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Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation of
Materials about Introduction of Changes
to Registration Materials during the
Validity Period of Marketing
Authorization

(Clause 4 of Section IV)

Non-clinical study report

rm— e g e L

\1. Name of study medicine product
((Marketing Authorisation number, if

Eany) ;

l» )ﬁt)“q_)we of medicinal prbdu.étifdmr‘ B
which registration was conducted or
planned to be conducted

A generic aplhcatlon as stated in Article Article 10(1) of Directive
a2001/83/EC as amended i

iArelaptan, hard capsules, 0,5 mg

FZ) conducted studies O vyes

22 Pharmacology R i
rlu)—lr;flnr—ri?rf f)harmacodynamlcs ~ Not. appllcablew
E)—Eeua)hdary pharmacodynamlcs Not apphcable |
?Jght%ty pharmacology Not apphcable -
[-’-Tplfaﬁi&odynamw 1nteract10ns Not apphcablem e
3. Pharmacoklnetlc propertles -

o e O i

.2) abéd?{a%h ~Not appllcable B
3) 3)distribution Not apphcable In
{;1) metabolism 5l ﬁdﬁﬁgﬁéable

'5) elimination e Not apphcable

!6) pharmacokinetic interactions (non- Not applicable

clinical)

l776?ﬁ€£5ﬁé§&naeokﬁéﬂe studrés ) ",’Nc;t applicable
4. Toxicology: N - S e
ﬁsglﬁgle do;énfo;élty LN L gl “Not. appilcable -

,2) repeat-dose t0x1c1ty

X no if no, substantiate

As Fingolimod is not a new chemical entity, and this application is for a generic product claiming essential |
similarity to Gilenya 0.5 mg Hard Capsules (Novartis Pharmaceutical Ltd) and as no new additional studles
have been provided within the documentation, Non-Clinical Study report is not mandatory.

All non-clinical data are based solely on b1bI1ograph1cal research

S |

Not apphcable L




3) genotoxicity: Not applicable
iin vitro |

in vivo (including additional Not applicaﬁie
‘toxicokinetics assessment) ‘.

Fl) carcinogenicity: N ~ Not applicaﬁlrem -
long-term studies Not applicable

short-term studies or mid-term studies Not applicable

additional studies

Not applicable
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5) reproductive and md%%iépmental

toxicity: MLNot applicable

effect on fertility and early embryon“iug gﬁot applicable
development i

|

‘émbryotoxic'i‘tiyw = ?Not applicable o
Eprenatal and postnatal toxicity ?Not applicable
studies in which the drug is fNot applicable

administered the offspring (juvenile |
animals) and/or late effect is assessed |

Mal tolerance ‘Not applicable
7) additional toxﬂ:itﬂy studies: Not applicmélnale S S
antigenicity (antibody production)  Not applicable 7 i e
immunotoxicity Not apﬁlicablé ey i
]mechanistic study ENomt applicawb'ler - ]
!drug depende“rwlwcﬁé Y ﬁ\lmat-épplicable' i . A S
toxicity of metabolites ~ Not applicable TR
toxicity of impurities Not applicable P
other &But'aﬁblicable ''''' )

e e e

5. Conclusions on non-clinical study

As Fingolimod is not a new chemical entity, and this application is |
for a generic product claiming essential similarity to Gilenya 0.5 mg
Hard Capsules (Novartis Pharmaceutical Ltd) and as no new
additional studies have been provided within the documentation,
Non-Clinical Study report is not mandatory.
The composition of the product and physicochemical properties are

the same to the Reference Product and therefore no studies were

i necessary.

i \EAll non-clinical data are based solely on bibliographical research.

L

|
{
|

Applicant (Marketing

Authorisation Holder): (signature)

(full name)

Dr. Naga Sai Sri Lalitha Yerramilli, Deputy QPPV and Clinical Expert
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JonaTtox 29

1o ITopsaaky nposeneHHs

CKCTIEPTH3H PEECTPaLlifHUX MaTepiaiiB

Ha JIIKapCchKki 3ac00H, 1110 OAAKTHCA

Ha JIEP)KABHY PEECTpalliio (TlepepeecTpallio),

a TaKOXX €KCHEPTHU3H MaTepiaiis

PO BHECEHHA 3MiH 110 PeECTpallifHUX MaTepianis
[POTArOM Aii peecTpaLiiiHoro noceigueHHs
(myHKT 4 po3ainy IV)

3BiT npo pokaiHiuYHI JOCHIIKEHHS

1. Hasga nikapcbkoro 3aco6y (3a IApenéﬁ'féH Karciu 'rBepm 0 5 Mr
HasABHOCTI - HOMEp peecTpamiifHoro |
IIOCBiTUEHHS): i(Arelaptan hard capsules 0 5 mg)

1) Tun mikapcekoro 3aco6y, 3a SAKIM |
npoBoauaaca abo IIaHyeThCA
peecTpartis

Tenepuunnii mikapcbkui 3aci6, BianosigHo mo crarti 10(1)
Hupexturu 2001/83/€C, i3 10MOBHEHHAMHU

2) IIpoRENEH] TOCTIIKEHHS O Tak B mi AKIIO Hi, 0OIpyHTYBaTH :
%

Ockinekn  DIHrONIMOA HE € HOBOK XiMIYHOIO PEYOBHHOIO, 1 I 3adBKa CTOCYETHCS TEHEPHYHOTO {
J1IKapCBKOTO 3aco0y, KU 3asBIIsE MPO CYTTEBY cX0kicTh i3 I'inenia®, xancymu tepi, 0,5 mMr (Novartis |
Pharmaceutical Ltd), i ockinbku B Z0KyMeHTauii He HAaAaeThCs HOBHX AOAATKOBHX MOCTIMKCHD, 3BIT po |
AOKJIHIYHI IOCTIIKECHHA € He € 060B'I3KOBUM J|j1 TeHEpHYHUX 3aC0biB.

