JlomaTtox 29

10 TTopsaaky NpoBeAeHHs SKCIEPTH3M
peecTpauiiHiX MaTepianis Ha Jikapchbki
3aco0w, 1110 MOJAIOThCA Ha IepPiKaBHY
peecTpaitiio (TepepeecTpaliio), a TAaKOkK
eKCIIepTH3H MaTepiasis I1po BHECCHHS
3MiH JI0 peecTpaLiiHuX MaTepianis
MPOTATOM JIiT peecTpauiiHoro
MOCBIJYEHHS

(maparpa¢ 4 Poszainy IV)

3BIT

npo AOKJIiHI4HI A0CTIIKeHHS

1. Hazga nikapcekoro 3aco0y (3a
HasiBHOCT1, — HOMEP
peecTpanifHOro IMOCBIIUeHHs):

®OPCAJIO [FORZADO], kancyau tepai mo 0,5 mr
(®inrosaivox kancy.m 0,5 mr)

1) Tum Jikapeskoro 3acody, 3a
SKHM TIpoBouacs adbo
IUIAHY €ThCS PeeCTpanis

TEHEPUYHUN JIIKAPCBKUN 3ACIB

2) poBeIeH] JOCITDKSHHS

L] rax Hi KO Hi, OOIPYHTYBaTH

Binnorizzo 10 BuMor [Topsaxy npoBeeHHS eKCIICPTH3H
peecTpaiiiinux MatepianiB Ha JiKapchki 3aco0H, MO
TIOAIOTECS HA nepyKaBHY peecTpauito
(IepepeecTpalio), a TaAKOXK eKCIIePTH3H MaTepialliB Ipo
BHECEHHS 3MiH JI0 PeecTpaliifHiX MaTepiagiB NpOTAroM
mii  peecTpamiifHOro IIOCBIIYEHHS, 3aTBEPIDKEHOIO
gakazom MO3 Biz 26 cepmas 2005 p. Ne 426 (y pemaxiii
pakasy MO3 Bix 23 mumasa 2015 poxky Ne 460) mmsa
TeHepHKiB pe3yNbTAaTH BJIACHHX TOKCHKOJOTTYHHX Ta
dapmakornoriunux ~ BumpoOyBaHh — ab0  KINHIYHHX
IOCHIKEHb HE HATAIOThCA.

2. dapMaKoIIoris:

1) nepsunHa dapmMaxoHHAMIKA

2) BTOpuHHA (papMaKoAHHAMIKA

3) thapmakoioris Oe3neKH

4) dapmaxouHaMivHI B3acMOil

3. ®apMaKOKiHeTHKA:

1) aHamiTHYHi METOIMKH Ta 3BITH
o0 1X Basigamii

2) BCMOKTYBaHHSA




3) po3noain

4) meTaboizm

5) BUBECHHS

6) (apMaxokiHeTHdHI B3acMoOZil
(moxmiHivHi)

7 il dbapmaxoxineTHUHI
JIOCTIKEHHS

4. ToKCHKOIIOTIA:

1) TOKCHYHICTh y pasi
OJIHOPA30BOTO BBE/ICHHS

2) TOKCHYHICTE Yy pa3i IOBTOPHHX
BBEJ/ICHB

3) TeHOTOKCHYHICTE: in Vitro

in vivo (BKITIOWarOud JOJATKOBY
OLIIHKY 3 TOKCHKOKIHETHKH)

4) KaHLEPOTeHHICTb:

JOBrOCTPOKOBI IOCITIJKEHHS

KOPOTKOCTPOKOBI AOCTIKEHHSI abdo
JIOCIILKEHHS CepeIHbOT TPHBATIOCTI

,Z[OJIH.TKOBi JIOCJ'Ii,IDKCHHF[

5) penpomyKTHBHA TOKCHYHICTh Ta
TOKCHYHHII BIUIHB Ha DPO3BHTOK
IOTOMCTBA:

BIUTHB Ha (DepTHIBHICTH i paHHiH
eMOpioHaBHUN PO3BHTOK

eMOPIOTOKCHYHICTE

nmpeHarajbHa 1 [OCTHATalbHA
TOKCHYHICTh

JOCITKEH S, TPH SKUX IIpenapar
YBOJIUTHCS [IOTOMCTBY
(HecTaTeBO3PLIMM TBApUHAM)
Ta/a60 OILIHIOETHCS BiIIaIeHa Jiisg

6) MicIIeBa IePEeHOCHMICTh

7 TTOJATKOBI JIOCII JDKEHHS
TOKCHYIHOCTI:




A

AHTUTEHHICTH (YTBOPEHHS aHTHTIN) | ==

IMYHOTOKCHYHICTh --

JIOCTIKEHHS MEXaHi3MiB JIii -

JiKapChKa 3aJIeXKHICTh --

TOKCHYHICTh META0OIIITIB -

TOKCHYHICTH JJOMILIOK --

Turme P

5. BHUCHOBKH INOAO IOKJIHIYHOTO | --

BHBYCHHS
3 J1-p Pexui’c Jlabopatopic Jitn
RABERE - (BIACHHK 8-2-337, Poyx Ne 3, Banjpkapa Ximns, Xaitnepaban, Tenanrana -

s 500 034, Trnis /

TOCBiI4CHAS) Dr. Reddy’s Laboratories Ltd
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500 034,
India

[TorHe iM’4 Jloxrop Lllnda ®apxan Ileiix [Shifa Farhan Shaikh] 6axanasp

MeJTMITHEY i Gakanasp Xipyprii (MBBS), noxrop memiman (MD)
[Tiammc /Mignuc/
Hara 02.02.2021
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Annex 30

to Procedure for Expert Evaluation of
Registration Materials for Medicinal
Products Submitted for State

Registration (Re-registration), as well as for
Expert Evaluation of Materials Introducing
Amendments into the Registration Materials
during the Validity Period of Marketing
Authorization

(paragraph 4 of Section V)

