18.50 and 30.00 kg/m2

(inclusive) and a body mass (weight) not less than 45 kg

20. Results of efficiency

Pharmacokinetic results: The Test Product (T) (Aprepitant Capsules
125mg of Rontis Hellas SA, Greece) when compared with the
Reference Product (R) (Emend® 125 mg (each capsule contains 125 mg
of aprepitant) of Merck Sharp & Dohme Ltd., UK) meets the
bioequivalence criteria in terms of rate and extent of absorption after
administration of single dose as set in the protocol.

Parameters 90%
\ Acceptance Result
(Units) Confidence
Range of
90% Interval
Confidence
Interval
Cpnax(ng/mL) 80.00% - 91.96% - 109.13% BE
125.00% Met
AUC,, (hr*ng/mL) 80.00% - 90.76% - 109.92% BE
125.00% Met

21. Results of safety

Sitting blood pressure and radial pulse rate were measured before
dosing of investigational products (in the morning of the day of
dosing) and at 1, 3, 6 and 13 hours after dosing in each period.
Postdose sitting blood pressure and radial pulse rate were
measured within £45 minutes of the scheduled time.

Clinical examination [vital signs (sitting blood pressure, oral body
temperature, radial pulse rate and respiratory rate), physical
examination and systemic examination] was done on admission day,
before discharge in each period and at the end of the study Clinical
examination was also done at any time during the conduct of study,
when the subject reported for an adverse event.

Subjects were questioned for well-being at the time of clinical
examination, recording of sitting blood pressure and radial pulse
rate, collection of the last in-house blood sample and at the
ambulatory blood sample collection visits.

A post-study safety assessment (Hematology and biochemical
parameters - SGOT, SGPT, Bilirubin, Creatinine and Urea) were
done at the end of the study.

Six adverse events were observed within four subjects during the
conduct of the study. The adverse events were neither life
threatening nor serious.

22. Conclusion (assesment)

The Test Product (T) (Aprepitant Capsules 125mg of Rontis Hellas
SA, Greece) when compared with the Reference Product (R)
(Emend® 125 mg (each capsule contains 125 mg of aprepitant) of
Merck Sharp & Dohme Ltd., UK) meets the bioequivalence criteria
in terms of rate and extent of absorption after administration of

single dose as set in the protofD[1|H BIPHA
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Applicant (Registration

Certificate holder)
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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 Ne 2

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

Apro, 80 and 125 mg hard capsules

2. Applicant

BIOSCIENCE LTD., United Kingdom of Great Britain and
INorthern Ireland

3. Manufacturer

Rontis Hellas Medical And Pharmaceutical Products S.A., Greece

4, Conducted studies:

yes no ifno, justify
1) type of medicinal product, |generic

for which registration has been
conducted or planned

5. Full name of clinical trial,
code number of clinical trial

A randomized, open label, balanced, two treatment, two period, two
sequence, single dose, crossover, bioequivalence study of Aprepitant
Capsules 125mg of Rontis Hellas SA, Greece and EMEND® 125
mg hard capsules (each capsule contains 125 mg of aprepitant) of
Merck Sharp & Dohme Ltd., UK in healthy adult human subjects
under fed conditions

16-VIN-0395

6. Clinical trial phase

[t is a comparative Bioequivalence study

7. Period of clinical trial
conduction

Period 01: from 04 Jul 2016 to 08 Jul 2016
Period 02: from 15 Jul 2016 to 19 Jul 2016

8. Countries where clinical trial
has been conducted

India

KOMIS BIPHA
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9. Number of enrolled
population

planned: 61
actual: 53

10. Aim and secondary goals of]
clinical trial

To assess the bioequivalence of Aprepitant Capsules 125mg of Rontis
Hellas SA, Greece and EMEND® 125 mg hard capsules (each capsule
contains 125 mg of aprepitant) of Merck Sharp & Dohme Ltd., UK in

healthy, adult, human subjects under fed conditions as well as to
monitor the safety and tolerability of the drug in subjects.

11. Design of clinical trial

The study was a randomized, single dose, two periods, two sequences
cross-over pivotal bioequivalence study on 61 adult human subjects
under fed conditions

12. Main criteria for enrollment

Healthy, willing, volunteers aged between 18 and 45 years (both
inclusive) body mass index between 18.50 and 30.00 kg/m2
(inclusive) and a body mass (weight) not less than 45 kg

13. Investigated medicinal
product, method of
administration, strength

Aprepitant Capsules 125mg, capsule

One capsule was administered orally at the scheduled dosing time
exactly 30 minutes after the start of the high-fat high-calorie
breakfast with 240mL of water at ambient temperature to subjects in
a sitting posture. A mouth check was performed to confirm study
drug ingestion using a torch and disposable spatula.