Vci gokmiHiuHi gaHi 633yro1:bcz BUKIIOYHO Ha 616morpa¢nqﬂﬂx ,I[OCJILE[)K&HH}IX

T ]

2. ®apmakooris: I

1) nepeunna papmakoguHamika e saa)-ébﬁj}éﬁcﬁ J
2) BTOPHHHA (papMaKonHHaMma [He 3aCTOCOBYETRCS g S “
§3) dapmaxomnoris Gesneku e ﬁé 3é1c1“‘c:7é63yem.c_ﬂ“—' - e
24) dapMakoamHaMiuHi B3aemomii EHe 3aCTOCOBYETHCS o . : i

3. @®apmaKkOKiHETHKA: '

1) aHaNITUYHI METOAMKH T 3BITH }
. g HE 3aCTOCOBYETHCS
11010 1X Bad1gaIrl \

2) BCMOKTYBaHHS e SaCTOCOByETBCH

: s — ————

13) posmomin He 3aCTOCOBYEThCA

4) Metaboism He 38CTOCOBYETHCA

'5) BuBexeHHS g 33CTOCOBYETHCA |
e 2o : R e

6) t’papmalcoxmemqm B3a€EMOIi He 34CTOCOBYETHCA |

(.IIOKJ'IIHI'—IHI) ;

7) iHmi q)apMaKomHequI ,He 3aCTOCOBy€TI:CH '

HOCIIKEHHS '

E4. Toxcukomoris:

S , i
1) TOKCHYHICTB y pa3i OAHOPA30BOI0 [He 3aCTOCOBYETHCS
BBEIICHHA {

_ : ‘ = .
2) TOKCHYHICTB Y pa3i MOBTOPHHX HE 33CTOCOBYEThCSA
BBEIEHb




3) FeHOTOKCHYHICTb:
in vitro

in vivo (BKJ’IIO‘{aI-O‘-IH ILO,HB.TKOBY HE 3aCTOCOBy€TI:C$l
OHIHKy 3 TOKCPIKOKIHGTHKPI)

He 3aCTOCOBYEThCS

;4) KaHueporeHmcm

,HOBI‘OCTPOKOBl ,HOCJ'IUI}KCHHSI HG SaCTOCOBy€TbCﬂ

5Kop0TKocrp0K031 ,D;OCJ]!)I)KSHH}I 260 ‘He 3aCTOCOBYETHCA

He BaCTOCOBYEITBC}I

JLOCTIiIKEHHS CEepeNHbOT TPHBANOCTI |

‘I[OI[HTKOBI ,ILOCJ'IIJI}KGHHH

e BaCTOCOByeTbCH

T
5) PerpONYKTHBHA TOKCHYHICTb TA |

TOKCHYHHMH BIUIMB Ha PO3BHTOK HE 3aCTOCOBY€ThCA
iIIO'rOMCTBa

BIUIMB Ha ¢>epanH1CTL i panmiii He 3aCTOCOBYEThCS
leMOpioHaNbHHH PO3BHTOK ‘
{eM6pioroxcaniCTs 'He SaCTOCOByE’I‘bCH
npeHaTaabHa i MOCTHATalbHA HE 3aCTOCOBYETbCA
TOKCHUYHICTE

YBOAHUTECA IIOTOMCTBY

- e — i ~ e
JOCHIJDKEHHA, [IPH AKUX IIperapar HC 3aCTOCOBYETHCA

(HecTaTeBO3piMMM TBApHHAM) Ta/abo
OLIIHIOETHCSA BifIaeHa JIis |

i6) MiCIIeBa TEPEHOCHMICTh | HE 3aCTOCOBy€TBCH
7) NOJATKOBI JOCTIIKEHHA IHC 3aCTOCOBYETHCA
TOKCHYHOCTI: {

!aHTHreHHiCTL (yTBOpEHHS aHTmin) @m SaCTOCOByeTBCH

lv . S
LIMYHOTOKCI/I'-IHICTL HC BaCTOCOByGTLCH
[[IOCJ'IIJI)KEHHH MexaHISMlB I[ll HE BB,C’I‘OCOBYETBCH
[ﬂlKapCBKa 3aNIeXHICTh He SHCTOCOBYETBCH

ITOKCH‘-IHiCTB MeTaboiTiB

‘He SaCTOCOByeTBCﬂ

[ . .
TOKCHYHICTH JIOMIIIOK

ﬁ{e 3aCTOCOBYETHCA

inme

HE 3aCTOCOBYEThCS

BHUBUECHHSA

3agBHUK (BIACHHK
peecTpaLiifHoro
[TOCBIT4EHHS):

