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3BIT npo goxnimiuni ;mc.numceana / NON-CLINICAL STUDY REPORT

1. Haspa nikapcbkoro 3acoby (3a
HasBHOCTI - HOMEp peecTpauifiHoro
nocpifguenns): / Name of the medicinal
product (Marketing Authorization number,
if any):

Annex 29

to the Procedure for Conducting Expert
|E valuation

fni Registration Materials Pertinent

to Medicinal Products, which are Submitted
for State Registration (Re-Registration)
and Expert Evaluation of Materials
dh()lll Introduction of Changes to the
Registration Materials during

the Validity Period of

[Registration Certificate

,(Pm agraph 4, Section V)

Olmestad A film coated tablets 2(}/5mg and
40/10mg

1) Tun nikapcekoro 3acoby, 3a skum
MpoBO/KIaca abo MIaHyeTsCs peectpadis /
type of the medicinal product for which the
registration was conducted or planned to be
conducted

Olmesartan medoxomil/Amlodipine film coated
tablets (generic medicinal product registration)

2) nposeaeHi gocnimkenns / conducted
studies

o Tak / yes

X Hi/no sKwo Hi, o6rpyHTyBarty /
if no, provide rationale

The applicant has not conducted any toxicological or
pharmacological studies on Olmestad A film-coated
tablets. Olmestad A film-coated tablets have been
developed as a generic medicinal product with
reference to the originator Sevikar®, Daiichi-
Sankyo Ltd. The SmPC for Olmestad A is based on
the approved SmPC for Sevikar® and there are no
differences in the indication, dosage,
contraindications, warnings and precautions. All
strengths of the generic formulation have the same
qualitative composition and the proportions of active
ingredient and excipients are the same.

2. Gapmakonoris: / Pharmacology:

Reference is made to the SmPC of the origmator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.




Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

1) nepennua papmaxouxamixa / primary
pharmacodynamics

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

2) BrOopuHHa dapmakouHamika /
isecondary pharmacodynamics

Reference is made to the SmPC of the orviginator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

3) dapmaxonoris Gesneku / safety
pharmacology

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

4) bapmakoauuamiuni B3aeMoaii /
pharmacodynamic interactions

3. GapmakoxineTuka: / Pharmacokinetics:

1) ananiTuuni MeToauku Ta 3BiTH Wono ix [Reference is made to the SmPC of the originator

Banigauii / analytical procedures and product Sevikar®, a copy of which is provided in
validation reports Module 4 of the submitted CTD dossier.
2) BcMoKTYyBaHHs / absorption Reference is made to the SmPC of the originator

product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

3) posnoain / distribution Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

4) merabosniam / metabolism Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

5) BHBe/eHHs / excretion Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

6) hapmaxokiHeTHUHI B3aemonii Reference is made to the SmPC of the originator
(nokniniuni) / pharmacokinetic interactionsjproduct Sevikar®, a copy of which is provided in
(non-clinical) Module 4 of the submitted CTD dossier.

7) inii apmakokinetnuni pocnimierns / [Reference is made to the SmPC of the originator
other pharmacokinetic studies product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.




4. Tokcukonoris: / Toxicology:

1) TokcHuHicTh y pasi ogHOpa30BOro
BBEACHHA / single-dose toxicity

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

2) TOKCUUHICTb Y pasi moBTOpHUX
BBe/IeHb / repeated-dose toxicity

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

3) reHOTOKCHYHICTh:
in vitro /
genotoxicity:

in vitro

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

in vivo (BKarouaiouy JOJATKOBY OLIHKY 3
TOKCHKOKineTukH) / in vivo (including
additional toxicokinetics assessment)

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

4) KaHueporesHicTs: / carcinogenicity:

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

MOBrOCTPOKOBI Aociipkenns / long-term
studies

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

KOPOTKOCTPOKOBI JOC/i JKEHHS

60 J0CNiKEHHA CepeaHbLOT TPUBANOCTI /
short-term studies

or mid-term studies

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

monartkosi pocnimxenHs / additional
studies

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitied C'TD dossier.

J) penpoiyKTHBHA TOKCHUYHICTh T2
TOKCHYHMH BIUIMB HA PO3BHTOK
noromctsa: / reproductive and
developmental toxicity studies:

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.




F——

BILIMB HA QEPTUIILHICTL | paHHili
eMOpionansHui po3eutok / effect on
fertility and early embryonic development

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

emOpioTokcnunicTs / embryotoxicity

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

npexarallbHa i nocTHaTalbHa
TOKCHuHicTs / prenatal and postnatal
toxicity

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted C'TD dossier.