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

EMEND® 125 mg hard capsules

One capsule was administered orally at the scheduled dosing time
exactly 30 minutes after the start of the high-fat high-calorie breakfast

with 240mL of water at ambient temperature to subjects in a sitting
posture. A mouth check was performed to confirm study drug
ingestion using a torch and disposable spatula.

15. Concurrent therapy

Not applicable

16. Criteria for efficiency
assessment

Assessment of bioequivalence of the products under fed conditions
was based on the 90% confidence intervals for the ratios of
geometric least squares means (T/R), obtained from the analysis of
Intransformed parameters Cmax and AUCO-t, with respect to
Aprepitant. The acceptance range for bioequivalence is 80.00-
125.00% for the 90% confidence intervals of the geometric least
squares means ratio (T/R) for the primary pharmacokinetic
parameters Cmax and AUCO-t (Where T = Test Product; R =
Reference Product)..

17. Criteria for safety
assessment

Safety: Laboratory data /Vital signs / Adverse events

18. Statistical methods

ANOVA

[Ffa | NnIinLI
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Statistical Analysis of pharmacokinetic parameters of test and
reference formulations using SAS®, version 9.2 was performed to
assess bioequivalence.

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

Healthy, willing, volunteers aged between 18 and 45 years (both
inclusive) body mass index between 18.50 and 30.00 kg/m?2
(inclusive) and a body mass (weight) not less than 45 kg

20. Results of efficiency

The Test Product (T) (Aprepitant Capsules 125mg of Rontis Hellas
SA, Greece) when compared with the Reference Product (R)
(EMEND® 125 mg hard capsules (each capsule contains 125 mg of
aprepitant) of Merck Sharp & Dohme Ltd., UK) meets the
bioequivalence criteria in terms of rate and extent of absorption after
administration of single dose as set in the protocol.

PK
IParameters |Acceptance range of [90% Confidence Results
(Units) 00% Confidence [nterval

[nterval
Cmax 80.00% - 125.00% 04.81% -108.79% BE MET
(ng/mL)
IAUCO-t 80.00% - 125.00% 97.03% -105.77% BE MET
(hr*ng/mL)

21. Results of safety

Sitting blood pressure and radial pulse rate were measured before
dosing of investigational products (in the morning of the day of
dosing) and at 01.00, 03.00, 06.00 and 13.00 hours after dosing in
each period.

Post-dose sitting blood pressure and radial pulse rate were measured
within £45 minutes of the scheduled time.

Clinical examination [vital signs (sitting blood pressure, oral body
temperature, radial pulse rate and respiratory rate), physical
examination and systemic examination] were done on admission
day, before discharge in each period and at the end of the study.
Subjects were questioned for well-being at the time of clinical
examination, recording of sitting blood pressure and radial pulse
rate, collection of the last in-house blood sample and at the
ambulatory blood sample collection visits.

A post-study safety assessment (Hematology and biochemical
parameters - SGOT, SGPT, Bilirubin, Creatinine and Urea) were
done at the end of the study. No serious or clinically significant
adverse event occurred during the conduct of the study

22. Conclusion (assesment)

The Test Product (T) (Aprepitant Capsules 125mg of Rontis Hellas
SA, Greece) when compared with the Reference Product (R)
(EMEND® 125 mg hard capsules (each capsule contains 125 mg of
aprepitant) of Merck Sharp & Dohme Ltd., UK) meets the
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bioequiyathenCHiENg in terms of rate and extent of absorption
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Applicant (Registration
Certificate holder)

¥ l ¥ (signature)
Keigh Robert Ridgway
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Jomatok 30

1o TTopsaKy NPOBEICHHS €KCIIEPTH3H
peecTpanifHuX MaTepiatiB Ha JTiKapchKi
3ac0o0H, IO MOJAIOTECS HA JIEPHKABHY
peecTparlito (epepeecTpaliio), a TakoxK
eKCIIePTH3H MaTepialliB PO BHECCHHS
3MiH JI0 peecTpalifHuX MaTepiaiiB
npotsroM nii Peectpanifinoro
[TocBizueHHsS

(nynxt 4 po3ainy IV)

3BIT
npo kjaiHiuHe BunpoGyBanus Ne 1

1. Ha3ma Arpo, karcynmu tBepai, mo 80 mr ta 125 mr

ITiKapCcBKOTO 3aco0y

(3a HasBHOCTI -

HOMEp

peecTpariitHoro

MOCBiTIEHH)

2. 3asBHUK BIOCAMHC JIT]., Cnonygene Koponiserso Bemukobpuranii i [TiBriuHOT
Ipnangii (BIOSCIENCE LTD., United Kingdom of Great Britain and
Northern Ireland)