Report
on clinical trial

1. Name of the
Medicinal
Product
(Marketing
Authorization
No., if any)

FORZADO (Fingolimod), capsule, hard 0.5 mg

2. Applicant

Dr Reddy's Laboratories Ltd
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500 034, India

3.Manufacturer

Dr. Reddy’s Laboratories Ltd (Formulation Unit - 7)
Plot No: P1 to P9, Phaze-III, VSEZ, Duvvada, Visakhapatnam District,
Andhra Pradesh, India

registered or to
be registered

4. Performed  ves e~ if no, provide reasons
studies:

1) type of the |Generic medicinal product
medicinal

product

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

An open label, balanced, randomized, two-treatment, two-period, two sequence, crossover,
single dose, oral bioequivalence study of Fingolimod Capsules 0.5 mg of Dr. Reddy’s
Laboratories Limited, India with Gilenya® 0.5 mg Hard Capsules, Marketing Authorization
Holder: Novartis Europharm Limited, Dublin 4, Ireland in normal, healthy, adult, human
subjects under fasting conditions

Study Code: 071-19 Fingolimod Capsules 0.5 mg (Fasted)

6. Phase of
clinical trial

Phase 1

7. Clinical trial
was held

from 25 SEP 2019 to 14 NOV 2019

Note: 46 days of wash out period was maintained between Period 1 & Period 2
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8. Countries India

where the

clinical trial

was held

9. Number of |planned: 38 + 01*
subjects actually enrolled: 38 + 01*

*01 additional subject (EID: EX- 01 was enrolled in the study.

10. Objective
and secondary
goals of the
clinical trial

Primary objective:

The primary objective of this study was to compare the single-dose oral bioavailability of]
Fingolimod from

Fingolimod Capsules 0.5 mg of Dr. Reddy’s Laboratories Limited, India with Gilenya® 0.5 mg
Hard Capsules, Marketing Authorization Holder; Novartis Europharm Limited, Dublin 4,
Ireland in normal, healthy, adult, human subjects under fasting conditions.

Secondary objective:

The secondary objective of this study was to monitor the safety and tolerability of a single dose
of Fingolimod

Capsules 0.5 mg when administered in normal, healthy, adult, human subjects under fasting
conditions.

11. Clinical
trial design

An open label, balanced, randomized, two-treatment, two-period, two sequence, crossover,

single dose, oral bioequivalence study in 38 healthy human adult male subjects, under fasting
conditions.

12. Main entry
criteria

Normal healthy human adult male volunteers between 18-45 years (both ages inclusive) of}

age, who have given written informed consent and are willing to participate in the study.

- Volunteer having Body Mass Index of 18.50 to 30.00 kg/m2 (both Inclusive).

- Volunteer who had confirmed history of chickenpox or history of vaccination with varicella
vaccine.

- Volunteer who are non-smoker, non-tobacco (in any form) users, non-alcoholic with)
negative test for alcohol (in breath), negative urine drug of abuse test (barbiturates,
benzodiazepines, opioids, cocaine, cannabinoids and amphetamine).

- Volunteer with no evidence of underlying disease during the pre-study screening, medical

history, physical examination and laboratory investigations performed within 21 days prior

to commencement of the study. - Only medically healthy human adult male subjects with
clinically acceptable laboratory profiles, chest x-ray and 12 Lead ECG were enrolled into
the study.

13. Studied
drug, posology,
strength

Manufacturing
Date

Batch No.
Expiry Date
Route of
Administration

Mode of Administration: One Capsule of Test Product (A) was administered orally to cach subject with 240 mL of
watcr under fasting conditions under yellow monochromatic light.

Test Product Code

Drug
Dose

A

Fingolimod Capsule 0.5mg
1  Fingolimod Capsulc 0.5mg

Dr. Reddy's Laboratorics Limited, India

MAR2019

EH19007
FEB2021

Onal

Manufactured By
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14.

Reference Produoct

B Manufacturing Dat NA
Comparator, |{-Eode . ik i
Ao Drug GILENYA™ 0.5mg hard Capsules Lot No. SMC60
ge, Dose 1 x GILENYAF 0.5mg hard Capsules Expiry Date NOV2020
posology, Manufactured By NA
strength 2 Novartis Europharm limited, Vista e b
g illftl].:;tilzufﬁun Holder Building Elen park, Merrion Road, Route of Administration | Oral
Dublin 4, Ireland
Mode of Administration: One Capsule of Reference Product (B) was administered orally to each subject with 240
mL of water under fasting conditions under yellow monochromatic light.
15, =
Concomitant
therapy
16. Efficacy Based on the 90% confidence intervals for the difference of means of In-transformed C .. and
Endpoints AUC,.72 conclusions was drawn whether the test product is bioequivalent to the reference
product under fasting conditions. The acceptance range for bioequivalence is 80.00-125.00%
for the 90% confidence intervals for the difference of means of In-transformed Cmax and
AUC.72 with respect to Fingolimod.
17. Safety SAFETY EVALUATION:
Endpoints

Vital signs (blood pressure, pulse rate, respiratory rate and oral temperature) and wellbeing
were assessed before check-in, prior to dosing on dosing day and during check-out of each
period.

Vital signs (blood pressure, pulse rate and oral temperature) and wellbeing were assessed after
dosing at 01.00, 02.00, 03.00, 04.00, 05.00, 06.00, 08.00, 10.00, 12.00, 16.00, 24.00, 30.00,
36.00, 48.00 and 60.00 hours post-dose in each study period. The vital signs and wellbeing
were performed at the time of post-study safety sample collection, for subjects whose safety
sample was not taken at the time of last blood draw of the study.

All these measurements (except check-in day, pre-dose, check out vital signs examinations)
were completed within £30 minutes of the scheduled time so as not to interfere with scheduled
blood sampling times or meals. The actual time of measurement was recorded in the CRF.

ECG Monitoring:

ECG monitoring was done at the time of screening, prior to dosing on dosing day and at
01.00, 02.00, 03.00, 04.00, 05.00, 06.00 08.00, 10.00 and 24.00 hours post-dose in each study
period and during the post study safety analysis.

ECG was also done within three working days prior to dosing in period 2.