NOCITIIKEHHS, MPY AKUX penapar
Y BOLMTHCH 1I0TOMCTBY (HECTATEBO3PiNUM
TBAapMHaM) Ta/abo OUiHIOETLC BiIaneHa
nis / studies in which the drug is
administered in the offspring (juvenile
animals) and/or late effect is assessed

6) micuesa nepenocumicts / local tolerance

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

7) NOJATKOBI AOCHIIIKEHHA TOKCUYHOCTI: /
additional toxicity studies:

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

AHTUIEHHICTb (YTBOPEHHS aHTUTiN) /
fantigenicity (antibody production)

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

iMyHOTOKCHYHICTb / immunotoxicity

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

NOCIiIKEHHS MexaHi3miB ail / mechanistic
study

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

nikapcbKa 3anexHicts / drug dependence

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted C'TD dossier.




TOKCHUYHICTL MeTaboniTia / toxicity of
metabolites

Reference is made to the SmPC of the originator
product Sevikar®. a copy of which is provided in
Module 4 of the submited CTD dossier.

TOKCHYHICTL JoMiok / toxicity of
impurities

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

inuie / other

Reference is made to the SmPC of the originator
product Sevikar®, a copy of which is provided in
Module 4 of the submitted CTD dossier.

5. BUCHOBKH 100 AOKJIiHIYHOTO
BuBueHHs / Conclusions on non-clinical
study

Reference is made to the SmPE70f the originator

product Sevikar®, a copy ofAvhich is provided in
Module 4 of the submitted/CTD dossier.
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g0 [opsnky npoeesenns ekcnepTusu
peecTpaiiiiHux marepianie Ha nikapeski
3aco0H, WO NOAAIOTLES HA JEPIKABHY
peccrpaitito (nepepeectpalliio), a Takox
CKCIIEPTH3H MaTepianiB npo BHECEHHS
BMIH 10 peecTpanifiHuX mMarepianis
npoTaroM Aii peectpauiiuoro
HOCBI/IMEHHS

(myukT 4 pozainy IV)

3BIT npo kuiniuse Banpodyeanns / CLINICAL TRIAL REPORT

Annex 30

to the Procedure for Conducting Expert
Evaluation

ol Registration Materials Pertinent

to Medicinal Products, which are Submitted
for State Registration (Re-Registration)
and Expert Evaluation of Materials
about Introduction of Changes to the
Registration Materials during

the Validity Period of

Registration Certificate

(Paragraph 4, Section IV)

1. Ha3ga nikapcbkoro 3acofy (3a
HasABHOCTi — HOMEp peecTpauiitHoro
nocBinuenns) / Name of the medicinal
product (Marketing Authorization number,
if any)

Olmestad A film coated tablets 20/5mg and
40/10mg

2. 3asBHuK / Applicant

STADA Arzneimittel AG, Germany

3. Bupobuuk / Manufacturer

4. Ilposeaeni pocnimkenns: / Conducted
trials:

Hemolarm A.D., Serbia*

* The test products used in the comparative
hioavailability study described herein were
manufactured by STADA Arzneimittel AG,
CGermany. During the product’s lifecycle,
mamifacture of the drug product has been
iransferved from STADA Arzneimittel AG to
Hemofarm A.D., Serbia. Hemofarm A.D. is a 100%
vubsidiary of STADA Arzneimittel AG.

XxTaKk/yes OHi/no AKwWo Hi, o6rpyHTYBaTH /
if no, provide rationale

In accordance with regulatory requirements
applicable to generic medicinal products, the
bioequivalence of Olmestad A to the originator
product, Sevikar® (Daiichi-Sankyo Ltd) has been
assessed in comparative bioavailability studies.

The Applicant has not conducted any clinical
studies on Olmesartan/Amlodipine film-coated

_[tablets. Olmesartan/Amlodipine film-coated tablets




1) Tun nikapceioro 3acoby, 3a skum
npoBoausacs abo niaHyeTsCA peccrparlis /
type of the medicinal product for which the
registration was conducted or planned to be
conducted

__[contraindications, warnings and precautions.

proposed for marketing have been developed as
generic medicinal product with reference to
Sevikar®, Daiichi-Sankyo Ltd. The Summary

of Product Characteristics (SmPC) for
Olmesartan/Amlodipine film-coated tablets

is based on the approved SmPC for Sevikar® and
there are no differences in the indication, dosage,

Olmesartan medoxomil/Amlodipine film coated
tablets (generic medicinal product registration)

5. IloBua nassa KniHiYHOrO BUNPOOYBaHHA,
KOJOBaHUH HOMEp KIIiHI4HOrO
BurpoOysanns / Complete title of the
clinical trial and the code number of the
clinical trial)

Study Code: 453B15

Study Title: Bioequivalence study of olmesartan
and amlodipine after single dose administration
(fasting conditions) of Olmesartan/Amlodipin 40/10
mg film-coated tablets (Test product) and Sevikar®
40 mg/10 mg Filmtabletten (Reference product) in
healthy subjccts

6. ®asa kniniyHoro Bunpodysanus / CT
phase

Bioequivalence study

7. Ilepioa npoBejeHHs KNiHIYHOrO
sunpoOysanus / CT time frame

3/ from 19.11.2015 mo / till 23.05.2016

8. Kpainu, e nposoamnocs kniniune
sunpodysauns / CT countries

Turkey

9. KinbkicTs gocnipxysanux / Number of
subjects

satutanosana: / planned: 40
(hakTruna: / actual: 40

10. Mera Ta BropunHi uini kninidHoro
BupoOysanns / Objective and secondary
endpoints of the clinical trial

This study was designed to determine the
bioavailability and to assess bioequivalence of the
test product and the reference product containing 40
mg olmesartan medoxomil and 10 mg amlodipine
alter single dose administration under fasting
conditions in healthy subjects.