3. BupoGuuk Pontic Xemnac Meaixan Eng @apmacsrorikaie Ipomakre C.A., I'peris

(Rontis Hellas Medical And Pharmaceutical Products S.A., Greece)

4. [Iposeneni
MOCTIYKEHHS

TaK Hi  SKIIO Hi, 0OIpYHTYBaTH

1) THI IiKapCchKOro
3acoly, 3a TKUM
npoBoaunacs abo
[IaHY€THCS
peecTpartis

reHepUYHHH JIIKapChKUH 3acih

5. IloBHa Ha3Ba
KTIHIYHOT'O
BUIIPOOYBaHHS,
KOJIOBaHUH HOMEDP
KJIIHIYHOTO
BUIIPOOYBaHHS

PanomizoBaHe, BiIkpHTe, 30aaHCcOBaHe, 3 IBOMa METO/IaMH JIIKy BaHH,
IBOMa [EPioaMH, JBOMA MOCIIIOBHOCTAMH, OJTHOJI030B€, TIEpeXpecHe
nociimkenHs G6ioexsiBanenTHocti JI3 Anpernitant Kancym 125 mr
supobHunTBa PorTic Xemnac C.A., I'pemis ta TBepaux kancy1 EMEH/I®
125 Mr (koxHa Karcysa MicTHTh 125 Mr alpeniTanTy) BApOOHULTBA
Mepk apr Exza Joywm JIta., Benuka bpuranis (Merck Sharp & Dohme
Ltd., UK), 3a y4acTio 3M0pOBHX JOPOCIHX N0OPOBOJIBIIE B yMOBAX
IpuHOMY HaTIIECEpIIE

15-VIN-874
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6. ®aza KIiHIYHOTO
BHIIPOOYBaHH

[le mopiBHsUIBHE JIOCIIDKEHHS 010€KBIBaJIEHTHOCTI

7. Ilepion
[IPOBEIEHHS
KJIIHIYHOTO
BUIIPOOYBaHHSA

[lepionx 01: 3 26 kBiTHA 2016 poky mo 30 kBitHs 2016 poky
[lepiox 02: 3 05 TpaeHs 2016 poky no 09 tpaBus 2016 poky

8. Kpainn, e
IPOBOIHIIOCH
KITiHiUHe
BUIIPOOYBaHHS

[umis

9. Kinpkicts

samutanosano; 40

ITOCITIJIKY BaHHX
¢axTHuHO: 36
10. Merta ta Mertoro JocmipkeHHs OyJio OIiHIOBaHHS TOro, uu € Amnpemitant Kamncymn
BTOPHHHI LIiMTi 125 mr BupoOumurBa Pontic Xemnac C.A., I'pemis, Ta pedepeHTHHI
KJIIHIYHOTO npenapar EMEHI® 125 Mr y TBepaux Karcyax (KoKHa Karcyia MICTHThb
BUIIPOOYBaHHS 125 Mr ampeniTanTy) 610eKBiBaJIEeHTHUMH B YMOBAaX I'OJIOlyBaHHSI.
OmniHka rpyHTyBaIacs Ha PiBHAX IperapaTy ANpPENiTaHT B IIa3Mi KPOBI.
11. Tuzaiin JlocmipkerHs OyJI0 paHIoMi30BaHUM, OIHOJO30BHM, 3 IBOMA NEPiofamMH, 3
KJIIHI9HOTO JIBOMA ITOCTJOBHOCTSIMH, [I€PEXPECHHM, OCHOBHHM JIOCIILKEHHIM
BHITPOOYBaHHS GioekBiBalleHTHOCTI 32 yuacTio 40 TopocinX T0OpOBOJIBIIB B yMOBaX
rOJIOAYBaHHI.
12. OcuoBHi 310poBi 100POBOIIBII, 1110 BUABHIN OaxaHHA y4acTi BikoM Bix 18 mo 45
KpHUTEPiT pOKiB (BKJIFOUHO) 3 iHAeKkcoM Mack Tina Bix 18,50 mo 30,00 kr/m?
BKJTFOUEHHS (BKJIFOYHO) Ta MAcor0 Tijia (Baror) He MeHIe 45 Kr.

13. JocnimxyBanuit
IHKapchKHi 3aci0,
crioci6
3aCTOCYBaHHS, CHJIa
nibl

AnpemnitanT Kancym 125 mr, kancynu

OpHa Karcyna mpuiMacThes MepopaibHO B YCTANCHHH Yac 3a IIaHOM
nosyBanus 3 240 MJI BOJIH KIMHATHOT TeMIIepaTypH cy0'eKTaMu y CHOTIOMY
osI0KeHH1. J{Jst i aTBepKeHHS TPHHOMY JOCIKYBAHOIO IIperapary B
POTOBI# TOPOKHUHI IIPOBOTHTEHCS TIEPEBipKa 3a JOMOMOTr0IO JIiXTapHKa Ta
OZHOPA30BOrO IIIIATENS.