{—chmucu cbmromMoLx He e HOROHO xnmtmoxo peqoauﬂom 1 14
13aﬁBKa CTOCY€ThCs TEHEPHHIHOTO MPOAYKTY, AKHH 3aABJIA€ IIPO
 icToTHy cxoxicTs i3 [inenia®, xancymu TBepm 0,5 mr (Novartis
' Pharmaceutical Ltd), i ockineku B JIOKYMeHTaI.IH He OyI0 HaJaHO

5. BHCHOBKH IIOMI0 AOKIIIHIYHOTO HOBHX JI0JATKOBHX JOCITIKEHb, 3BIiT PO AOKIIHIYHI ZOCTIHKEHHA

€ He € 000B'A3KOBUM.

| Ckya mpoORyKTY Ta q)iamco -XiMi4Hi BJIACTMBOCTI Taki X, K 1 B
| Pe(bepeﬁ'momy TPOLYKTi, TOMY AOCTiKEHHS He NOTPiOHI.

' Vei gokmimivai naHi 6a3yloThes BUKMIOUHO Ha GibGmiorpadiunux
| MOCTi/KEHHSAX.

(mionuc)
Ilp. Hara Cai IlIpi JTanita leppaminni, 3actynuux Ksanidikosanoi ocobu,
BiZMOBifaIbHOI 32 hapMakoHarysa Ta KiiHiuHHA ekcrepT
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~ |(Dr. Naga Sai Sri Lalitha Yerramilli, Deputy QPPV and Clinical Expert)
i (IL L.B.)

[lepexnan 3 aHIT MOBU

Menemxep 3 peryIATOPHUX THTaHb v Misumxi 1.C.

®apmacenext Inteprentan bereniranrs 'm6X
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation of
Materials about Introduction of Changes
to Registration Materials during the
Validity Period of Marketing
Authorization

(Clause 4 of Section IV)

Clinical trial report

1. Name of study drug (Marketing Authorisation
number, if any)

§2. Applicant

3. Manufacturer

r
t

Arelaptan, hard capsules, 0,5 mg

Pharmaselect International Beteiligungs GmbH, Austria

Batch release:
Pharmaselect International Beteiligungs GmbH, Austria

EProduction, primary and secondary packaging, quality
icontrol:
PHARMATHEN INTERNATIONAL S.A, Greece

‘\
Primary and secondary packaging, quality control:
PHARMATHEN S.A., Greece

Secondary packaging:
MSK-Pharmalogistic GmbH, Germany;

4. Conducted studies:

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Kwizda Pharmadistribution GmbH, Austria

-|
|
|
}
\
\
i
\

|

X  yes L no if no, substantiate

[Generic apllication as stated in Article Article 10(1) of

@irective 2001/83/EC as amended, where the
bioavailability studies were used to demonstrate
bioequivalence

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

6. Clinical trial phase

7. Clinical trial period

8. Countries where the clinical trial was

}

fIn&{é

A randomized, open label, balanced, two-treatment,

single-period, single dose, parallel, bioequivalence study
of Fingolimod 0.5 mg Hard Capsule of Pharmathen S.A.,
Greece and GILENYA® (Fingolimod) 0.5 mg Hard
Capsule of Novartis Europharm Limited, UK in healthy,
adult, human, subjects under fasting conditions.

iCode number of the clinical trial is 17-VIN-0139

il'i{}?"i'{fom (Bioequivalence)

Clinical
from 09 Aug 2017 — 13 Aug 2017
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‘conducted '
r 48 healthy, adult, human, male subjects were enrolled in
9. Number of subjects the study.

Ti All subjects completed the study as per protocol i

To evaluate and compare the relative bloavallablhty and |
therefore the bioequivalence of Fingolimod 0.5 mg Hard ,
‘Capsule (study drug) and GILENYA® (Fingolimod) 0.5 |
img Hard Capsule of Novartis Europharm Limited, UK |
(reference product) in healthy, adult, human, subjects }

under fasting conditions.

10. The purpose and the secondary objectives of
the clinical trial

To monitor adverse events and ensure the safety and 7
tolerablhty of subjects. F

A randomized, open label, balanced, two-treatment, |

o _ ‘ smgle-penod single dose, parallel bioequivalence study:
111.C11n10a1 trial design in healthy, adult, human, subjects under fastmg
conditions.

1. Subjects aged between 18 and 45 years (including |
both).

EZ. Subjects' weight within the normal range according to
normal values for the Body Mass Index (18.50-30.00
kg/m2 (both inclusive)) with minimum of 45 kg weight.

3 Subjects with normal health as determined by |
personal medical history, clinical examination and |
laboratory examinations within clinically acceptablei
Hlonnal range. .
4. Subjects having clinically acceptable 12-1ead |
electrocardiogram (ECG).

5. Subjects having clinically acceptable chest XRay

(PA view).