The secondary objective of the present trial was to
investigate the safety and the tolerability of
Olmesartan/Amlodipin 40/10 mg film-coated




tablets versus Sevikar® 40 mg/10 mg Filmtabletten
in healthy subjects.

11. Tnzaiin kniniunoro sunpoGysanHs /
CT design

Study design: single dose, randomised, open label,
two-treatment, two-period, two-sequence crossover,
at one study site

Wash-out period: 21 days
Administration route: oral
Dosage regimen: single dose

Dosage: 40 mg olmesartan medoxomil and 10 mg
amlodipine

12. OcHoBHi kpuTepil Btouenns / Key
inclusion criteria

- Healthy, Caucasian, male subjects 18 — 55 years of
age

- Body mass index within the range of 18.5 — 30
kg/m2 (limits included)

- Findings within the range of clinical acceptability
in medical history and physical examination unless
the clinical investigator considers the deviation to
be irrelevant for the purpose of the study

* Laboratory values within the normal range unless
the clinical investigator considers the deviation to
be irrelevant for the purpose of the study

- Normal ECG and vital signs (normal blood
pressure and heart rate measured under stabilised
conditions at screening visit after at least 5 minutes
of rest in sitting position: systolic blood pressure
100 - 140 mmHg, diastolic blood pressure 60 - 90
mmHg and heart rate 50 - 100 beats per minute;
normal body temperature (35.4 °C —37.8 °C)), or
abnormalities which the clinical investigator does
not consider a disqualification for participation in
the study

* Willingness to undergo a pre-study physical
examination and pre- and post-study laboratory
investigations

- Ability to comprehend subject information and
informed consent given in written form




- Non-smokers and no usage of any other tobacco
products.

13. ocaimxysanuit nikapcbkuii 3aci6,
cnocid 3acrocysanus, cuna aii /
Investigational medicinal product, method
of administration, strength

Name: Olmesartan/Amlodipin 40/10 mg film-
coated tablets

Drug substance: olmesartan medoxomil and
amlodipine besilate

Dose: 40 mg olmesartan medoxomil and 10 mg
amlodipine

Administration: oral

Formulation: film-coated tablet

Batch number: 1458 TF 340/5

Manufacture date: 07/2015

Retest date: 07/2016

Developed by: STADA Arzneimittel AG, Germany

Manufactured by: STADA Arzneimittel AG,
Germany

14. Tlpenapar nopieHsiHHA, /1033, cnoci6
3acTocyBaHHs, cuaa aii / Comparator
product, method of administration, strength

Name: Sevikar® 40 mg/10 mg Filmtabletten

Drug substance: olmesartan medoxomil and
amlodipine besilate

Dose: 40 mg olmesartan medoxomil and 10 mg
amlodipine

Administration: oral
Formulation: film-coated tablet
Batch number: 197981

Expiry date: 04/2018

Marketing authorization holder: Daiichi-Sankyo
Europa GmbH, Germany

15. CynyTHa Tepanis / Concomitant therapy

Exclusion criteria:

- Any use of drug, prescribed or OTC (inclusive
herbal remedies), within 2 weeks (or within six
elimination half lives of this medication, whichever
is longer) prior to the first administration of study
medication




- Intake of enzynie-induci-ﬁg or organotoxic within
4 weeks before start of the clinical trial

- Medication with products known to alter the major
organs or systems such as CYP3A4 inducers (e.g.
dexamethasone, phenytoin, oxcarbazepine,
carbamazepine, rifampicin, phenobarbital or
Hypericum perforatum, also known as St. John's
Wort), CYP1A2 inhibitors (e.g. fluvoxamine,
ciprofloxacin), CYP3A4 inhibitors (e.g.
ketoconazole, itraconazole, erythromycin,
clarithromycin), CYP2C9 inhibitors (such as
voriconazole) any other CYP3A4 metabolized
drugs (e.g. triazolobenzodiazepines,
dihydropyridine calcium channel blockers, certain
HMG-CoA reductase inhibitors, i.e. statins),
CYP2D6 metabolized drugs (e.g. warfarin,
metoprolol), and histamine antagonist (e.g.
loratadine, fexofenadine, ebastine, prometazine,
quetiapine, cimetidine, ranitidine) within 2 months
prior to IMP administration

16. Kpurepii ouinku edexrustocri /
Efficacy endpoints

Primary variables for the assessment of
bioequivalence were AUCO-t and Cmax, and
secondary pharmacokinetic parameters were
AUCO-inf, %extrapolated AUC, tmax, t1/2, and Az.

