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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 IV)

REPORT ON CLINICAL TRIAL

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

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD.
4-1. Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4, Performed studies

ves [_|no if no, provide reasons

1) type of the | Medicinal product with complete dossier (stand-alone dossier)
medicinal  product

registered or to be

registered

5. Full name of | T705aJP108

clinical trials, code
number of clinical
trial

Theophylline concomitant study on the pharmacokinetics of T-705a
and theophylline

6. Phase of clinical
trial

Phase 1,

7. Clinical trial was
held

Bio-latric Center, Research Center for Clinical Pharmacology, Kitasato
University From February 7, 2009 to March 30, 2009

8. Countries where
the clinical trial was
held

Japan

0. Number of | 10
subjects
10. Objective and | The primary objective is to evaluate the effects of drug-drug interactions

secondary goals of
the clinical trial

between T-705a and theophylline on their pharmacokinetics, safety and
tolerability, by comparing pharmacokinetic parameters of theophylline
when administered alone and concomitantly with T-705a, as well as the
pharmacokinetic parameters of T-705 and T-705M1, which is the
metabolite of T-705. when administered alone and concomitantly with
theophylline in healthy adult Japanese males.

11. Clinical
design

trial

An open-label add-on study
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12. Main
criteria

entry

Over 45 and less than 65 years old (at the time of consent acquisition)
b) Subjects with a BMI within the range of 18.5 — 30.0 kg/m2 and who
weigh over 58 kg

13. Studied drug,
posology, strength

Study drug, Lot No.:

T-705a Tablet [100]: LC502F100

Theodur Tablet 200mg: Q160

Dose and mode of administration:

(1) Dose

The specified test drug was orally administered between meals (at least two
hours after a meal, with an additional wait of at least one hour for the next
meal) together with about 240 mL of water within a time period of 60
sceonds,

[) T-705a

T-705a was orally administered between meals at 600 mg (6 tablets) twice
in the morning and evening on Day 6%, 600 mg (6 tablets) once in the
morning from Day 7 to Day 10, 600 mg (6 tablets) twice in the morning
and evening on Day 24 and 600 mg (6 tablets) once in the morning on Day
25, respectively.

*: Day 1 = Starting day of theophylline administration

2) Theophylline

I'heophylline was orally administered between meals at 200 mg (1 tablet)
fwice in the morning and evening from Day 1 to Day 9 and once in the
morning on Day 10, respectively.

14. Comparator, | --

dosage,  posology.

strength

15, Concomitant | (1) Concomitant drugs

therapy The use of any medicines (including prescription medicines,
nonprescription drugs, and Chinese herbal medicine) other than the test
drue is prohibited from Day 1 until the follow-up test (Day 31 to Day 33).
I the investigator does employ another drug, it is necessary to enter the
name of the drug used, its dosing regimen, daily dose level, dosing period
and purpose, in the CRF.
Il the investigator considers that the reason for the use of concomitant drugs
11 cets the criteria for study discontinuation, the subjects will be withdrawn
{rom the study.
(7) Concomitant therapy
The use of therapies that may impact the safety and pharmacokinetics of
the test drug is prohibited from Day 1 until the follow-up test (Day 31 to
Day 33). If the investigator does employ such a therapy, it is necessary to
cinter the name of the therapy, its method, period and purpose, in the CRF.
[ the investigator considers that the reason for the therapy meets criteria
for study discontinuance, the subjects will be withdrawn from the study.

16. Efficacy | ’harmacokinetics:

Endpoints ili: geometric mean ratios (concomitant administration/single

administration) of AUCO0-12 and Cmax and their 90% confidence interval
(C1) were calculated. The value of the 90% CI, and whether or not it fell
within the range of 0.8 — 1.25, was one of the evaluation items used to

determine the presence or absence of drug interaction.

17. Safety Endpoints

Sutety:
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| 11 severity of symptoms was rated on a three-category scale: "Mild"
derate" and "Severe", in accordance with the Criteria for Symptom
Scverity Evaluation, and on a five-grade scale from "Grade 1" to "Grade 5"
in accordance with the Common Terminology Criteria for Adverse Events
v3.0 in the Japanese JCOG/JSCO version.
In cases wherewhere the five-grade scale evaluation was not applicable,
orading was conducted based on the rating according to the Criteria for
Svmptom Severity Evaluation. "Mild" was considered to be equivalent to
"Grade 1", "Moderate" to "Grade 2", "Severe" to "Grade 3", "Life-
threatening or disabling " to "Grade 4" and "Death" to "Grade 5".
The causal relationship to the study drug was rated on a five-category scale
(1: definitely related, 2: probably related, 3: possibly related, 4: remotely
related, and 5: unrelated) in accordance with the Criteria for Judgment of
Causal Relationship of Adverse Events. Adverse events whose causal
rolationship to the study drug were rated as category 1 though 4 were
coonted as adverse events whose causal relationships to the study drug
u'd not be ruled out.