6. Subjects having negative urine screen for drugs of | %
abuse (including amphetamines,  barbiturates, |
benzodiazepines, cannabinoids, cocaine, opiates and I
phencyclidine)

‘7 Subjects having negative alcohol breath test.
8. Subjects with QTc Interval <440msec for Male and

§450msec for Female during screening. ‘
9. Subjects willing to adhere to the protocol
requirements and to provide written informed consent. |
ilO. Subject having no any history of smoking habit since |
ilast 1 year. :
l11. For Male Subjects: %
'+ Subjects willing to follow approved birth control i
methods (a double barrier method) for the duration of |
the study as judged by the investigator(s), such as (a 5
double barrier method) Condom with spermicide |
|,Cond0m w1th diaphragm , or abstinence, subjects |

12. Key inclusion criteria




13. Study drug, method of administration,
strength

14. Reference product, method of administration,
strength

15. Concomitant therapy

16. Efficacy evaluation criteria

* Fingolimod 0.5 mg Hard Capsule of Pharmathen S.A.,

22

Should also not donate sperm during this time.
12. Subjects having negative urine pregnancy test at
Iscreemng and serum P-hCG (pregnancy test) on |
admission day (only for female subjects).
13. For Female Subjects: .
* Female of child bearing potential practicing an |
acceptable method of birth control for the ‘
duration of the study as judged by the
investigator(s), non hormonal intrauterine device
(TUD), abstinence or double barrier contraception,
i.e., condom + diaphragm, condom + spermicidal '
or foam |
* Postmenopausal for at least 1 year
» Surgically sterile (bilateral tubal ligation, bilateral
oophorectomy, or hysterectomy has been
perforrned on the subject).

IGreece
Orally

The subjects were fasted overnight for at least 10.00
hours before schedule time of dosing. Investigator was
present during dosing activity.

" [GILENYA® (Fingolimod) 0.5 mg Hard Capsule of |

;Novartis Europharm Limited, UK
;Orally

The subjects were fasted overnight for at least 10.00
hours before schedule time of dosing. Investigator was

present during dosing activity.
I

Sub]ects were instructed not to consume any prescribed
medication or OTC medication mcludmg vitamins and
herbal remedies within 01 month prior to dosing and!
until the study completes. :
No concomltant medication used durmg study 1

uFrom the time/concentration values various;

pharmacokmetlc parameters Cmax, AUCo.72n, AUCo.inf, |
Tmax, tiz, Az and AUC_% Extrap_obs for Fingolimod |
;\Nere calculated and Cmax and AUCo.72n were used in the
statistical analysis to compare the relative bioavailability |
of the two products. The pharmacokinetic parameters
Cmax and AUCo72n were estimated to evaluate
bioavailability ‘

17. Safety evaluation criteria

examination findings

1- Frequency of AEs/ADRs and scrious AEs/ ADRs
- Frequency of clinically significant laboratory changes
- Frequency of clinically significant changes in physical
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- Frequency of cases of clm1cally s1gn1ﬁcant changes in
instrumental exammatlon data (ECG, v1tal signs)

Analysis of Variance was carried out u usmg PROC GLMs
of SAS® Version 9.4 (SAS Institute Inc.,, USA)|
(stat1st1oal test like ANOVA) for Ln—transformedi
pharmacokmetlc parameters Cmax and AUCo.72n of|
a Fmgohmod The least square means of test and referencel
18. Statistical methods formulations, its difference, inter-subject variability and\

power  were  computed for  Ln-transformed
pharmacokinetic parameters Cmax and AUCq.72. The |
geometric least square mean ratio and its 90% confidence |
interval were also computed for the pharmacokmetlc
 parameters Cmax and AUCo T2h.

" |A total of 48 male subjects were enrolled in the study. !
‘Weight of the subjects was within the normal range E
l
l
|

19. Demographic data of the study population

e, 1, v i) according the Body Mass Index (18.50 to 30.00 kg/m2)

with a minimum of 45 kg weight. Age of the subjects
was w1thm range of 18 to 45 years (including both).

The square mean ratio of the main pharmacokinetic |
parameters for the study and reference drugs fingolimod:

Cinax - 91.01% - 112.03%, AUCo.72n - 90.71% - 113. 54%,|
administered orally under fasting conditions, they meet |
the bioequivalence criterion. l
Acceptance range for bioequivalence was 80.00%-
125.00% for 90% confidence intervals of the geome‘mcL
least square means ratio for Cmax and AUCo 72h. '

20. Efficacy outcomes

The safety profiles for the two treatments were 51m1lar|
across the safety measures and indicated that single doses |
21. Safety outcomes of the study drugs were well tolerated by the subjects. No |
serlous adverse events (SAE) and no deaths were!

Teported for any of the subjects enrolled in this study l
l

* Fingolimod Pharmaselect, hard capsules, 0,5 mg is |
Generic apllication uner Article 10(1) of D1rect1ve
'2001/83/EC as amended. }
The composition of the product and physmochenncall
properties are similar to the Reference Product. .
The Test Product (T) (Fingolimod 0.5 mg Hard Capsule)
when compared with the Reference Product (R)
(GILENYA® (Fingolimod) 0.5 mg Hard Capsule) meets |
the bioequivalence criteria in terms of rate and extent of |
absorption after administration of single dose as set in the |

protocol i

The test-to-reference ratio of geometric LSmeans and
corresponding 90% confidence interval for the Cmax and

IAUCO-t were all within the acceptance range of 80.00 toi
125 00%.