Bioequivalence was confirmed when the point
estimates and 90% confidence intervals of the
primary parameters were within the generally

taccepted limits of 80.00% to 125.00%.

17. Kputepii oninku 6e3neku / Safety
endpoints

Safety assessments were performed as follows:

Vital signs and adverse cvents were recorded.
Within 11 - 16 days after last blood sampling in the
last treatment period the ECG, the clinical routine
laboratory parameters and physical examination
were repeated.

Clinical safety

e general medical examination

o heart rate and blood pressure measurements
(sitting position)

e 12-lead ECG

¢ documentation of adverse events




18. Crarucrnyni meronu / Statistical
methods

Clinical laboratory safety

clinical chemistry

haematology

urinalysis

HIV, HBsAg, HCV (only done at screening)
urine drug screening (6 drugs)

For assessment of bioequivalence 90 %-confidence
intervals for the formulation ratio in the parameters
AUC(0-t) and Cmax of olmesartan and for the
parameters AUC(0-72h) and Cmax of amlodipine
were calculated using the Intransformed data.
Bioequivalence assessment criteria were applied for
the parameters AUC(0-t) and Cmax of olmesartan
and for the parameters AUC(0-72h) and Cmax of
amlodipine.

19. lemorpadiuni noxasHuku
noCaiKyBaHol nomymauii (crath, Bik, paca,
rowo) / Demographic data of the study
population (sex, age, race, etc.)

Type: healthy Caucasian subjects

Gender: male

Age: 18 — 55 years of age

Body weight: Body Mass Index within the range of
18.5 30 kg/m2

20. Pesynuraru edexrusnocti / Efficacy
outcomes

Olmesartan:

Calculated 90 %-confidence intervals, geometric
mean ratios (1/R) and CVres (%) from the OLS
analysis of olmesartan (N = 39)

Parameter LCL (%) Ratio (%) UCL (%) CV:ex (%)
AUCp.n 93.52 97.95 102.59 12.15
Crax 93.59 98.69 104.07 13.85

LCL = low er 90 %-confidence fimit

UCL = upper 80 %-confidence limi{

The results of this study show that for the extent of
absorption (AUC(0-t)) and the rate of absorption
(Cmax) the 90 %-confidence intervals lie within the
acceptance range of 80.00 % - 125.00 % for
olmesartan.

Amlodipine:

Calculated 90 %-confidence intervals, geometric
mean ratios (T/R) and CVres (%) from the OLS
analysis of amlodipine (N = 39)




Parametery LCL (%) Ratio (%) UGL (%) CVyos (%)
AUC 0751 98.85 103.48 108.34 12.03

Cinax ) 98.09 102.32 106.72 11.07
LCL = low er 80 %-ceonfidence fimit
UCL = upper 90 %-canfidence fimit

The results of this study show that for the extent of
absorption (AUC(0-72h)) and the rate of absorption
(Cmax) the 90 %-confidence intervals lie within the
acceplance range of 80.00 % - 125.00 % for
amlodipine.

21. Pesynnraru Gesneku / Safety outcomes

The single doses of Olmesartan/Amlodipin 40/10
mg film-coated tablets (STADA Arzneimittel AG,
Germany) in one period and of Sevikar® 40 mg/10
mg Filmtabletten (Daiichi-Sankyo Europa GmbH,
Germany) in the other period were well tolerated.

During the study one subject (No. 006) was
withdrawn by the investigator due to adverse event
after drug administration in the first treatment
period. This subject was not replaced.

There were no clinically significant changes
observed by the investigators in the physical
examination or laboratory parameters during the
study.

There were 10 adverse events observed in 9
subjects. These were headache (5 with test product,
3 with reference product), itching (1 with test
product) and nausea (1 with reference product).

All observed adverse events were non-serious and
of mild or moderate intensity (5 adverse events
were classified as mild and 5 adverse events were
classified as moderate). 8 observed adverse events
were considered related (8 possible related events)
to investigational products.

6 adverse events were observed with the test
product in 6 subjects and 4 adverse events were
observed with the reference product in 3 subjects.

One subject needed therapy for adverse event.

All subjects recovered fully.