18.
methods

Statistical | I’armacokinetic analysis

(1) Time course of drug concentration in plasma
1) Time course of theophylline concentration in plasma on Days 5, 7 and
| 0 was shown,
2) Time course of T-705 and T-705M1 concentration in plasma on Days 6,
7.10. 24 and 25 was shown.
(7) Calculation of pharmacokinetic parameters by the non-compartmental
iethod
1) Pharmacokinetic parameters of theophylline on Days 5, 7 and 10 were
caleulated.
Summary statistics of pharmacokinetic parameters were calculated on each
dav of drug administration.

| o calculated pharmacokinetic parameters included Cmax, tmax, AUCO-
12. and CL/F.
2 Pharmacokinetic parameters of T-705 and T-705M1 on Days 6, 7, 10,
24 and 25 were calculated.
Summary statistics of pharmacokinetic parameters were calculated on each
d-v of drug administration.
1o calculated pharmacokinetic parameters included Cmax, AUC (AUC,
ALC0-12), AUCO0-12/AUC, t1/2, tmax, CL/F (only unchanged drug), MRT
and VA/F (only unchanged drug).
(') Calculation of  geometric ~mean ratios  (concomitant

linistration/single administration) and 90% Cls of AUCO0-12 and Cmax

| 1) I‘or the AUCO-12 and Cmax of theophylline, the geometric mean ratios
| Day 10 to Day 5 and their 90% Cls were calculated.

) For the AUCO0-12 and Cmax of theophylline, the geometric mean ratios
| ol Day 7 to Day 5 and their 90% Cls were calculated.
| 3, 'or the AUCO-12 and Cmax of T-705 and T-705M 1, the geometric mean
‘ r. s of Day 6 to Day 24 and their 90% Cls were calculated.
| 11 ‘or the AUCO0-12 and Cmax of T-705 and T-705M 1, the geometric mean
ritios of Day 7 to Day 25 and their 90% Cls were calculated.
Sulety analysis
l A -cessment of adverse events




lilividual adverse events reported are renamed according to MedDRA/]
(\er. 11.0) and tabulated.

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

[ althy adult Japanese males who were over 45 and less than 65 years of
ace. (East Asian)

20. Efficacy Results

I’ irmacokinetic results:
cor the Cmax and AUCO-12 of T-705. the geometric mean ratios (90% CI)
o' the first day of concomitant administration (Day 6) to the first day of T-
7054 single administration (Day 24) were 1.327 (1.192 —1.477) and 1.270
(1.151 = 1.401), respectively; their 90% Cls did not fall inside the
predetermined range of 0.8 — 1.25. The geometric mean ratios (90% CI) of
the second day of concomitant administration (Day 7) to the second day of
sinele administration (Day 25) were 1.029 (0.918 — 1.153) and 1.167 (1.039
I.311) respectively; the 90% CI for the geometric mean of AUCO0-12 did
not fall inside the predetermined range.
"7 the Cmax and AUCO0-12 of T-705M1, the 90% CI for the geometric
mean ratios of the first day of concomitant administration (Day 6) to the
first day of T-705a single administration (Day 24) did not fall inside the
predetermined range of 0.8 — 1.25. However, the 90% ClI for the geometric
nican ratios of the second day of concomitant administration (Day 7) to the
scoond day of single administration
{1y 25) did fall inside the predetermined range.
'or the Cmax and AUCO0-12 of theophylline, the geometric mean ratios
(V0% CI) of the second day of concomitant administration (Day 7) to the
{111l day of theophylline single administration (Day 5). as well as those of
tl.e lifth day of concomitant administration (Day 10) to the fifth day of
(heophylline single administration (Day 5), were 0.925 (0.850 — 1.007),

L0015 (0.865 — 0.969), 0.985 (0.937 — 1.035) and 0.966 (0.908 — 1.023)

respectively. All of the 90% Cls for both geometric mean ratios fell inside
tho predetermined range of 0.8 — 1.23.