22. Conclusion (findings)

H\Io differences between the Test Product (T) and the
Reference Product (R) that could be considered to be |
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significant in terms of efficacy and that comparable

systemic action is demonstrated. é
[
Therefore, the test formulation is judged to be|

bioequivalent to the reference formulation.

Appicant (Marketing :
Authorisation Holder) : (signature)
uDr Naga Sai Sri Lalitha Yerramilli, Deputy QPPV and Clinical Expert i

(full name)
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Hogatok 30
1o IlopsaaKy NpoBeCHHS EKCIIEPTH3H
peecTpauiifHUX MaTepianiB Ha TiKapchKi 3aco0H,

1110 MOJAIOTHCS HA JepXaBHY PeecTpaLlilo (IepepeecTpaLito),

a TaKOXX €KCIEePTU3H MaTepialiB

[IPO BHECEHHS 3MIH JI0 PeecTpaLiiftHuX MaTepialis
MPOTATOM il peecTpariiiftHoro MOCBiAMEHHS
(nyHkT 4 posainy IV)

3BiT npo kainiuni gocaigKenHs

1. HasBa nikapcekoro 3acofy (3a HasBHOCTI -
HOMEp PEECTPAIHHOrO MOCBITIEHHS)

2. 3asBHUK

3. BupoOuuxk

4. TIpoBeneHi JOCTIIKEHHS:

1) Tun nikapcbKoro 3acoly, 3a AKHUM
npoBoaunacs abo NIaHyeThCs peecTpalis

|
i

5. IlorHa Ha3Ba KNIHIYHOTO BUIIPOOYBaHHS,
KOJTOBaHHH HOMEp KIIHIYHOTO BUNPOOyBaHHA

|

iApenanTaH, Kariciau Tepai, 0,5 mr 4‘

(Arelaptan hard capsules 0,5 mg) 1‘
|

CDapmaceneKT IHTepHemHn BeTeniranrs FM6X ABCTle

Bupoﬁﬁu}c saKuil sionosioae 3a 8UNYCK cepii: ‘t
\@apmacenext Inreprentnn bereniranrs 'm6X, ABctpis
Bupobnuymeo, nepsunne ma 6mopunHe nakyeanis,
KOHMPONbL cepii:

'\DAPMATEH IHTEPHEIIHJI C.A., I'pewtis

iﬁepeuﬂue ma 6mopunHe NAKYEaHHA, KOHMPOIb cepii.
\DAPMATEH C.A., I'pemnis

Bmopunne nakysanus: i
MCK-®apmanomxkictik 'M6X, Himeuunna;
K513;[a d)apmannc*rpn&mmn FM6X ABCTpm '

O m

%
|
|
[

TakK AKII0 Hl Oﬁfpy'HTyBaTH

reHepH'-IHHH ﬂlKapCLKHH 3acib, BIJIIIOBI,EIHO o CTaTT ;
10(1) Aupexturu 2001/83/€C, i3 momoBHEHHAMH, A€

; JNOCTIKeHHsT 0i00CTYMHOCTI  BHKOPHCTOBYBAHCA
| 18 geMoHcTparlii 6iOCKBiBaJ'ICHTHOCTi

* PanmomizoBase, Bmxpm‘e 36aIaHCOBAHE 3 IBOMa
CXEMaMH JIIKYBaHHS i OJJHMM I€PiOZIOM, 3 OJIHOPA3OBHM |
MPHIAOMOM JIIKAPCHKOro 3aco0y, B MapalenbHUX TPpymax,
IOCTIIKEHHA 010€KBIBaAJISHTHOCTI TBEPIHX KaIcy '
Dinronimon, kancyau tBepai, 0,5 mr (Papmaren C.A., '
I'penis) ta I'inenia® (PinroniMon), kancyau Teepai, 0,5 '
|
|
|
|
\

mr (Novartis Europharm Limited, Benuxo6puTanis), 3a
y4acTIO 3I0POBUX AO0OPOROMIBIIR B yMOBaX HaTIIECEpIIE.

Kon kniniunoro sunpobysanns 17-VIN-0139

6. ®a3za KIIHIYHOTO BUIPOOYBaHHA

7. IlepioJ MpOREAEHHS KIIHIYHOTO
BUIIPOOYBaHHA

Kniniuna daza

8. Kpainu, ae mpoBOaMIOCS KIiHIYHE
BUIIpOOyBaHHs

JocnimkeHHs 610eKBiBaICHTHOCTI

'3 09 CeprHA 2017 no 13 ceprias 2017




e

be e s .
9. KiNbKiCTh AOCTIMKYBAHUX

10. MeTa Ta BTOpMHHI LTI KITiHIYHOTO
BUIIPOOYBaHHA

11. [u3aii K1iHI4HOro BUNpOOYyBaHHA

12. OcHoBHI kpuTepii BKIIOYEHH

26

Y [0chipKeHH] B3 y4acTh 48 3I0POBHX JOPOCITHX
monei.
Yci cy6’eKTH 3aBepLIMIH DOCTIIKECHHS BIANOBIAHO [0