22. BucHoBok (3akmouenus) / Conclusion
(findings)

In summary it is concluded that for the extent of
absorption (AUC(0-t)) and the rate of absorption




(Cmax) bioequivalence is accepted for olmesartan
and it is concluded that for the extent of absorption
(AUC(0-72h)) and the rate of absorption (£max)

3asBHHUK (BNACHHK / 22 ’Z////
peecTpauiitHOro nocsiguenHs) / o , (At
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Authorization Holder)
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1o Ilopsiaky npoBeieHHS eKCTIEPTH3H
peecTpariiiHIX MaTepialiB Ha JIIKapChKi 3ac00H,
1110 IOAAIOTHCA Ha ICPIKABHY PEECTPALiio
(mepepeecTpallito) a TAKOK EKCIIEPTH3H
MaTepialiB Ipo BHECEHHS 3MiH JI0
peecTpamiHHIX MaTepiatiB MPOTAroM il
peecTpalliftHOro MOCBiT4EHHS

(myBKT 4 po3ainy IV)

3BIT ITPO KJIIHIYHE BUITIPOBYBAHHSI

1. Ha3Ba mixapcbkoro 3aco6y (3a
HasBHOCTI — HOMep peecTpariifHoro
[TOCBIUYCHHS)

Onmecran A: TabneTkH, BKPHTI [IiIBKOBOO
obomonkoro, 20/5 mr ta 40/10 mr

2. 3agBHUK «CTAIA Apunaitmitrens Al'y, Himeuunna
(STADA Arzneimittel AG, Germany)
3. Bupobuuk «Xemodapm A.Il.», Cepbis (Hemofarm A.D.,

Serbia)*

*Bunpobyeani npenapamu, SKi 6UKOPUCMAani 6
nopigHANbHOMY 00CNiOdHceHH] bioOocmynHocmi,
onucaromy 6 ybomy 36imi, Oyiu 6U20mosneni
komnaniero «CTA/]A Apynaiimimmens Ay,
Himeyuuna. IIpomazom sHcummeeozo yukny
npenapamy 6upoOHUYmMEo NiKkapcekoeo 3acody 6yno
nepedano 6i0 komnarii « CTA/JA Apynaiimimmens
AI'», Himeuyuna 0o komnanii «Xemogpapm A.J]. »,
Cepoia. «Xemopapm A.J].» € 100% oouipnvoio
xkomnaniero « CTALA Apynaiimimmens ALy,

4. IIpoBeneHi goCTiIIKEHHA:

X TaK OHI  AKIO Hi, OOTPYHTYBaTH

['enepuynwmii mixapcekuii 3aci6

1) Tun niKapceKOro 3acoly, 3a SKUM
poBoiuiacs abo IIaHY€EThCST PEECTPaIist

Onmecaprady MenoKcoMin/AMIIONIIH, TAOIETKH,
BKPHTI IJIIBKOBOKO 000JIOHKOIO (peecTparis
TeHEPHYHOTI0 JIIKapCchKOTo 3aco0y)

5. IloBHa Ha3Ba KJIiHIYHOTO BHNIPOOYBaHHS,
KOJIOBaHUH HOMEp KIIIHIYHOTO BHIIPOOYBaHHS

Kox nocmiukenns: 453B15

Ha3sga nocnimpxenns: J{ociipKeHHS
0l0eKBIBAJIEHTHOCTI OJIMECapTaHy Ta aMJIOUITIHY
TICIIs OJIHOPA30BOT0 MPHHOMY (HATIIECEPILIE)
onmecaptany/amnonuniny 40/10 Mr, BKpHTHX
IUTIBKOBOIO 000JIOHKOIO (IOCIiIKYBaHHI
npenapar), Ta Cepikap® 40 mr/10 Mr, BKpUTHX




ILTIBKOBOIO 000JI0HKOIO (pedepeHTHHIA npemnapar),
Y 37I0pOBHX cy0’€KTIB

6. ®aza KIiHIYHOrO BUIIPOOYBaHHS

JocnimxeHns 0ioeKBiBaIEHTHOCTI

7. Ilepion mpoBeIeHHs KIIIHIYHOTO BII 19.11.2015 mo 28.12.2015
BHITPOOYBaHHS
8. Kpainu, e npoBouiocs KiiHiuHe Typequnna

BUNIPOOYBaHHA

9. KinbkicTh ToCi Ky BaHUX

3ariaHoBaHo: 40
pannomMizoBaHo: 40

IpoaHaji3zoBaHo: 39

10. Meta Ta BTOpHHHI il KIIHIYHOTO
BUIIPOOYBaHHS

e nocmimkeHHS OyII0 IpH3HAYEHE /I BUSHAYEHHS
01010CTYIIHOCTI Ta OLiHKH 0i0eKBiBATEHTHOCTI
JIOCIIDKYBAHOTO IIpenapary Ta pedepeHTHOro
npenapary, o MicTuth 40 Mr oJMecapTany
MeIoKcoMimy Ta 10 Mr amyioiumiHy, micis
OJJHOPa30BOT0 3aCTOCYBAHHS HATIIECEPIIE ¥
3JI0pOBHX CY0’€KTIB.