An Intensivist / MD Physician/ Cardiologist was available for first 08.00 hours after dosing,
after that they would be available by on-call monitoring up to 24.00 hours after dosing.

All these measurements (except pre-dose and post study ECG monitoring) were performed
within = 01.00 hours of

the scheduled time so as not to interfere with scheduled blood sampling times, vital signs
examinations or meals.

The actual time of monitoring was recorded in the CRF.
Additional Laboratory Safety assessments:

1. Absolute Lymphocyte counts along with Total count and Differential count and
Triglycerides were performed at the time of screening.

2. Interim safety assessment (hematology and clinical bio- chemistry) was performed at the
time of period 2 checkin.
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18. Statistical
methods

The 90% CI for the difference of means of In-transformed pharmacokinetic parameters Cpayx and

AUCq.72 were analysed using PROC GLM effect ANOVA model with treatment, period,
sequence and subject nested within sequence as fixed effect.

'Two one-sided tests were used to test for bioequivalence of each of these parameters, Statistical
analysis was performed using SAS® package (SAS Institute Inc., USA, Version 9.4).

19,
Demographics
of the studied
population
(gender, age,
race as well)

Normal healthy human adult male volunteers between 18-45 years (both ages inclusive) of age,
who have given written informed consent and are willing to participate in the study.

20. Efficacy
Results

BIOEQUIVALENCE CRITERIA:

Based on the 90% confidence intervals for the difference of means of In-transformed Cumax and
AUC,.7; conclusions was drawn whether the test product is bioequivalent to the reference
product under fasting conditions. The acceptance range for bioequivalence is 80.00-125.00%
for the 90% confidence intervals for the difference of means of In-transformed Cyax and
AUC,.7; with respect to Fingolimod.

Pharmacokinetic Parameters of Fingolimod from Test Product (A)
Parameters Tomax (hr) Coax (pg/mL) AUCo7 (hr*pg/mL)
N 30 30 30
Mean 18.2040 570.3281 32821.4152
Standard Deviation 8.51570 93.40692 5515.80369
Minimum 8.000 427.190 22313.774
Median 15.000 563.537 31570.441
Maximum 36.020 807.382 46091.697
%CV 46.78 16.38 16.81
Geometric Mean 16.734 563.363 32385.994
Pharmacokinetic Parameters of Fingolimod from Reference Product (B)
Parameters T max (h1) Cras (pg/mL) AUCo7 (hr*pg/mL)
N 30 30 30
Mean 17.7673 543.1926 31311.0893
Standard Deviation 7.59105 81.92419 4498.18218
Minimum 10.000 420.478 23702.079
Median 15.500 526.894 30867.426
Maximum 36.000 747.680 42146.110
%CV 42.72 15.08 14.37
Geometric Mean 16.6435 537617 31012.266
Summary of Bicequivalence Parameters of Fingolimod
Geometric Least Square ) , T,
Parameter N Hiean (G139 ?atm 90% CI Subject | Power
Test Reference Yo oV
Product (A) | Product (B)
Cenax (pg/mL) 29 | 557.885 537.338 103.82 | (100.21,107.57) | 7.81% 100.00%
AUCen (hr*pg/mL) | 29 | 32048.120 30958.687 103.52 | (100.55,106.58) | 6.42% 100.00%

Figure 1: Comparative Mean Linear Graph of Fingolimod
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Figure 2: Comparative Mean Semi (log) Linear Graph of Fingolimod
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21. Safety
Results

Subjects were monitored for adverse events throughout the study. At the end of the study, post
study safety evaluation was done which included hematology, clinical bio-chemistry and 12
lead ECG.

Totally Fifteen AEs were reported in the entire study.

15 AEs were reported by 11 subjects (28.2%) among 38+01 additional subject enrolled in the|
study. Of 15 AEs reported, 04 AEs reported relationships with IP were judged as “Possible", 01
AE reported was “Probable” and 10 AEs reported were “Unlikely™.

Of 15 AEs reported, severity of 10 AEs were judged as “Mild” and 05 AEs were judged as
“Moderate” in nature.

None of the AEs reported was SAE.
Refer Appendix 16.2.7 for Adverse Event Listing (each Subject).
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Treatment last dosed with

Severity Reference Post Study Safety lab abnormality / Safe
Test Product (A) Product (B) po]mlstinﬁ ’ i -

N 36 32 36*

Severe - - “

Moderate | 04 (11.1%) 01 (3.1%) -

Mild 05 [04 + 01**] (13.9%) | 01 (3.1%) 04 (11.1%)

Total 09 (25.0%) 02 (6.3%) 04 (11.1%)

Note:

*. Post-study safety analysis was performed for 36 subjects (Except: EID 030 and 009" & 016*) hence the N is
considered as 36 (Safety Population).
* Post-study safcty abnormal laboratory valucs, which cannot be ascribed to any particular treatment, N is
considered as 36 (Safcty population).
*#%. As the reported AE can be ascribed for Test Product treatment.

* EID 009 & 016 withdraw from the study, prior to period 1 dosing, hence he was not eligible for Post study
safety analysis as per protocol.

22. Conclusions [The GLSMR for Fingolimod Cmax is 103.82 with 90% CI of (100.21,107.57).

The GLSMR for Fingolimod AUCO0-72 is 103.52 with 90% CI of (100.55,106.58).

The 90% CI values of GLSMR for Cmaxand AUCy.72 of Test to the Reference Product is
within the acceptable limits of 80.00 to 125.00% for measured data.

Based on above results obtained in this study, Test Product (A) [1 x Fingolimod Capsules 0.5
mg of Dr. Reddy’s Laboratories Limited, India] is bioequivalent to Reference Product (B) [1 *
Gilenya® 0.5 mg Hard Capsules, Marketing Authorization Holder: Novartis Europharm|
Limited, Dublin 4, Ireland] in healthy human adult male subjects under fasting conditions.

Applicant (Marketing Dr Reddy's Laboratories Ltd

Authorization holder) 8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500 034,
India

Full Name Dr. Shifa Farhan Shaikh, MBBS, MD.