MPOTOKOIY. E

iOL[iHIdTl/I Ta IOPIBHATH BIIHOCHY 61010CTYIHICTS i, AK
HaCTi0K, 610eKBiBAJIEHTHICTH TIKapCHKOT0 320¢0y
®DixronimMon, Kancyau TBepai, 0,5 Mr (HocmimpKyBasuit
npenapart) i lizenis® (dinronimon), KarcCyJu TRep/i,
0,5 mr (Novartis Europharm Limited, Benuxo6puranis),
(pedepenTHuii mpenapar) y 310pOBUX, JOPOCIHX
JI0GPOBOJIBIIIB B YMOBaX HATIIECEPLIE.

‘ i
{ . » ) |
JI71st MOHITOPHHTY OOIYHMX SBHUIIL Ta OLIHKM O€3MeKH Ta |
i . . 5

MEPEHOCHUMOCTI JUI CY0’ €KTIB JOCITIIKEHHS.

PannomisoBane, BiakpuTe, 30aMaHcoBaHe JOCIIIKEHHS
6ioeKBiBaNICHTHOCTI 3 JBOMA CXeMaMH JiKYBaHH, 3

OJHOPa30BUM NIPHHOMOM JiKapchKoro 3a0chy, 5
[apanenbHUM JOCTIKEHHAM y IPYIax 340POBHX i
j;:go6p030nsui3 B YMOBax HaTIeceplie.

8 "3_110p013im,1;6615630n5ui BikoM Big 18 g0 45 poxﬁ
(BKiTIO9arOUH 060X ).

i
s
|
i

2. 1o6poBOTBIIi 3 MACOKO Tia B MekaxX HOPMH BIAMOBIAHO [0
BHaueHp iHgexcy MacH Tina (18,50-30,00 xr/m?, BKIIOUHO 3
MiHIMATBHOK Baroio 45 Kr i bineIe).

3. Cy6'ektH 3 HOpMaabHHM 3IOPOB'AM, N0 BH3HAYAETHCS
locofucToI0 icTopielo XBopoOu, KIIHIYHHMH O0CTEXEHHAMHU i
haﬁopaTopHuMH JOCHIMKEHHAMH B  MEXax KIIHIYHO
MPHIATHHX €TATOHHUX JIarma3oHiB.

i
4. Cy6'exTd 3 KIIHIYHO NPUHHATHOIO €NEKTPOKapAiorpamoio |
{((EKT") y 12 BiiBe/ICHHAX.

S. Cy6'exTH 3 KIiHIYHO TNPHIHATHHM DCHTTEHiBCHKHM
3HiMKOM rpyaHoi kaiTkH (PA).

l6 Cy0’ekTH 3 HEraTMBHMM DE3YJIbTATOM aHami3y ceui Ha

HAapKOTHKM  (BKmrovarounm  amperaminu,  Gapbitypar,
ibenzomiaseninm, KaHabiHOIoH, KOKaiH, omiaté Ta
i(beﬂumcﬂiﬂnﬁ).

7. Cy0'eKTH 3 HeraTMBHMM PE3yJIBTATOM TECTY HA alKOTrOIb Y|
;nosi”rpi, 1110 BHAUXAEThCH.

|
8. Cy6’extn 3 inTepsamom QTc <440 Mcek Aag YONOBIKiB i
!5450 MC JUIS1 JKIHOK ITifl 4ac CKPHHIHTY.

9. Cy6’exTH, aki OyayTh HOTPUMYBATHCA BUMOT IPOTOKOIY Ta
HaJlanu NMCbMOBY iH(QOpMOBaHY 3rojy.

[10. Cy0'exT He MaB 3BMYKH NAIUTH NPOTATOM OCTAHHLOI'O
POKYy.
|




27

11. JIna qonosikig:

* Cyb6’extu, sxi 6yayrs AOTPUMYBATUCH CXBaJIEHHX
METO/IB KOHTPOIIO 32 HAPOKYBAHICTIO (MOIBiitkuii
bap’epunif  MeTom) mporarom  ychoro nepiony

‘ HOCTIKEHHS, 33  OLIHKOK nocnigHuKka(is),

| Hampukiajx  (mojBifiHuit  Gap’epumit  Merox)

TIPE3EPBATMB 31  CHEPMILMOOM, Mpe3epBaTHE 3 |

miapparmoro ab0 YTpUMYBATHCA Bifl CTATTEBHX |

CTOCYHKIB, a TakoX He Oynu MOHOPOM  CIIEPMH
| IPOTATOM LBOTO Yacy.

12. Cy6’extn, ki MarOTh HEraTMBHH TECT Ha BATITHICTH y
Ceui Ilil 4yac CKPHMHIHTY Ta CHPOBATKOBMii B-hCG (rect Ha
‘Bal"lTHICTB) Y A€HBb NpHHOMY Npenapary (TiTbKH s JKIHOK).