BTopHHHOIO METOO JaHOTO AOCIiIKEeHHS OYJII0
BUBYEHHS 0€3MEKH Ta MEPEHOCHMOCTI
onMecapTany/amnoauniny 40/10 mMr, BKpHTHX
IUTIBKOBOO 00O0JIOHKOIO, ¥ IOPIBHAHHI 3
CeBikapoM® 40 Mr/10 Mr, BKpHTHM ILUTIBKOBOIO
000JIOHKOIO, ¥ 3I0POBHX CY0’ EKTIB.

11. Jluzaiig KIiHIYHOTO BUNPOOYBaHHS

JluzaitH JocIiKeHHS: 0THOI030BE,
paHI0Mi30BaHe, BiIKPHUTE, 3 IBOMa METOJaMH
JiKyBaHHS, IBONEPiOIHE, IBOMOCIiTOBHE
nepexpecHe, B OJHOMY MiCIli JOCiKEHHS

[lepion BumuBanus: 21 aeHb
[Insax 3acTocyBaHHS: MepopaTbHHIA
CxemMa mpuitoMy: pa3oBa 103a

HozyBanHs: 40 Mr oMecapTaHy MeIOKCOMITY Ta
10 Mr amnouminy

12. OcHOBHI KpUTepii BKIKOUYEHHS

* 310poBi Cy0’€KTH HOJIOBIHOT CTATI €BpOMEOiHOT
pacu BikoM 18-55 pokis

* [anexc MacH Tina B Mexkax 18,5-30 kr/m2
(BKJIOYHO 3 TPAaHUYHUMH 3HAYCHHIMH)

* JTani anamHe3y Ta (isuKaIbHOTO 00CTEKEHHS B
MeXKax KIHIYHOI MPpUHHATHOCTI, AKINO KJIIHIYHHH




JOCITiTHAK BBAXKA€E BiIXUJIEHHs IOMYCTHMEM 3
OTJISITy Ha METY JDOCIiKEHHS

* Jlani 1aGopaTopHEX aHANi3iB 3HAXOJATECA B
MeKax Jliana3soHy HOpMaJIbHHX 3HAYCHb, AKIIO
KIIHIYHHHA OCTiIHAK BRAXAE BiIXHICHHSA
JOILyCTUMHUM 3 OTJIAMY Ha METY JIOCTIKEHHS

* Hopmanera EKI™ Ta moKa3sHUKH KHUTTEiSTBHOCTI
(HOpManBHHH apTepiaibHHUN THCK Ta YacTOTa
CEPLEBUX CKOPOYCHB, BUMIPsHI B cTabimizoBaHUX
YMOBaX IIiJl Yac CKPHHIHIOBOTO BI3HTY IIicis
IIOHAWMEHIIIE 5 XBHJIMH BIAMOYHHKY B MOJIOMKEHH]
CHJISYH: CHCTONIYHHMIA apTepiansuuii THek 100-140
MM PT.CT., AiacTOIYHHI apTepiaibuuil THCK 60-90
MM PT.CT. Ta 9aCTOTa CEPLIEBUX CKopoueHE 50-100
yA2apiB Ha XBHJIHMHY; HOpMaJIbHA TEMIEpaTypa Tijia
(35,4 °C-37,8 °C)), ab0 BiAXHICHHA BiJl HOPMH, fKi
KITHIYHHH JOCITiJHHK HE PO3IIIANac K
JHUCKBaTi(iKamito Iyist y4acTi B JOCIiIKEeHH]

* ['OTOBHICTE NPOUTH (izUKaIBEHE 0O0CTEKEHHS
nepejt I0CIiHKEHHAM, a TAKOXK J1abopaTopHi
JIOCITIIXKEHHS IO Ta ITiC/Is JOCIIHKCHHS

* 3naTHicTh pO3yMiTH iHMOpPMALliK0, HaBENEHY B
(opmi indopmarii fs mamienta Ta indopmoranoi
30 y IUCEMOBIi (opmi

i}
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* Cy0’exTH, 5Ki He IATATE i He BXMBAIOTD JKOTHUX
IHIHX TIOTFOHOBHX BHPOOIB.

13. JlocnimkyRanuii likapchbKHH 3aci0,
criocid 3acTocyBaHHS, CHIIA il

Hassa: Onmecapran/Amnoaumnin 40/10 Mr
TabJIeTKH, BKPUTI ITIBKOBOKO 060JI0HKOIO

Jitoua peyoBHHA: OJIMEcapTaHy MeJIOKCOMII Ta
aMJIOMITiHY OecHaT

Hoza: 40 Mr onMmecaprany Megokcominy ta 10 Mr
aMJIOJIMITIHY

[Inax 3acTocyBaHHS: IepopaIbHHUR

Jlikapcbka (hopMa: TabNeTKH, BKPHTI ITIBKOO
000510HKOIO

Homep cepii: 1458 TF 340/5
Harta surotosnenns: 07.2015
Jara norTopHoro Bunpodysanns: 07.2016