Signature \C\

Date 22 June 2021
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HomaTok 30

no IlopsaxKy npoBeAeHHs eKCIEPTH3N
peecTpaliifiHuX MaTepianiB Ha JiKapchbKi 3aco0H,
1O MOJAKTECS Ha JePIKABHY

peectpatito (epepeecTpaitito), a TaKox
eKCMepTH3N MaTepialliB PO BHECEHHS 3MiH O
peecTpaliitHux MartepialiB mpoTarom il
peecTpauiiiHoro noceigueHHa (MyHKT 4 posmimy V)

3BIT
PO KJIiHiYHe BUIIPOOYBaHHHA

1. HasBa D®OPCAJ10 [FORZADO], xancysu TBepai no 0,5 mr (Qinrosimon kancy.iu

nikapcekor | 0,5 mr)

0 3aco0y

(3a

HAasABHOCTI —

HOMEp

peecTpatiii

HOTO

MOCBiAUYEHH

sl

2. 3asBuuk | J{-p Penni’c Jlaboparopic Jltn
8-2-337, Poya Ne 3, Banmkapa Xinng, Xaiinepaban, Tenanrana — 500 034, Iunis
/
Dr Reddy's Laboratories Ltd
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500 034, India

3. IT-p Penui’c JTaGoparopic JITa (BupoOGHuumii Bigtin - 7)

Bupobuuk | Jlinsnuus Ne P1-P9, ®asa - 1II, BCE3, /lropana, BizakxanarHam JIHCTPHKT,
Awnnpa [lpanemw, Inais /
Dr. Reddy’s Laboratories Ltd (Formulation Unit - 7)
Plot No: P1 to P9, Phaze-IlI, VSEZ, Duvvada, Visakhapatnam District, Andhra
Pradesh, India

4, X tak [ ] wi sxiwo Hi, BKa3aTH IpHYAHY

[IporeneHi

TIOCITIIKEH

HL:

1) Tum T'EHEPUYHWM JIIKAPCBKHI 3ACIB

JIiKapcLKOT

0 3acofy, 3a

AKHM

NpoBOKIA

cs abo

MIAHYEThCS

peecTpauis




5. IloBHa Binkpure, 30anancoBane, paHioMizoBaHe, 3 ABOMa MepiofaMu JIiKYBaHHs, 3

Ha3Ba JBOMA MOCITiZIOBHOCTAMHM JKYyBaHHA, nepexpecHe JOCIiKEHHS

KIIIHIYHOrO | 6i0EKBiBAEHTHOCTI 3 TNEpOpallbHUM OJHOKpPAaTHHM mpuiioMom DinromimMosy

Bunpobysa | kancyn 0,5 mr, BupoGuunrea komnauii JI-p Pexui'c JlaGoparopic Jita, [nais, y

HH, nopisHaHHi 3 npuiiomom npenapary [inenia® [Gilenya®], kancyn TBepaux 0,5

KOJIOBaHWH | MI, BJIacHMK ToproBoi miuensii: «Hosaprtic FOpodapm Jlimiten» [Novartis

HOMeEp Europharm Limited], [ly6nin 4, Ipnangis, y HOpManbHHX, 30POBHX, JOPOCIHX

KIiHiYHOro | n00poBONBLIB, B yMoBax Hatmie [An open label, balanced, randomized, two-

BunpoOysa | treatment, two period, two sequence, crossover, single dose, oral bioequivalence

HHSI study of Fingolimod Capsules 0.5 mg of Dr. Reddy’s Laboratories Limited, India
with Gilenya® 0.5 mg Hard Capsules, Marketing Authorization Holder: Novartis
Europharm Limited, Dublin 4, Ireland in normal, healthy, adult, human subjects
under fasting conditions]
Kon nocnimxenns: 071-19 @iaronimon kancyiu 0,5 Mr (HaTie)

6. ®aza daza |

KJIiHIYHOTO

BHIIpOOyBa

HHS

7. Iepion 3 25 Bepecus 2019 poky no 14 nucronana 2019 poky

HpOREIEHH IMpumitka: IMpotsarom npomixky vacy mix Ilepiogom 1 ta [lepiogom 2 Gymno

o nepeadayeHo 46 nHIB nepiosy BUMHBAHHS.

KJIHIYHOTO

BUIpoOyBa

HHS

8. Kpaiuu, | Injis

ne

NPOBOANIIO

¢Sl KITiHIYHE

BHIIpoOyBa

HHSI

9. 3annanorano: 38 + 01*

KinekicTe (haxTH4YHO BKJIIOUEHI y aochimkenns: 38 + 01*

AOCIIKYBA | +01. nonaTkOBMIA yuacHuk pociimkenus (EID: EX-01) Oy BxiroueHHi y

= JOCTIKEHHS.

10. Meta ta | OcHOBHA LiJIb:

rhr o OCHOBHOIO LUUTIO 1BOTO JOCHiKEeHHs Oyjo MOPiBHAHHA 0i0AOCTYNHOCTI

M. (pinronimMomy mpy MepopaiibHOMY 3aCTOCYBAaHHI B OJHOKpaTHiil 1031 y BUrsaai

KIHIMHOTO gy yronimony kameys 0,5 mr BupoGHuuTBa Kommanii JI-p Pemi'c JlaGoparopic

BHNIpOGyEa JItx [Dr. Reddy’s Laboratories Limited], Iuais, 3 Takoio npenapary I'inenis®

HH#A

[Gilenya®] 0,5 mr, kamcynu TBepAi, BJIaCHHK TOpropoi miuewnsii: «HosapTic
FOpodapm Jlimiten» [Novartis Europharm Limited], Jdy6nin 4, Ipnanzis, y
3JI0POBHX JIOPOCIUX JIKOJIEH, 110 nepedyBatoTh y CTaHi HATILE.