13 Hns cy6’exTiB %iHouol cTaTi:

* JKiaka mitopoaHoro Biky, sxa 3aCTOCOBYE MPHHHATHHIA |
MCTOX  KOHTPONIO  Hag  HAPOMKYBAHICTIO  NPOTATOM
JIOCTTIKEHHS, 3TiIHO 3 OLIHKOO JOCIHiTHHKA (IOC/iAHHKIB) -|
HEropMOHaNbHA  BHYTpilllHbOMaTKOBa  cmipams  (BMC), |
‘aﬁcTHHCHTHa abo mozgiiina Gap’epHa KoHTpamemnuis, To6TO
npesepBatHB + Aiadparma, mpesepsatHs + crepminmmHi aGo
MiHHi, 860 YTPHMyBaTHCS Bifl CTATTEBUX CTOCYHKIB.

* [ToctmMeHonaysa He Menme | POKY

*  Xipypriuno CTepHIBHHH  (bimaTepanbHa  mepes'sska
MaTKOBHX  TPy®,  JABOCTOPOHHS oBapHeKkTOMia  abo
éricrepemomix Oyna BukoHaHa cy6'ekTy). E

13. Mocnimxysanuii JiKapchKHi 3acib, cnoci6
3aCTOCYBaHHS, CUIa il

CI)lﬁf‘éthon, TBCpJIl K&HCYJIH 0,5 mr (Pharmathen SA. |
I'pewis)

Opansho.

Cy6'extn ronoaysany npoTarom Houi monaiiMermre 10
FOIMH /0 3aI7IAHOBAHOTO YaCy BBEIEHHS J03H.
)Iocni,uHHK OyB IIpHCYTHIM 1ij Yac K03yBaHH.

14, TIpenapar mopisHAHEA, 1033, croci6
3aCTOCYBaHHS, CUna il

l"menm® (q)IHI‘OJIIMO,II) Kanchm TBepm 0,5 mr ;
i(Nova.rtls Europharm Limited, Benuko6purtanis) !
|

OpaunsbHo.

Cy6'exTu rononyBanu npoTAroM Houi mwoHaiimMenme 10
TOJTMH [0 3aIIaHOBAHOTO Yacy BBEICHHS 03H.
,I[ocanHK OyB npucyTHIi nix gac J103yBaHH.

15. CynyTHa Tepanis

Cy6 exTaM Oy110 3a60poHeHO BKUBATH 6Y/B-Ki MiKH,
IO BIATTYCKAIOTECA 38 PELEnToM, a6o 6e3peuenTypH1
JIKH, BKJIIOYAKOUH BITAMIHM Ta TPaB’sHi 3ac06H,
npotarom 1 micaus a0 modarky npuitoMy Ta 1o
BaBEPIIECHHS NOCIHKEHHS.
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Ilix yac mocmimxeHHA CYIMyTHI JiKH He |
BPIKDpPlCTOByBa.HPICH. |

‘bapmakokiHeTHuHi mapaMeTpd Cmax, AUCo.72n, AUCo.inf,
Tmax, t12, Az i AUC_% Extrap_obs nna dinronimony, a
16. Kpurepii ouiHK# e)eKTHBHOCTI [Cites, 1.5 LIC ooy RUEQTMGIGRY BRH H GUANERIUHEOMY |
aHai3i /s TOPIBHAHHS BiTHOCHOT 010I0CTYIHICTI IBOX
TPOIYKTIB.
®apmakokineTHuHi mapamMeTpH Cmax i AUCo.72n Gymu
ouiHeHi 1A 61000CTYIIHOCTI.

- Yacrora mo6iuHHMX edexTiB/mobiuHMX peakiiif 1|
cepio3HuX mobigHuX edeKTiB/OOIUHMX peaKILiit i
- YacToTa KIIiHIYHO 3HAYyIIMX J1ab0paTOPHUX 3MIH

- YacToTa KIIiHIYHO 3HAYYIIMX 3MiH JaHHX 0GEKTHBHOIO
orusny

- Yacrota BHMAJKIB KIIHIYHO 3HAYyUMX 3MIH [aHUX
iHcTpymenTanpHoro  obcrexxennsa  (EKI,  xurresi
TMOKa3HHUKH )

17. Kpurepii ouinku besnexu

|
i Jucnepcifinuii aHani3 nposoauny 3a gonomororo PROC ‘
; GLM SAS® sepcii 9.4 (SAS Institute Inc., CIIIA) |

(craTHcTHuHHME TecT, Ak ANOVA) gna Ln- |
TpaHc(OPMOBaHHX  (apMaKOKIHETHYHHX IapaMeTpiB |
:Cmax i AUCo.72n  inronimomy. [nsa  Ln-
tpancdhopMoBaHuX  (GapMAKOKIHETUYHUX TIapaMeTpiB
Cmax i AUCo.72n 6ymo oGYHCIEHO CIIBBIIHOIICHHS
TEOMETPUYHMX  CEPEMHIX, PpO3PaxOBAHHX METOLOM
HaMMEHIUMX KBaJpaTiB M1 [JOCHiIXyBaHOro Ta |
pedepenTHOro mikapchkux 3acobis i 90% moBipumit
iHTepBan s (papMakoKiHeTHUHHX mapamerpiB Cmax i
EAUCo-';zh. \

e e e [
r

BaranoM y OOCTiMKEHHI B3AnM ydacTb 48 YOIOBIKIB. |
Bara cy6’extis 6yna B MeXax HOPMH BiMOBiIHO ,uo!
inaekcy Macu Tina (Big 18,50 a0 30,00 kr/m?), BKIHOYHO |
3 MiHiManpHOIO Baroo 45 kr. Bik gocnimxysanux 6yB y
nianazoni Bix 18 1o 45 pokis.