PospoGneno: CTAITA ApunatiMitrens AT,
Himeuynna (STADA Arzneimittel AG, Germany)

Bupobnux: CTAJIA ApuHaitmitrens AT,
Himeudquna (STADA Arzneimittel AG, Germany)

14. Ilpenapar nopiBHsHHS, 1034, clociO
3aCTOCYBaHHA, CHIa il

Hassa: CeBixkap® 40 mr/10 mr, TaGlieTKH, BKPUTI
MTIBKOBOK 000JIOHKOIO

Jlitoya pedyoBHHA: OJIMecapTaHy MeIOKCOMLI Ta
amyouminy Oe3maar

Hosa: 40 Mr onMecapTany MegokcoMiny ta 10 mr
aMJIOAUIIIHY

[Inax 3acTocyBaHHS: IepOPaATBLHHI

Jlixapcpka opma: TableTKH, BKPHTI ILUTIBKOIO
000JIOHKOIO

Homep cepii: 197981
JlaTa 3akinyeHHs TepMiHy mpuaatHocTi: 04.2018

BrnacHuk peectpauiiinoro nmocsiguenns: Jaigi-
Canxkio €spona 'm6X, Himeuunna

15. CynyTtHs Tepamist

3riZIHO 3 MPOTOKOJIOM JOC/Ii/KEHHS, KOIH] 1HII
JiKapcheKi 3aco0u (Tpenapary, 10 BilyCcKarThes
JIMIIE 32 PEerenToM, Ta MpernapaTH, 1o
BiIIIycKaloThCs Oe3 pelenTa) He OyJIH 103BOJIEH]
IIiJ Yac JOCIIDKEHHS, OKPIM THX, 10 3a3HaYeHi B
KpPHUTEPISX BKIIOYEHHS, B €eKCTPEHUX BHIIAAKAX Ta
Ha poscyn focaigauka. OnuH cy6’ ekt (Ne 006)
OTpUMYBaB npenapar ABLI amMIyna 2 M




(benipamin: 45,5 Mr/ma B/M) Biz cBepOexy.
Hocnigauk BHIy4uB gocmimkysatoro 006 3
JOCHIZKEHHA Y 3B'3Ky 3 HeOaKaHHUM ABUILEM.
XKonen 3 inmmx cy6’exriB He pHitMaB XKOIHOT
CYIIyTHBOI Tepartii.

16. Kputepii oninku e(peKTHBHOCTI

[lepBuHHUME 3MIHHHMH 7151 OLIIHKA
GioexsiBanenTHOCTi 6y AUCO-t i Cmax,

a BTOPHHHHAMH (apMaKOKiHETHYHHMH
napameTtpamu — AUCO-inf, % ekcrpanonsoBanoi
AUC, tmax, t1/2 ta Az.

BioekBiBaJIeHTHICTH MiATBEPIKyBAIACS, KOJIM
TOUKOBI oniHkH Ta 90% noBipui iHTepBaIH
NIEPBUHHUX NIapaMeTpiB nepeOyBaiu y
sarayibHonpuAHATHX Mexax 80,00-125,00%.

17. Kpurepii orinku Oe3neku

Ouisky Oe3neku MPOBOH/IM Y HACTYIIHHIA CIIOCiO:

3acdikcoBaHi JKATTEBO BAXK/IMBI MOKA3HUKH Ta
HeOa)kaHi SBHUIIA.

Yepes 11-16 quiB niciis ocTaHHBOTO 3a00py KPOBi B
OCTaHHBOMY TepioJii IikyBaHH:A moBToproBamu EKI,
KIIHIYHI pyTUHHI TabopaTopHi MOKa3HUKH Ta
(izukanpHe 06CTEKEHHS.

Kiiniuna 6e3mnexa

®  3arajgbHHUI MEIUYHHH OTTIAN

* BHMIPIOBaHHS YaCTOTH CEPIEBUX CKOPOYEHb
Ta apTepiaIbHOrO THCKY (TOIOKEHHS
CHJISYH)

e EKI'y 12 BigBeneHHsax

* JIOKyMEHTYBaHHJ HeOaXaHUX SBHII]

Kniniyna naboparopna Gesmneka

* KIiHIYHHH GloXiMIYHUH aHAaTI3 KPOBI

* reMaToJIOTiYHHI aHami3 KpoBi

* 3arajgbHMH aHaJi3 cedi

* BIJI, noepxHeBHii aHTHTEH BipyCy renaTuty
B, Bipyc renaruty C (TinpKH mig gac
CKPHHIHTY)

* CKpHHIHT IIpenapaTiB B cedi (6 mpemaparis)

18. CraTtucTHYHI METO/IH

Jna oninku 6ioexBiBasienTHOCTI 90% HOBipYHX
iHTepBaJIiB JUIS CIiBBiIHONIEHHS GopMyT st
napameTpie AUC(0-t) Ta Cmax onmMecapTamy Ta
s mapameTpiB AUC(0-72h) Ta Cmax ammoguminy
Oysiu po3paxoBaHi 3 BAKOPHCTAHHIM
HeTpaHc(opMoBaHuX AaHux. Kpurepii omiHku
010€KBIBAJICHTHOCTI 3aCTOCOBYBAJIUCS JIIS




napamerpis AUC(0-t) Ta Cmax onmecaprany Ta
nis napamerpis AUC(0-72h) i Cmax amnoguminy.