14, Ilpenapar
OpiBHAHHS, 71034,
crrocio
3aCTOCYBaHH:A, CHJIA
il

EMEH/I® 125 mr, TBepi Kancyiu

Onna Kancyna npuiMaeTsCs IepopabHo B yCTAJICHHH Yac 3a IIaHOM
nosyBanHs 3 240 MJI BOJM KIMHATHOI TeMIIepaTypH cy0'eKTaMu y CHATIOMY
nookeHHi. [ miaTBeppKeH S IPHHOMY JIOCIIIKYBaHOTO IIpenapary B
POTOBiil TOPOXKHHHI IIPOBOAUTECS IEPeBipKa 3a JIOIOMOTOK IXTapHKa
Ta OJHOPA30BOrO LIMATE.
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15. CynyTHa
Teparis

He 3acTocoByeThes

16. Kpurepii
OIIHKH
eeKTHBHOCTI

BukopucToByIoUM po3paxyHKOBI 4acoBi mpodini KoHmeHTpanii
AnpeniTanty, OyJIH po3paxoBaHi HACTYITHI 3MiHHi:
IlepeunHi 3MiHHI: Cmax ta AUCO-t

Bropuani 3minHi: AUC0-00, Tmax, t1/2, Kel, AUC_%Extrap obs
[Toxasuuka Cmax, AUCO-t ra AUCO-00 AnperniTanty 0yiu In-
TpanchopMoBaHi Ta migmasi HemapamerpudaaoMy oHO(BAaKTOPHOMY
macriepeiitnomy anaizy (ANOVA), 1o 103BOIHIIO pO3paxyBaTd cepejiHi
3HAYEHHs HAMEHIINX KBaJpaTiB IS AOCIiDKYBAHOTO Ta pedepeHTHOTO
TpenapariB, BHY TPIIIHBOCY0'€KTHY BapiabenbHiCTh Ta CHITY JIil, a TaKoXK
OLIHHTH PI3HUIIO MDXK JAOCTIKYBaHUM Ta pPe()epeHTHHM MperapaTaMH.
Jlna GpapmakokineTnynux napametpie Cmax, AUCO-t ta AUCO-o0
npernapary AIpeniTaHT PO3paxOBYBAIM CEpeIHi reOMETPHYHI 3HAYEHHS 3a
METOIOM HalMEHIINX KBaJpaTiB Ul AOCTIIKYBaHOTO Ta pedepeHTHOrO
npemnapartis, X cuiBBigHomenHs (T/R) 3 Biamosigaumu 90% noBipunMu
{HTepBaJaMH Ta JBOMA OJHOCTOPOHHIMH TecTaMH Ui Mesx 90% moBipumx
iHTEpBATIB.

17. Kpurepii
OIIIHKH Oe3nexu

besneka: Jlabopatopri mani / XKutreBi nokasuuky / [Tobiuni peakiii

18. CraTtuctuumni
METOIH

ANOVA

/[ oninku GioekBiBaJIeHTHOCTI OYJI0 IIPOBEIEHO CTATHCTHYHHH aHami3
(hapMaKOKiHETHYHUX [TApaMeTpPiB AOCTIKYBAHOTO Ta Pe)epeHTHOTO
IpenapaTiB 3a I0IIOMOToro porpamu « SAS®»y, Bepcist 9.2.

19. Nemorpadiuni
MTOKa3HHKH
MOCITI Ky BaHOT
nomyJsii (cTarh,
BiK, paca, TOIIO)

310poBi 10OPOBOJIBII, 10 BUABHIN OaXkaHHs y4uacTi BikoM Bix 18 mo 45
POKiB (BKIIOUHO) 3 iHeKkcoM MacH Tina Bix 18,50 1o 30,00 kr/m>
(BKJIFOYHO) Ta Macolo Tijia (Baroro) He MeHIIe 45 Kr.

20. Pesynbratu
e(heKTHBHOCTI

QapmMakokiHeTHUHI pe3yIbTaTH: AocaiukyBanuil npoaykr (T) (anpemitant
karcynu 125 mr Rontis Hellas SA, I'perist) y mopiBHAHHI 3 eTAIOHHAM
npoaykToM (R) (Emend® 125 mr (koxHa Karncyia MiCTHTE 125 mr
anpemnitanty) Merck Sharp & Dohme Ltd., BenmukoOpuTanisi) Bigmosiziae
KpUTepisM 010€KBIBAJEHTHOCTI 100 IMBHIKOCTI Ta cTyneHs abcopOiii
[1iCJIs IPUHOMY OZHO pa3oBoi I03H, K 3a3HAYEHO B IIPOTOKOJI.