21. Safety Results

(11 No deaths, serious adverse events or other significant adverse events
oocured. The incidence of adverse events was 80.0% (21 events in 8/10
subicets). The incidence of the adverse events whose causal relationships
(v the study drug could not be ruled out was 60% (12 events in 6/10
sihicets): 8 events of increased blood uric acid in 6 subjects, and 4 events
l-creased urine uric acid in 4 subjects. All of the adverse events were
I and resolved without treatment.
() The level of blood uric acid began to increase after theophylline single
. Uministration and increased remarkably after concomitant administration
0! 1-705a and theophylline. Blood uric acid level returned to normal during
t1:2 washout period, but again increased after T-705 single administration.

i «ddition, the urine uric acid level decreased on the third day of
concomitant administration in 4 of 6 subjects whose blood uric acid
increased.

| .o uric acid clearance/creatinine clearance ratio decreased temporarily. It
I licved that T-705a or theophylline, or both, had some influence on the
\I'1v to excrete uric acid, resulting in the change in blood uric acid levels.
(1) here were no clinically significant changes in vital signs and 12-lead
i i reported throughout the study period.




rd

22. Conclusions

[t vas noted that the amount of T-705 exposure to the body increased under
conoomitant administration with theophylline, but the increase was mild.
N sufety issues were observed and no adjustment of T-705a dosage was
neeessary. However, careful monitoring for a possible increase in blood
cric acid level is recommended during concomitant administration.

Applicant (Marketing A thorization holder)

Signature %;L\C\/ -

Date 7™ January 2021

Full name with Positio Dr. Shifa Farhan Shaikh, MBBS, MD.
Lead - Medico regulatory affairs
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Honatok 30

a0 lopsaaky npoBeaeHHs eKCNepTH3H
peecTpaliiinix MaTepianie Ha JiKapeLki 3acobu,
IO TIOJIAKOTECS Ha JIePIKABHY

peecTpauito (nepepeecTpanito), a TAKOXK
EKCTIEPTH3M MaTepialliB Mpo BHECEHHS 3MiH 10
peecTpaliiiHuX MarepiaiiB NpoTaroMm il
peecTpauiiiHoro noceijuerHs (myHkT 4 po3ainy IV)

3BIT
Npo KJAiHIYHe BUIIPOOYBAHHHA

1. Hazga
JiKkapchbkoro 3acofy
(3a HasBHOCTI —

ABITAH (®aginipagip) tadaerku no 200 mr

HOMeEp

peecTpauiiinoro

MOCBiT4eHHA)

2. 3asBHUK Jl-p Penni’c Jlaboparopic JIta; 8-2-337, Poyn Ne 3, banmkapa Ximns,
Xaiinepa6an, Tenanrana — 500 034, [ngis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BUpoOHHK TOSIMA ®EKTOPI @Y JDKHU®DIITBM TOSAMA KEMIKAJI KO., JITH;

4-1. IUumo-Oxyi 2-Yowme, Toama-wu, Tosama, Snonia /
' TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Ilposenexi
OCTIIKEeHHS

| D rak [ Jui  sAkmo Hi, BKazaTH NpHYHHY

1) TUT TiKapCbKOIo
3aco0y, 3a IKHM
npoBojuacs abo
TIaHY €THCS
peecTpauis

Jlikapeskuii 3a¢i6 3 NOBHAM /10¢he (ABTOHOMIIE 10CKE)

5. TloBHa Ha3Ba
KJIIHIYHOTO
BUIIPOOYBAHHS,
KOJIOBaHUI HOMEP
KJIiHIYHOTO
BUITPOOY BAHHS

T705aJP108
Jlocaigenns  (papMaKOKiHETHKH
Teodininy Ta T-705a.

npH  OAHOYACHOMY HpHiHOMI

6. Maza KIHIYHOrO
BHUMpoOyBaHHSA

Mdasa l,

7. llepion | Bio-latric Center, Research Center for Clinical Pharmacology, Kitasato
MpOBeAECHHS | University