19. lemorpadiyni nokasHUKK JOCIIHKYBaHO]
MOy Wil (cTaTh, BiK, paca TOIIO)

Tum: 310poBi NpeCTABHUKY €BPOIEOINHOT pacH
Crath: yonoBiua

Bik: 18-55 pokis

Maca Tina: Ingexc macu Tina B Mexax 18,5-

30 xkr/m2

20. Pesynbrati edekTHBHOCTI

OnMecapras:

Pospaxosani 90% nosipui iHTEpBaIH, CEpeHi
reomerpuyHi cniBBinHomenHs (T/R) Ta CVres (%)
3a nanumu OLS-ananisy onMecaprany (N = 39)

ITapamerp HAI (%) Bignomenns (%) BAI (%) | CVi (%)
AUCqy 93,52 97,95 102,59 12,15
Cmax 93,59 98,69 104,07 13,95

HJII = nkna mexxa 90% noBipyoro iHTepBamy

BJII = Bepxna mexa 90% Aosipyoro inTepsany

Pesyneraty 1poro qocimimKkeH s IOKa3yOTh, 10
Juia cryness abeopbuii (AUC(0-t)) i mBuaKocTi
abcop6bmii (Cmax) 90% JoBipyi iHTepBaNH NeKaTh B
MeKax NpHHHATHOrO Alanazony 80,00%-125,00%
JULS OIIMEcapTaHy.

Amtonumiu:

Pospaxosani 90% nosipui iHTepBanu, cepeaHi
reomeTpuyHi crispiguowmeHHs (T/R) ta CVres (%)
3a naauMu OLS-ananizy amnonuniny (N = 39)

IMapametp HII (%) Bignomenns (%) BAI (%) CVies (%)
AUC.72m 98,85 103,48 108,34 12,03
Cmax 98,09 102,32 106,72 11,07

HJI = HipkHa Mexka 90% aoBipyoro iHTepsamy

BJII = Bepxna Mexka 90% A0BIpHOro iHTEPBATY

PesyneTaTé 11b0T0 TOCIIKEHHS MOKA3YIOTh, 110
s crynens abeopbuii (AUC(0-72h)) i muBuakocTi
abcopbuii (Cmax) 90% noBip4i iHTepBaH JIEkKaTh B
MeXKax npuitHaTHoro aianasony 80,00%-125,00%
JUIsL aMJIOJTUITIHY .,

21. Pesynbraru 6e3neku

OnHOpazoBi 03U ONIMecapTaHy/aMIIOAHIIIHY
40/10 Mr, BKpUTHX ILTIBKOBOKO 000JI0HKOO
(STADA Arzneimittel AG, HimeuunHa), B oqus
nepiox Ta Cerikap® 40 mr/10 Mr, BKpUTHX
II1iBKOBOIO 000soHKoI0 (Daiichi-Sankyo Europa
GmbH, Himeuunna), B iHmmit mepios
NEePEHOCHIIHCS A00pe.




6 HebaXaHMX SBUII CIIOCTEPIiraIucs PU
3aCTOCYBaHHI JIOCIiKYBAHOrO Mpenapary y 6
cy0’exTiB i 4 HebaxaHi ABHILA CHOCTEPIiraixcs IpH
3acTOCYBaHHI pe)epeHTHOrO npenapary y 3
Cy0’eKTiB.

OxuH cy6’exT moTpeOyBaB JIiKyBaHHA IOBIYHOTO
SBHINA.

¥ BCix cy0’€eKTiB 1100IUHI SBHUINA TOBHICTIO MHHY JIH.

22. BUCHOBOK (3aKJTIOYEHHs)

Pesynwrarn nocnimkenns 453B15 cpiguars, mo
s cryners abeopobuii (AUC(0-t)) i mBHIKoCTi
abcopbuii (Cmax) 90% moBipui iHTEpBAIH JIEKaThH B
MeJKax npuiiHaTHOro aianazony 80,00%-125,00%
1)1 OJIMecapTaHy Ta aMJIOJHUITIHY.

Takum ynHOM, Oi0E€KBIBAIIEHTHICTE OIMECApTaHy Ta
aMJIOJTUITIHY JTOBEICHA.

3aABHHK (BIACHHUK PEECTpAIifHOTO
IIOCBiTYEHH)
IIpeycTaBHUK 3aABHHUKA

HIKOJIACHKO H.I

(migmuc)

(TTIB)