Jianazon
[1apamerpu MpPHAHATHOCTI 90% Pesynprat
90% NOBipYHi
JIOBipHOTO inrepsan
inTepBay
Crax(ng/mL) 80.00% - 91.96% - Biznogigae
125.00% 109.]3% KpHTEpiHM
BioexBiBaIeHTHOCTI
AUCD_t (hr*ng/mL) 80.00% - 90.76% - BiﬂﬂOBiﬂ,aE
125.00% 109.92% kputepism BE
3
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21. PesynbraT
Oesnmexu

ApTepiaTbHAM THCK Y ITOJIOKCHHI CHISYH Ta YaCTOTY PafialbHOTO IIyJIbCy
BHMIPIOBAJTH J0 IPHHOMY IOCTIHKYBAaHUX IIPENapaTiB (BPaHIli B JIEHE
puiiomy) Ta uepes 1, 3, 6 i 13 rogus miciis IpUHOMY B KOMXKHOMY IEpiofi.
BumipioBaHHs apTepialbHOTO THCKY CHISYM Iicisi IPHHOMY Ta YaCTOTH
PaiagbHOTO IIYJIbCY IPOTAIOM +45 XBUIINH Bifl 3aIUIAHOBAHOTO 4acy.

Ktimiure 0OCTeXeHHs [JKUTTEBO BYKJIMBI MOKA3HUKH (apTepialbHUI THCK
CHJISUH, TEMIIEPaTypa POTOBOI IIOPOKHUHH, pajiaibHa 4acToTa IyJIbCy 1
JacTOTa AUXaHHA), PizuuHe 00CTEKEHHS i CUCTEMHE 00CTEKEHHH |
TIPOBOMIIOCS B ICHB HAXO/DKEHHS, Ilepe]] BUITHCKOIO B KOXKHOMY Iepiozi 1
B Kinmi gocnuimkenns. Kiinigne o6cTekeHH TaKoX IPOBOAMIOCA B Oy Ib-
KK Yac 1)1 9ac MpoBeIeHHs! JOCII[UKEHHS, KOIH Cy0'eKT MOB1IOMIIAB IIPO
moOiuHi peaxiii.

Cy6’€KTiB OMATYBAIN PO CAMOTIOUYTTS i/ 4ac KIiHIYHOTO OTIIAMY,
peECTpyBaJlM apTepiabHAN THCK CHUYH Ta YacTOTY paialbHOTrO IyJIbCy,
IPOBOIMIIH 3a6ip OCTAHHKOTO 3pa3Ka KPORI 3a CTAI[lOHApHUX YMOB Ta Mijl
yac aMOYJIATOPHUX Bi3UTIB 4751 3a00py 3pasKiB KpoOBi.

B kinni gocrimkenns 6yna nposeeHa ominka 6esmnexu (I'emartonorivni ta
GioxiMiumi moxazuuxu - SGOT, SGPT, 6inipy0iH, KpeaTHHIH Ta CEUOBHHA).

[licTh MOGIYHUX peakiliii crocTepiratucs y 40THPhOX Cy0'eKTiB il Yac
npoBeAeHHs Hociimkenns. [To6i4mi peakmii He OyH Hi 3arpo3IMBAMHU 1L
KUTTS, Hi CepHO3HUMHU.

22. BUCHOBOK
(3aKJIFOUEHHS)

Tocnimxysaruii npenapar (T) (Anpenitant Kancym 125 Mr BUpoOHHITBA
Ponric Xemrac C.A., I'pertist) y mopiBHSHHI 3 peepeHTHHM IIPEIapaToM
(R) (Emena® 125 Mr (xokHa Karcyia MiCTHT 125 MI anperniTanty)
pupobuunTBa Mepk [1lapn Enp Jloym JItn., Benuka bputanis) Bianosinae
KpUTEpisM 6i0eKBIBAIEHTHOCTI 3a IIBHIKICTIO Ta cTyneHeM abcopOuii
rmicyis mpuifoMy OHOPa30BOi 03H, K 3a3HAYEHO B IPOTOKOJI.

3asBuuK (BoacHuk
Peectpariitaoro
[TocBiquenus)

(mmigmuc)
Keiit Pobepr Pinreei
(IL. 1. B.)