KJIIHIYHOIO |

BUNPOOYBaHHs 3 7 motoro 2009 poky no 30 Gepesna 2009 poky

8. Kpaiuu, 1e slnowis

NPOBOAUIIOCH

KITiHIUHE

BUIPOOYBaHHS




9. KinekicTh

10

JIOCHI Ky BaHUX 7

10. Mera Ta OcHOBHOK) METOI0 € OLliHKa Jikapchkux Bizaemoaid mik T-705a Ta

BTOPHHHI LI Teo()iNiHOM Ta BIUIMB Ha 1X (hapMaKOKIHETHKY, De3MeKy Ta NepPEeHOCHMICTb

KJIiHIYHOTO HIIXOM TOPIBHAHHS  (papMaKOKIHETHYHUX NapaMeTpiB Teo(ininy npu

BUIIPOOYBAHHS BIC/IEHHI OKpeMo Ta ofiHodacHo 3 T-705a, a Takox GapMakOKIHETMYHUX
Cnapamerpie T-705 Ta T-705M 1, sikunii ¢ metaGonitom T-705, npu BBeACHHI
OKPCMO Ta OJIHOUACHO 3 Teo(iniHOM 310POBHUM JOPOCIHM SANOHCHKHM
UOJIOBIKAM.

11. JIuzaiin | BikpuTe 10/1aTKOBE JAOCTIKEHHS

KJTIHIYHOTO ‘

BUIIPOOYBaHHS

12. OcHoRHi Craprre 45 1 meHwe 65 pokiB (Ha MOMEHT MiQIHcaHHs IHPOPMOBAHOT

KpHTepil BKIIOYeHHA

3rOH)
b) Cy6'extn 3 IMT B meskax 18,5 - 30,0 kr/ M? i Baroro moHaj 58 kr

13. JocnimxyBaHuIi
Jikapchbkuit 3acio,
cnocid
3aCTOCYBAHHSA, CHIIA
it

Jlociapky Banuii npenapat, Ne mapTii:

T-705a Tabnerku [100]: LCS02F100

Tabnerka Teonyp 200 mr: Q160

Jlona Ta croci® BBeACHHS:

(1) Jloza

3aznaveHuil JOCiKYBaHNIT Mpenapart 3acTOCOBYBABCs MEPOPaTbHO MikK
npriioMamu ki (MpuHaliiMHI Yepes jIBi TOAMHE Mic/s i, 1 WoHaliMeHIe
01NV TOAMHY JI0 HACTYITHOTO NpuitfoMy ki) pasoM i3 npudiuzHo 240 mi
roIt potarom 60 cekyHu.

| 1) T-705a

T-705a 3acTOCOBY BABCA MEPOPATLHO MK npuitoMamu ki ABiui no 600 mr
(6 Tafnerok) BpaHui Ta BBeuepi Ha 6*1eHb, mo 600 mr (6 TabneTok) 0/IMH
pa epatti 3 7 no 10 aens, asivi mo 600 Mr (6 TabneTok) BpaHLL Ta BBeUEPi
70 24-ro aus ta mo 600 mr (6 TabneToK) OAMH pa3 BpaHLl Ha 235 JeHb.

| *: Jlens | = JeHb NovaTKy BBEJCHHS Teodiniy

| 20 Teodinin

‘ Tecdinin BBOAMIH MEpOpasIbHO Mizk npuiimMamu i no 200 mr (1 Tabneria)
Apini - ppanui Ta Beevepi 3 1 mo 9 aens Ta oMM pas BpaHii Ha 10 jeHb

| Bi/111OBIQHO.

14. TTpenapat
MOPIBHSAHHS, /1034,
crocid
34CTOCYBaHHS, CHJIA
il

|

15. CynyTHs Tepamis |

(1) CymyTHi npenapaTtH

BiicopicTanHs Oy Ib-sKUX TKAPCHKUX MperapaTis (BKII0YaOYH JIKH, 110
B17111VCKAIOTBES 3@ PELeNITOM, Ta KUTalChKi POC/HHHI Npenaparu), OKpiM
/100 11/KY BAHOTO TIpenapaty, 3a00pOHEHO 3 1-T0 Hs /10 3aBEPLICHHA TECTY
(% 21-ro no 33-if AeHs). SKIIO AOCIIAHUK 3aCTOCOBYE IHIIMI JIiKAPCHKIIH
50000, HeoOXiOHO BKA3aTH HA3BYy [perapary, MO0 3acTOCOBYEThCA, HOro
pes M I03yBaHHA, PpiBeHb J1000BOT /1034, nepio A03yBaHHsA Ta
NP HAYeHHs Y iHAMBITyanbHy peectpauiiiny kaptky (IPK). .
5l 10 JIOCTIAHMK BBaKae, 110 MPHYMHA BKMBAHHA CYIYTHIX Mpernaparis
BRI OBIIAE  KPUTEpIAM npunuHenHs Aocaimkenns, cyb’exrn OyayTb
| BIEIIOYCHT 3 OCITKEHHS.
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(~) UVIIYTHA Teparnis