BropunHa mine:

£4



BTopuHHOK WiTFO 1BOTO JOCHIMKEHHA OYyB MOHITOpPHHT Oe3rekd Ta
MEPEHOCUMOCTI  OTHOKpaTHO! A03u ¢inromimonmy, xamcyn 0,5 wmr, npu
3aCTOCYBaHHI 3JI0POBUMHM JIOPOCTMMH JIIOJIbBMH B CTaHi HaTIIE.

11. Juzatin

BigkpuTe, 30anaHcoBaHe, paHIOMi30BaHe, 3 JBOMa MepiofaMHu JiKyBaHH:, 3

KJIiHIYHOTO | IBOMA MOCJTiZOBHOCTAMH TiKyBaHHS, nepexpecHe JIOCITiIKESHHS
BunpoGyBa | 6i0EKBIBaJEHTHOCTI 3 TMEpopaJbHUM OJHOKPAaTHHUM MpHifoMOM mpenaparty y 38
HHS 3J0POBHMX JOPOCTHX 0ci0 U0JI0Bi4OT CTATI, SIKi NepedyBatOTh B CTaHi HATILE.
12. —  3popoei popocii uonoBiku-a00poronbli BikoM 18-45 pokie (obuaBa Biku
OCHOBHI BKJIFOYHO), $SIKi Jaid NUCBMOBY iHGOPMOBaHY 3rojy Ha y4dacTb Yy
KpuTepil JIOCIIiKEHHI 1 rOTOBI 6paTi yyacTb y JOCIiDKEHHI.
BKIIOYEHHS | —  JloGpoBosens 3 iHgekcoM Macu Tina Big 18,50 mo 30,00 xr/ m? (B o6ox
BHUIMAIKaX BKIIOYHO).
— JloGpoBonenp, KW Mae MiATBEP/KEHY HasBHICTh B aHaMHe3i BiTpAHOI
Bicnu abo HasBHICTH B aHAMHE31 BaKIMHAIIT BAKIMHOKO 171 NPodiNakTUKH
BITpsiHOT BiCIIH.
—  JloGpoBorielib, IKHit He NaJUTh, He BKMBAE TIOTIOH (B Oy/1b-aKiii opmi), He
€ aJIKOTOJIIKOM, 3 HEraTUBHUM Pe3yJIbTaTOM TECTY Ha aJKorob (y AMXaHHi),
3 HEraTMBHHUM pe3yJIbTaTOM TeCTy Cedi Ha NpemnapaT, sKi BUKIMKAIOTh
3anexHicTs (Gapbitypartu, GeHsoniaserning, omioiny, KokaiH, kanabiHoiau Ta
aMm(eTramiH).
—  JloGpoBonenp Ge3 HAsABHOCTI O3HAK MEPLIONPHINHHOTO 3aXBOPIOBAHHA MiJl
yac CKpUHIHTY [0 TOYATKy MPOBEAEHHS IOCJI/UKEHHs, aHaili3 icTopii
XBOPOOH SIKOTO, 3arajibHUH MeIMYHUH OrIaz Ta 1abopaTopHi JIOCIKEHHA
y SIKOrO MPOBOASATHCA Y MexKax 21 JiHS [0 IOYaTKy JOCIiKEHHS.
— 'V pociimkenHs Oymu BKJIIOYEHI JMIIE 310POBi 3 MEIUYHOI TOUKH 30pY
J0pOCIIi YOJIOBIKM 3 KIJIHIYHO NMPUAHATHUMYU NpodinamMu nabopaTopHHX
NaHMX, JaHUMH peHTreHorpadii opranis rpyauoi kaitku ta EKI y 12
BiJIBEIEHHSX.
13 Koax nocaimxyBanoro | A Hara Bepesenb
Jocmimkys JKaApCbKOro BHPOGHHITBA 2019 poky
aHl/Iﬁ npemnapary - -
§ % Jlikapcekuit npenapar | ®inrozimon xancymu 0,5 | Homep cepii EH19007
NiKapCcbKuit e
3aci6, No3a 1 x kancyna ¢inronimony | Jlara 3akimgemns | Jiormii 2021
crocid 0,5 mr TepMiny p.
3aCTOCYBaH npUAaTHOCTI
Hl, cHnTa kit Bupobtnuk: I-p. Penni'c JlaGopatopic | Illnax BBeaeHHs Ilepopansno
Jtn [Dr. Reddy’s
Laboratories  Limited],
IHais
Cnocié 3acrocyBamnsi: OpHa Karcyia [OCHIKyBaHOro npenapaty (A)
npuiimManacs epopanbHO KOKHUM MaLieHTOM 3 240 M1 BOJM B CTaHi HATIUE i
YKOBTHM MOHOXPOMATHUHHUM CBITIIOM.
14. Kon B Jlara He
[penapar pedepenTioro BHPOGHHUTEA 3aCTOCOBHO
NOpiBHAHHS JiKapcbLKoOro
npemapartry
’ A038, | ' Tikapebkmii T'JIEHIST® [GILENYA®], | Homep cepii SMC60
crocid npenapar karcyau Tepai 0,5 Mr