Jonarox 30

1o TTopsaky MpoBe/IeHHS eKCIIePTH3H
peECTpaIiiTHIX MaTepialiB Ha JIKapCchKl
3ac00H, MO MOJAIOTEHCS Ha JSPIKaBHY
peecTpalriro (epepeecTpallito), a TAaKoX
eKCIIePTH3H MaTepialliB IIpo BHECEHHS
3MiH JI0 peecTpalifHuX MaTepiaiiB
mpotsrom Jii Peectpaniifnoro
[TocrimyeHHs

(myHKT 4 po3ainy IV)

3BIT
npo KiiHiyHe BUNpoOyBaHHs Ne 2

1. Ha3sa
TKapChKOro 3acofy
(3a HasBHOCTI -

Arpo, xarncynu Teepai, no 80 Mr ta 125 mr

HOMED

peecTpallifHOro

[TOCBITUCHH)

2. 3aABHHK BIOCAMHC JIT/I., Cnionygene Koponisctso BenukoGpuranii i ITiBHiunOi
Ipnannii (BIOSCIENCE LTD., United Kingdom of Great Britain and
Northern Ireland)

3. BupoOHuK PonTic Xemnac Menikan Enn ®apmacetotikaic IIponakre C.A., I'pertis

(Rontis Hellas Medical And Pharmaceutical Products S.A., Greece)

4. ITpoBeneni
MOCIiKEHHS:

TaK HI  SKIIO Hi, OOTPyHTYBaTH

1) THII JIIKapCEKOTO
3aco0y, 3a IKHM
npoBoamIacsa abo
[TaHY €THCS
peecTpanis

reHEPHIHHI JIIKapChKHi 3aci0

5. IloBHa Ha3Ba
KJIIHI9HOTO
BHUIIPOOyBaHHS,
KOIOBaHUH HOMED
KJIIHIYHOI'O
BUIIPOOYBaHHS

PanioMizoBaHe, BiIKpuUTe, 30aMaHCcoBae, 3 IBOMA METOIAMH JTiKyBaHH,
NBOMA IIePioIaMH, JBOMA ITOCTIIOBHOCTAMH, OTHOI030BE, IEPEXPECHE
nocmimkenHs GioexsisanenTHOCTi JI3 Anpenitant Kancyma 125 mr
supoGHmTBa PonTic Xemnac C.A., I'peris ta TBepmux Kancyn EMEH/I®
125 Mr (KO3KHa Karcyiia MiCTHTh 125 Mr alpemiTanTy) BUpOOHHIITBA
Mepx I1Tapn Eux Jloym JIta., Benuka Bpuranis (Merck Sharp & Dohme
Ltd., UK), 3a y4acTro 3/10pOBHX JOPOCIHX JOOPOBOMIBIIB B yMOBaX
CIIOYKHUBAHHSA K1

16-VIN-0395
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6. ®aza KIiHIYHOTO

e nopiBHsIIBEHE JOCITIPKEHHA 010€KBIBATCHTHOCTI

BUIIPOOYBaHHS

7. Ilepion Ilepion 01: 3 04 mumas 2016 poky mo 08 mumms 2016 poky

[IPOBEICHHS : )

B [Tepiox 02: 3 15 mumas 2016 poky o 19 nemas 2016 poky

BUIIPOOYBaHHS

8. Kpaiuu, ne [aist

IPOBOTAIIOCH

KITiHIYHE

BUIIPOOYBaHHS

9. KinbskicTs 3aIulaHoBaHo: 61

I0CITI DKy BAaHAX

4 ¢daxTHuHO: 53

10. Meta Ta Mertoro pocnipkeHHs OyJi0 OIiHIOBaHHS TOTO, Ud € AmpemiTanT Kancymm

BTOPHMHHI L1 125 mr BupoOnuuTBa Ponric Xemnac C.A., I'penis, Ta npenapat

KTiHIYHOTO EMEHJI® 125 Mr y TBepaMx Karncynax (KoyKHa Karcyia MicTuTh 125 mr

BUIIPOOYBaHHSI anpeniTaTy) BupooHuITBa Mepk Ilapn Exn [Toym JItx., Benuka
bputanis (Merck Sharp & Dohme Ltd., UK) 6ioekBiBaleHTHEMH y
3JI0POBUX, TOPOCIIHX JIFOJIEH B YMOBaX CIIOMKHBAHHS 1Ki, & TAKOK JUIs
MOHITOPHHTY O€3IeKH Ta IEPEHOCUMOCTI Ipenapary y cy6'ekTis.

11. Tuzaiin Jlocmimkenns: 0yJ10 paH/IOMi30BaHUM, OJIHOO30BUM, 3 JIBOMA IepioiaMu, 3

KJIIHIYHOTO NIBOMA MOCIIJOBHOCTSIMH, ITEPEXPECHHM, OCHOBHHUM JIOCIIJKEHHSIM

BUIIPOOYBaHHS 0loeKBiBaJICHTHOCTI 32 y4acTio 61 gopociux Jo0OpOBOJIBLIB B yMOBaX
CIIOYKHBaHHS K.