18. CraTtucTHyHl METOIH

19. demorpadiyHi MOKa3HMUKH A0CIIIKYBaHOT
TOMyJALll (CTaTh, BiK, paca, TOIIO)

CriBBigHOIWIEHHS reOMETPHUYIHUX CEpelHiX,
PO3paXOBAHUX METOJOM HAWMEHIINX KBAJPATIB [
JIOCTIKYBAHOTO Ta Pe(EPEHTHOrO NKApPChKUX 3acO0iB
i3 pinromimomom: Cmax — 91,01% — 112,03%, AUCO-721
— 90,71% — 113,54%, mpu mnepopambHOMY MHpHioMi
HaTIecepLe BOHH BiANIOBiNAIOTH KPHUTEPIIO |
6i0eKBiBATEHTHOCTI.

Jlianazon npuifHATHOCTI Ana  GioeKBiBaleHTHOCTI
CTAHOBMB 80,00%-125,00% mns  90%  1oBipumx
iHTepBaliB CIHIBBIAHOIIEHHS TEOMETPUYHHUX CepelHiX,
PO3PAXOOBAHMX METOMOM HAHMEHIIMX KBAAPATiB JUIA
Crnax i AUCo.72.

_— ;Hpoc[)wi'jli Oesreku A ABOX TPYN JiKyBaHHs OyiH

20. PesynbraTi eeKTHBHOCTI

[
21. PesynpraTn O6e3nexu

noAibHUMY 1010 3aX0iB Oe3Mmeku Ta BKa3yBal M Ha Te,




22. BUCHOBOK (3aK/IIOYCHHSA)

3asBHHK (BIACHHUK
peecTpauiifHoro
IIOCBIUCHHS)

[lepexnan 3 aHrI MOBH

R e e e e
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10 OJHOPA30Bi M03U JOCIIKYBAHUX TPENapaTiB J_Loﬁpe%
nepedocunucs — cy6’ekramu.  JKomHux cepﬁoam&x‘
nobiynux asum (SAE) 1 cMepTenbHUX BHMAAKIB He OyI0 |
3apEECTPOBAHO UL JKOAHOIO 3 YYaCHHKIB LbOIO
JLOCTI1JIKEHHS. ‘

®inromimon Papmacenekrt, TBepal Kamcyaw, 0,5 mr, €|
TEHEPUYHUM JIIKapChbKUM 3aco60M, 3iIHO 3i CTaTTElo |
10(1) Oupextusn 2001/83/EC, 3i 3miHamu.

Cxaa npoAyKTy Ta disuko-XiMidHi BIACTHBOCTI MOi6Hi
710 ped)epeHTHOTO MPOAYKTY.

Jocnimxysanuit npoaykr (T) (Pinromimon, KaIlCIIyH |
TBepal, 0,5 Mr) y nopiBHAHHI 3 pehepeHTHHM IPOAYKTOM |
(R) (Tinenia® (Pinromimon), kamcyaud Teepai, 0,5 Mr)i
BimoBiZae  KkpuTepiaM  6GiOEKBiBANEHTHOCTI OO |
WIBUAKOCTI Ta CTyneHs abcopOuii micas BBeIEHHS |
Pa30BOi JO3H SIK 3a3HAUYEHO B IIPOTOKOI. .
CriBBiIHOIIECHHA TECT-€TATOH T'€OMETPHYHHX cepem{ixi
sHadens LS i signopignnit 90% nosipuuii intepsan ans |
Cmax 1 AUCo. Oyin B MeXax NpHIHATHOTO Iiana3oHy Bif |
80,00 mo 125,00%. E
Hemae BiaMiHHOCTEH MiX TOCHIIXYBaHHM TIPOIYKTOM |
(T) 1 pepepentuum npogykrom (R), sxi MoxHa 6y10 6|
BB&XATH CYTTEBUMH 3 TOYKH 30pY e(pexTHBHOCTI, i
inOJleMOHCTpOBaHO MOPIBHAHHY CHUCTEMHY [if0.

TakuM 4YMHOM, AOCHIIKYBaHAa KOMIIO3HLisl BBAXKAETHCH
6ioeKBiBAIEHTHOIO pedepeHTHIH KOMITO3HII1.

|

I
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(mianmc)
|Z[p. Hara Cai 1lIpi Jlanirta Ieppamisi, 3actynauk Ksamidikosasoi ocobu, |
\BiAMoOBiansHOI 32 dapmaxoHarnan ta Kininignuit excriept

|(Dr. Naga Sai Sri Lalitha Yerramilli, Deputy QPPV and Clinical Expert)
‘ (IL.L.B)

Menexep 3 peryIaTOpHUX THTaHb
®apmacenext Inreprennn bereniranrs 'M6X
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* Misamxi 1.C.