Y



3aCTOCYBaH Jo3za 1 x TIEHIS®, kancyau Teepni | data Jlucronan
HA, cuia il 0,5 mr jaKiHdenHsa 2020 p.
TepMiHy
MPHAATHOCTI
BupobHuK: He 3acrocoBHo
BaacHuk «Hosapric [Opodapm  JlimiTea»
Toprosoi ainensii | [Novartis Europharm Limited],
Bicra binaiur Enm napx, Meppion | Illnsix BBexenns | llepopansho
Poyn, Iy6nin 4, Ipnauais [Vista
Building Elm park, Merrion Road,
Dublin 4, Ireland]
Cuooci6 3acrocyBannsi: Opna Kancynma pedepeHtHoro mnpenapary (B)
npuiiManacs nepopagbHO KOKHHM MaiieHToM 3 240 MJI BOAM B CTaHi HATIIE Mz
YKOBTHM MOHOXPOMATHYHHUM CBITJIOM.
15. --
CymyTHs
Teparnis
16. Ha ocHoBi 90% noBipumx iHTepBamiB [ns Pi3HMLI CcepelHIX 3HAYCHb
Kpurepit norapudmiuHo mepeTBOpeHHX MOKa3HUKIB Cmax i AUCo.72 Gy 3poGieHi
OL[IHKH BHCHOBKM TNpO Te, YM € JOCHi/UKyBaHWH npenapar OioeKBiBaleHTHUM
eeKTUBHO | pedpepeHTHOMY mpemapary Ipy 3acTocyBaHHi HaTule. JlianasoH NPUAHATHOCTI
cTi s GioexsiBanenTHocTi craHoButh  80,00-125,00% juis 90% noipumx
inTepBaaiB I pi3HALI CepeaHIX 3HAYCHb JIOTapU(MIYHO MEPETBOPECHHMX
NoKa3HUKiB Cmax Ta AUCo.72 10 BiZiHOLIEHHIO 10 iHronimony.
1% OIIIHKA BE3INEYHOCTI:
Kpurepii 0 . . ; 5
) CHOBHI JKMTTEBi MOKA3HUKH (apTepiajibHUM THCK, 4acTOTY MYyJIbCY, 4acTOTY
gs::[zin JMXAHHA Ta TEMIIEpPaTypy B POTOBiH MOPOMKHMHI) Ta CAMOMOUYTTS OLiHIOBAJIH

Mepe peecTpaLlicio, nepe/i MpuifoMOoM Iperapary B IeHb Horo npuiomy Ta mijy
yac KOHTPOJIBHOT MEPEBIPKH POTATOM KOKHOTO MEpiojLy.

OCHOBHI JKMTTEBI MOKa3sHUKM (apTepialbHUil THCK, YacTOTy MYJIbCY Ta
TEMIEpaTypy B pOTOBii MOPOMKHMHI) Ta CAMOMOYYTTS OLIHIOBAIM TICI]Is
npuiiomy mpenapary uepe3 01,00, 02,00, 03,00, 04,00, 05,00, 06,00, 08,00,
10,00, 12,00, 16,00, 24,00, 30,00, 36,0, 48,00 Ta 60,00 romun micns
3aCTOCYBAHHS MpEnapaty MpOTSroM KOXKHOTO mepiofy AociikenHs. OuiHka
OCHOBHHX XXHTTEBHX MMOKAZHUKIB Ta CaMOoTOuyTTs MPOBOOUIIACS I'li,[l qac B3ATTA
3pasKiB JUIA OLIHKK Ge3MeKy Tic/s 3aBeplIeHHs JOCTi/PKEHHs y MAlieHTiB, y
SKUX 3pa30K s OUiHKH Oe3nexu He OyB B3ATHI Mifl 4ac OCTAHHBOTO B3ATTH
3pa3Ka KpoBi y JOC/IiKEHHI.

Bei i BuMiptoBaHHS (KpiM OLHKM OCHOBHHMX JKHTTEBMX MOKA3HHKIB B JCHB
peectpaiii, 10 mNpuiioMy Tmpenapary, MiJ 4Yac KOHTPOJBHOI MEPEBipKH)
BUKOHYBaJIMCsl Yy Mexax + 30 XBM/IMH Bij] 3aIJJTAaHOBAHOrO 4acy, TaKMM YHHOM,
mo6 1e He Mepelko/ykano 3aryiaHOBAHOMY Hacy B3ATTS 3paskiB KpoBi abo
npuiiomy xi. @akTuuHUii Yac BUMiptoBaHHs peectpysanu y [PK.

Mounitopuur EKI':

Monitopunr EKI" npoeoauecs nifl yac CKpHHiHTY, niepe/ NPUHOMOM nperapaty
B JIeHb 3acTOCyBaHHs mpemapary Ta uepes 01,00, 02,00, 03,00, 04,00, 05,00,
06,00 08,00, 10,00 Ta 24,00 roguHM mic/isA 3aCTOCYBaHHA [03HM Tpenapary




TPOTATOM KOJKHOTO TIepiojy AOCIiIKEHHS Ta I1i/] Yac aHanizy 3 OUiHKK Oe3neKu
1ic/Is 3aBEPLISHHS JOCITIIPKEHHSL.

EKI" TakoX MPOBOAWIIM y MEXKax TPLOX poOOUMX JHIB 10 MpHiioMYy npenapaty
MpOTSroM Iepioay 2.

AnecTtesionor-peaniMaronor/ Jikap-Tepamest / Kapjionor OyB NOCTYMHUH
nporarom nepumx 08,00 roguu micis NpuHOMY INpenapary, MicJi YOro BOHHM
GyJ1d JIOCTYTHUMH B PEXKUMI TeNeOHHOro MOHITOPHHIY HPOTATOM nepioay 10
24,00 roaMH MicJjs 3acTOCYBaHHA Ipenapary.

Bei ui BuMiproBanus (3a BunstkoM MoniTopunry EKT' 1o mpuiiomy npenapaty
Ta Iiclig 3aBepLIeHHs JOCTiDKEHHs) IIPOBOIMIIN Y MEKax + 01,00 romuHu Bij
3aMJIaHOBAHOTO YaCy, TAKUM YHHOM, 1100 1ie HE NePEeLIKO/Ka0 3alllaHOBaHOMY
yacy B3ATTS 3pasKiB KPOBi, MPOBEICHHIO OIIHOK OCHOBHHX JKHTTEBO BaNIIMBHX
oKa3HUKIB abo npuitomy xi.

dakTvuHKii yac MOHITOpUHTY GyB 3apeecTpoBanuii y IPK.
TonaTkoBi JaGopaTopHi ONiHKH Oe3MeKH:

1. TTiz 9ac CKPUHIiHTy MPOBOJM/IM BU3HAYEHHs aOCOMOTHOrO YhC/a nimouTia,
pa3oM i3 BU3HAYEHHAM JieHKoLuTapHoi Gopmyu Ta TPUTTILEPUAIB.

2. Tlpomixkna ouinka Oe3meku (3aralbHHiH aHajiz KpoBi Ta OioXiMiuHHH
KTiHiuHMi aHani3 KpoBi) MpoBoamMacs Mij 4ac nepioay 2 peectpaii.