12. OcHOBHI 3m0poBi T0OPOBOJIBIII, IO BUSABHIA Oa)kaHHA y4acTi BikoM Bia 18 1o 45

KpuTepii POKIB (BKJIIOWHO) 3 iHmexkcoM MacH Tina Bix 18,50 mo 30,00 kr/m?

BKJIIOYCHHS (BKIIOYWHO) Ta MacoI0 Tina (Baroro) He MeHIe 45 KT.

13. HocmimkyBanui
ImMKapchKHit 3acio,
criocio
3aCTOCYBAHHS, CHIIA
il

Anpemnitant Kancynu 125 mr, kancyiu

Onna xancyna npuiMaeThesl IEpOpalibHO B yCTAIEHHH Yac 3a IIJIaHOM
no3yBaHHs piBHO Yepe3 30 XBHIIMH Micist HOYaTKy IpHHoMy
BHCOKOKAJIOPIMHOTO CHIZIAHKY 3 BHCOKHM BMiCTOM JKHpiB, 3anuBarodu 240
MJI BOJIH KIMHATHOT TeMIIepaTypH, y CHASIIOMY MOT0oKeHH]. [l

[ ITBEP/PKEHHS IIPHHOMY JIOCIi XKy BaHOTO IIperapaTy B pOTOBIi
[OPOKHHHI MPOBOJIJIACS MIEPEBipKa 3a JIOIIOMOI 00 JIIXTapHuKa Ta
0IHOPA30BOI0 IIIIATENLA.

14. TIpenapat
TOPiBHSAHHS, 1034,
criocio
3aCTOCYBaHHA, CHIIa
it

EMEH/I® 125 mr, TBEp/i Karcy i

O/Ha Karncysia NpuiMaeThCsl IEPOPaANIbHO B yCTAIECHHH Yac 3a IIaHOM
no3yBaHHA piBHO Yepe3 30 XBHIIMH Hicis OYaTKy IpHHOMY
BHCOKOKA&JIOPIHHOTO CHIZAHKY 3 BHCOKHAM BMICTOM JKHPIB, 3anuBaro4u 240
MJI BOJJM KIMHATHOI TEMIEPATypH, Y CHATIOMY IONIoKeHH]. [l
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1 ITBEPDKEHHS IIPUIHOMY IOCIIIKYBAaHOTO IpenapaTy B POTOBIi
TIOPOKHMHI TPOBOJMIIACS MEPEeBipKa 3a JOIOMOTOI0 JTiXTapHKa Ta
OJHOPa30BOrO LIIaTeid.

15. CynytHsa
Teparris

He 3aCTOCOBYETBCA

16. Kpurepii
OLIIHKH
e(heKTHBHOCTI

Oninka 0i0eKBiBaJIEHTHOCTI IIPOOYKTIB B YMOBaX CIOKHBAHHS 1Ki
IpyHTy€eThCs Ha 90% MoBipunx iHTepBaNax IS CIiBBIIHOINEHHS CepeaHixX
reomeTpuyHUX BenuduH (T/R), orpuMaHux Ha OCHOBI aHa3y In-
rparchopmoBanux mapamerpis Cmax ta AUCO-t s npemapary
AnpemnitanT. [Ipuiinarauii miama3ox as 610€KBiBAJIEHTHOCTI CTAHOBHUTH
80,00-125,00% mnsa 90% nmoBipuux iHTepBaliB BiHOIIEHHS CepeIHIX
reOMeTPUYHHX 3HAYeHb HalMeHmux kBaaparis (T/R) ms mepBuHHAX
(bapmakokineTrnunux mapamerpie Cmax Ta AUCO-t (ne T - mocumi oKy BaHuH
npenapart; R - pedepenTHmii mpenapar).

17. Kpurepii
OLIHKH Oe3nexu

besmneka: JlaboparopHi mani / JKurtresi nokaznuky / [To6iuni peakuii

18. CrarucTuuni
METOIN

ANOVA

Jlns1 oriHky 6i0eKBiBaIeHTHOCTI OyJ10 MPOBEAEHO CTATUCTHYHHIA aHATI3
(apMaKoKiHETHYHHUX MapaMeTpiB JOCIIPKYBAHOTO Ta peepeHTHOro
nperaparis 3a I0IoMOroro mporpamu « SAS®», Bepeis 9.2.

19. lemorpadiuni
INOKAa3HUKH

ITOCITi JKYBaHOT
MOIyJIsIii (CTaTh,
BiK, paca, TOIIO)

310poBi TOGPOBOJIBII, IO BHSBAIM OaXkaHHs y4acTi BikoM Bif 18 mo 45
POKiB (BKJTFOYHO) 3 iHzIekcoM MacH Tina Bix 18,50 mo 30,00 kr/m?
(BKJTIOYHO) Ta MAcoIo TiNa (Baroro) He MeHIe 45 KT.