18. 90% JII ans pisHMNi CcepefHIX 3HAYeHb JIOTapU(MIYHO TEPETBOPEHNX

Cratuctiy | hapmakokineTHunux napaMeTpis Cmax i AUCo.72 aHaNi3yBaiu, BAKOPUCTOBYIOHH

Hi MeToaM | Mozmenb aucnepciifhoro amanisy (ANOVA) edekris PROOV GLM, ne
NiKyBaHHA, TeEpiof, TMOCHIIOBHICTe Ta MALEHT 3rpyINoBaHi  BCepenuHi
MOCiIOBHOCTI B SKOCTI (hikcoBaHOTO edeKTy.
Jns ouinku Gi0eKBiBaTEHTHOCTI KOKHOTO 3 LMX napaMeTpiB BUKOPUCTOBYBAJIU
nBa OJHOCTOPOHHI KpuTepil. CTaTHCTHYHUA aHali3 MPOBOJWIN 3a A0IIOMOrQH
nakety SAS® (SAS Institute Inc., CIIIA, Bepcis 9.4).

19. 3nopoBi mopocni vonosiku-no6poBonbll Bikom 18-45 poxis (obunsa BiKH

Jlemorpadi | BKJIIOYHO), SIKi Jaiu MUCbMOBY iH(OPMOBaHy 3roly Ha y4actsb y JIOCITI/DKEHH] 1

YHi roTOBi GpaTH y4acThb y JOCTiKEHHI.

MOKa3HHKH

JIOCITII7KYBa

HOT

NOMyJALT

(cTath, BIK,

paca, TOLLO)

20. KPUTEPIi BIOEKBIBAJIEHTHOCTI:

PesynbTath | g, gonosi 90% MOBipUMX iHTepBaiB ANMA Pi3HMLI CepeaHIX 3HAYEHb

zﬂe}{TnBﬂo norapudmiuno neperBopeHHX MOKasHUKIB Cmax i AUCo72 Gy 3pobneHi

BHCHOBKM MpO Te, 4M € JoCHijpkyBaHuii mnpernapar GiOeKBIBATEHTHUM
pedepeHTHOMY Tpernapaty MpH 3acTocyBaHHi Harwe. Jliana3on MpUIHHATHOCTI
s GioeKBIBAJIEHTHOCTI CTAHOBHTH 80,00-125,00% s 90% moBipuMx
iHTepBaniB IS PISHMII CEPElHIX 3HAYCHB norapuMivHO NEPEeTBOPEHUX
110kasHAKiB Crmax T8 AUC0.72 110 BiIHOLICHHIO JI0 GiHromiMozy.

dapmakokineTHuHi napaMerpy pinroaiMony AOCTKYBaHOro npenaparty (A) _|

(_/’ ¢/



ITapamerpn Timax (roa) Comax (nr/ M) AUCq.72 (roa* mr/ mu)
N 30 30 30

Cepenne 3nauenus 18,2040 570,3281 32821,4152
CranjaprTHe BiAXHJIEHHSA 8,51570 93,40692 5515,80369
MiHiMaJIbHE 3HAYCHHSA 8,000 427,190 22313,774

Meaiana 15,000 563,537 31570,441
Makcuma/ibHe 3HaAYeH A 36,020 807,382 46091,697
Koediunienr Bapiaunii (CV), | 46,78 16,38 16,81

%o

Ceomerpuune cepeane 16,734 563,363 32385,994

DapMaKoKiHeTHYHI napamMeT

pu inroaimony pedepentnoro npenapary (B)

Ilapamerpu Tmax (rom) Cnax (nr/ mu1) AUCo.7; (roa* nr/ mur)
N 30 30 30

Cepeane 3HA4YEHHS 17,7673 543,1926 31311,0893
Cranjaprae Biaxnienus 7,59105 81,92419 4498,18218
MiniMaJibHe 3HAYeHHS 10,000 420,478 23702,079

Meniana 15,500 526,894 30867,426
MakcHMa/IbHe 3HAYEHH 36,000 747,680 42146,110
Koedinient sapianii (CV), | 42,72 15,08 14,37

%o

TcomeTpuyune cepeane 16,645 537,617 31012,266

Pesztome 1anux npo napamerpu GioekBiBanenTnocti dinromivmony

Ckopurosane
reoMeTpHYHE CePE/IHE,
WO DRSS YEILER InTpainausinya | CraTHeTH
IMapam M"MOM.Ha?;ie"m“x Cuissignom | 90% | apnnii qHA
eTp B KBaﬂl.me( o) enns, % pil| KoedinienT NOTYKHIC
t]
Hocaizkys | Pedepenr napianil o
anuii Huii
npenapar npenapar
(A) (B)
Cmax 2 | 557,885 537,338 103,82 (100, | 7,81% 100,00%
(nr/mn) | 9 21,
107,5
7
AUCq. 2 | 32048,120 30958.687 | 103,52 (100, | 6,42% 100,00%
7 (roa* | 9 oty
nr/ M) 106,5
8)

e

Pucvnox 1: Mopieusasnuii ainiiiauii rpadik cepennboro aas di
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A —Test — A — BUnpoOOByBaHUIi penapat

B- Reference — B — pedepenTHuii mpenapar

Pucynok 2: [MopisasiabHui HaniBJaiHiHHKHA (1orapu

s digroaiMmony

Fingolimod (071-19)
1000
oy 100
K
1
] Treatment
§ —e— A-Test
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1 | T T | ' 1
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Time (br)

21,
PesyneTatu
Ge3nexu

[TpoTAroM yChoro AOCHIKEHHs 3a MalicHTaMH TPOBOIHIIOCS CIIOCTEPEIKEHHS Ha
TpeaMeT BUHHKHEHHs HefaxkaHux sBULL. B KiHIli J0CHiKEHHS MPOBOIMIACS
ouinka 6Ge3neKku Micis 3aBepIieHHs JOCJiPKeHHs, fIKa BKJIKOUana 3arajlbHui
aHasIi3 KpoBi, Kiiniunuil 6ioximMiunuii anani3 kposi Ta EKI™ y 12 BinseneHHsx.

[IpoTAroM BCBOrO Tepiogy HOCHiKeHHA 3arajoM Oylo MOBIIOMIJICHO MPO
n’ aTHaausTE HL

Ipo 15 sunankis HSI nosigomisinu 11 mauienTis (28,2%) cepen 38 nmauientis +
01 momaTkOBMIi nauieHt, AKi 6yid BKIoueHi y pocnimkenni. 3 15 HJ, npo sxi
NoBigoMAsIocs, B 4 BUMaKax MOBiJOMIISIIOCS TPO B3a€EMO3B'A30K HEOaKaHOrO
ABMIL[A 3 3aCTOCYBaHHAM JOCIiDKYBaHOro Jikapchkoro npemapary, | HJI
OliHIOBaNOCA SK "HasABHICTH 3B'I3Ky € #moeipHowo", i 10 HS, npo sxi
MOBiOMJIAJIOCH, OLIHIOBAIKMCA SK "HAsSBHICTD 3B'S3KY € MaJOHMOBIpHOIO",

3 15 HS, npo ski mosimomisnocs, cryninb Bakkoeti 10 HS ouinrosanu sk

211 92

WJIETKHI”, a 5 — ax "noMmipHuit" ”.
JKonne 3 HS, npo axi nosimomsiocs, He 6yno CHSL.
p s V.

JluB. nepenik HeGaxxanux seuml B Jogarky 16.2.7 (KOKeH nauienr).

JIikyBaHHSA 3 32CTOCYBAHHIM OCTAHHBLOT 1031
BigxuieHHs Bi HOpMH
Crynine 1abopaToOpHHX MOKAZHHKIB A5
" HocaipxyBaHui Pedepentunit | ouiHkH de3nexn micus
BAMKKOCTI :
npenapar (A) npenapat (B) | 3aBepmenns gociaigmeHHsn/
nonyJsiisi MAMiEHTIB AJIs OUMIHKH
Ge3nexkH
N 36 32 36*
Baxxoro — = a
CTYyTEHS
ITomiproro | 04 (11,1%) 01 (3,1%) -
CTYIEHS
Jlerkoro 05 (04 + 01*%) | 01(3,1%) 04 (11,1%)
CTYIEHs (13,9%)
Beboro 09 (25,0%) 02 (6,3%) 04 (11,1%)




[Mpumirka:

* _ AHazi3 Ge3neky Micid 3aBeplIeHHs ocTikenHs OyB nposeneHui Ui 36 nalieHTiB (kpim:
E1D 030 ta 009" i 016, omxe, BBaxacThed, o N cranoBuTh 36 (momyasiis naiieHTiB s
ouiHkH Oe3neku).

* JlaGopaTopHi NMOKA3HMKW. sKi BIIXHJISIOTBCS BiT HOpMH, Ui oniHka Oesnexd micns
3aBepLICHHs JOCHI/DKEHHS, fKi He MOXHA BiTHECTH [0 AKOroCh KOHKPETHOIO JIKYBaHHS;
BBAXKACTLCS, 110 N CTAHOBUTD 36 (MONYNALis A7 oiHKK Ge3neky).

** _ Ockinbky HS, npo sike nosinomassiocs, Moxe 6yt GyTH BilHECCHO Ha PAXYHOK JIiKyBaHHA
JIOCTIIKYBaHHM TPENapaTom.

*EID 009 i 016 6ynu BuBeeni 3 JociIKeH s 10 epioly 3acTocyBaHHA npenapary 1, 0CKinbkH
BOHH HE BiAMOBiaM BHMOram JUls TPOBEICHHs aHaNi3y O€3MEKkH TiCHns 3aBEPLICHHS
JOCJIKEHHSA 3T1THO 3 TPOTOKOIOM.

22, BifHONIEHHS] F€OMETPUYHUX CEpe/HiX, PO3PaxOBAHMX METOJIOM HaiMEHIIMX
Bucnosok | keanpatie (GLSMR), mis Cmax Ginromimony craxnosuts 103,82 3 90% /Il
(zakmouen | (100,21, 107,57).

i) GLSMR s AUCo7 dinronivony cranosuts 103,52 3 90% JII (100,55,
106,58).

3uauenns GLSMR 90% JII misi Cmax Ta AUCo.72 AOCHIIKYBaHOrO 110
pedepenTHoro npernapary nepedyBaioTe y AomycTHMux mexax iy 80,00 no
125,00% st JaHUX BUMipIOBaHb.

Ha mijgcraBi BULIE3a3HAUYEHUX PE3YNbTATIB, OTPHMAHHUX Y LBOMY JOCTiUKEHHI,
nocimKysanuii npenapat (A) [1 x ®inronimox kancynu 0,5 Mr BUpoOHHUITBA
komnanii JI-p Pexni'c JlaGoparopic Jitn [Dr. Reddy’s Laboratories Limited],
Iupis] e 6ioekpiBanentuum pedepenTHOMy npenapary (B) [1 * Tinenis® 0,5 mr,
Kancymu TBepji, BracHuk Toproeoi minensii: «Hosapric FOpodapm JlimiTen»
[Novartis Europharm Limited], Jy6aiu 4, Ipnanjis, y 10pociux 310poBHX 0ci0
4OJIOBIYOT CTaTi B CTaHi HATILE.

JI-p Penni’c JlaGopatopic JITa

8-2-337, Poyn Ne 3, Banpkapa Xinns, Xaiinepaban, Tenanrana -

500 034, Tunis /

Dr. Reddy’s Laboratories Ltd

8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500 034,
India

3asBHHUK (B1acHUK
peecTpauiitHoro
MOCRiTYEHHS)

[Morue im’s Tloxtop Lluda Mapxan Illeiix [Shifa Farhan Shaikh] 6axanasp
MeauIMHN i 6akanasp xipyprii (MBBS), nokrop meanuunu (MD)

[Tignuc Mligmuc/

Hara 22.06.2021
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