20. Pesynpratu

dapmakoxineTHuHi pesyibrary: gociimkysannit mpoaykt (T) (anpemitanT

e(heKTUBHOCTI karcysi 125 mr Rontis Hellas SA, I'pertist) y mopiBHSHHI 3 €TaTOHHUM
npoayktoM (R) (Emend® 125 mr (koHa Karcysa MicTUTb 125 mr
anpemitanty) Merck Sharp & Dohme Ltd., BenmukoGpuTanis) Bianosinae
KpuTepisM 010eKBIBAICHTHOCTI IOAO IBHIKOCTI Ta cTyIeHs abcopOmii
[TicyIst IPHHOMY OHO Paz0BOI O3H, SK 3a3HAUCHO B IIPOTOKOII.
JiamasoH
ITapamerpu NpHHHATHOCTI 90% Pesynbrat
90% JOBipumit
JloBip4oro inTepsai
iHTEpBaITY
Cmax(ng/mL) 80.00% - 94.81% - Bi)IHOBiL[BC
125.00% 108.79% KpHTEpisM
GioeKBiBaJIeHTHOCTI
AUC,, (hr*ng/mL) 80.00% - 97.03% - BiJnoBigae
125.00% 105.77% kpuTepiay BE
r ey ?
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21. Pesynbratu
Oesnexn

ApTepiabHAHE THCK Y IOJIOXKEHH] CH/ISIYH T YACTOTY PaIialIbHOTO IIyIIBCY
BHMIPIOBAIH 0 IPUHOMY JTOC/Ii/UKYBaHUX [Ipenaparis (BpaHIli B I€Hb
npuiiomy) ta o 01.00, 03.00, 06.00 i 13.00 roguui micis npuiioMy B KOKEH
epio.

BumiproBaHHs apTepilallbHOTO THCKY MIC/IsA NPHHOMY CHIAYH Ta 9aCTOTH
PajiaIbHOTO IIYJIBCY IIPOTATOM £45 XBUIIUH BiJl 3aIJIAHOBAHOTO Yacy.

KrniHiune 00CTexeHHs! [JKUTTEBO BAXKIIMBI MOKA3HUKH (apTepialbHuM THCK
CHIISYH, TEMIIEpATypa POTOBOI IOPOKHKUHH, padialbHa 9acTOTa MyJIbCY i
4acToTa JMXaHHA), QisuuHe 00CTEeKEHHS i CHCTEMHE 00CTEKEHHS |
[POBOJIMIIOCS B IEHb HA/IXO/DKESHHS, TIepe/i BUITACKOIO B KOXHOMY Mepioji i
B KIHI JOCIIIKEHHS.

Cy06’eKTiB OMUATYBAIH IIPO CAMOTIOYYTTS IiJ Yac KIIHIYHOTO OTJIAMY,
peecTpyBaIy apTepiayIbHUH THCK CHASYH Ta YaCTOTY PagiaibHOTO MyJIbCY,
IPOBOAMIN 3a0ip OCTAaHHBOTO 3pa3Kka KpOBi 3a CTallilOHAPHUX YMOB Ta I
yac aMOyIaTOpHUX BI3HTIB I 3a00py 3pa3kiB KPOBI.

B kinmi gocnimkenns Oyna nposejena ouinka 6esmexu (I'emaronorivni ta
Oioximiuni mokazuuku - SGOT, SGPT, 6inipy0iH, KpeaTHHIH Ta CEYOBHHA).

[Tix yac nmpoBeeHH s JOCIIDKEHHS He BHHHUKJIIO XKOIHOT cepitozHoi abo
KJTHIYHO 3HaYyHI01 MOGiYHOT peakiii

22. BucHOBOK
(3aKITFOYCHHS )

Jocrmimkysanuit npenapat (T) (AnpemitanTt Kancym 125 mMr BupoOHHIITBA
Poutic Xemmac C.A., I'penis) y mopiBHAHHI 3 pedhepeHTHHM IIpenapaToM
(R) (Emena® 125 mr, TBep/i Kancyiu (KoyHa Kancyia MicTHTb 125 Mr
arpemnitanTy) Bupoouuntsa Mepk [lapn Exx loym JIta., Bemika
bpuTanis) BiAmosigae kpuTepisM 6i0eKBiBaJIEHTHOCTI 32 IIBHKICTIO Ta
cryneneM abcopOirii micis npuioMy 0AHOPa3oBOT T03H, SIK 3a3HAYCHO B
NPOTOKOJI.

3asBHEK (BracHuk
PeectpartiitHoro
[MocBiguenns)

(i grmc)
Keiit Pobept Pinrseit
(TL.1.B.)
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