3acrocyBaHHA  Tepamii, fka MoxKe BIUTMHYTH Ha Oesreky Ta
(hapMAKOKIHETHKY JI0C/IIKY BAHOTO Tipenapary, 3abopoHeHo 3 1-ro aHsa 1o
sapcpiieHds Tecty (3 31 no 33 aeHb). AKWO Z0CAIAHHMK 3aCTOCOBYE TAKy
Tepaniio, HeoOXiAHO BBeCTHM Ha3By mpenapary. {oro MeTo/ BBeJISHHS,

| nepiog ra mety B IPK,

Sli10 IOCNiIHKMK BBasKae, 110 NPHYKMHA [pU3HAYeHOT Teparil Bianoeigae
KpepisM MPUIMHEHHS J0ciiKeHHs, cyO'ekt OyayTh BHKIINOYEHI 3
JLOCITTKEHHS.

16. Kpurepii oniinku
e(heKTUBHOCTI

(upaaKoKiHeTHKA:

PoipaxoByBalid  cepejiHi  MeOMETPHYHI  CIIBBIHOLIEHHA (OJHOYACHE
picicnns / omHopasose BBefeHHA) AUCo-12 Ta Cmax Ta iX 90% nosipunii
itrepean (). 3navends 90% JI Tta HesanekHO Bil TOro, NOTpansio
3t ennd B Alanasod gig 0,8 1o 1.25. Gy/10 0HUM 13 NYHKTIB OLIHKH, KU

| BioooplHCTOBYBABCA Ul BH3HAueHHs  HasBHOcTi  a®o  BiICYTHOCTI

JiikapepKoi B3aeMotil.

17. Kpurepii o1iHKH
besnexu

beaneka:

Corviridb BHPAKEHOCTI CHMIITOMIB OLIIHIOBAIN 3@ LIKAJIOH 3 3-X KaTeropiii:
«leriin, «Ilomipai» Ta «TskKi», BIANOBIAHO 10 KpUTepiiB OLIHKH
THUROCT] CHMIITOMIB, Ta 32 M'ATHOAIILHOK HIKATOK Bifl «1 cTymeHa» 10 «5

CTUlenA»  BIAMOBIAHO 0  3arafbHUX — TePMIHOJOTIYHUX — KPHTEpiiB
HeoinnaTauBux seuul v3.0 B simoHekkilt Bepeil JCOG / JSCO.

VN BUMOALKAX, KOJM OliHKA 3a [0'aTH0aNbHOK  IIKAI0K  HE
| Suci0cOBYBanacs, OLIHKA MPOBOIMIACA HA OCHOBI LIKAIM 3[iAHO 3
[0 rrepisMM OIIHKHM  TSOKKOCTI  CUMIITOMIB.  «Jlerknit»  BBakaBcs
er i paneHToM «1-ro erynens», «[ToMipHHIY - «2-r0 CTyNeH:», « TsxKuiiy

| -« =10 eTymEeHs», "3arpoKye JKUTTIO abo iHBaniausye” 10 «4-ro CTyneHs»

i «(\iepTh, WO OB’ 43aHa 3 NOOIYHIM SBULLEMY J10 «5-T0 CTYMEHM».

[10 U HHO-HACTIAKOBHIT  3B'S30K i3 JIOCHALLKYBaHMM  [IperapaTom
onimoRanM 3a mkanor 3 m'ath kareropiit 1. «/locTosipHuit»y, 2.
«lhvoripuamity, 3. «Moxueuity, 4. «Bimmanenui» abo 5. «bes
JOCTORIPHOTO 3B SI3KY», OLHKA MPOBOAMIACA BiANOBiAHO 10 Kpurepiis
11111 HHHO-HACTIAKOBUX 3B’A3KIB, B3a€EMO3B'A30K HECTIPUATIMBHUX SBHIL.
[loomkani  sBUIMA,  NPUYMHHO-HACIIAKOBMI  3B'A30K  AKMX i3
1pKyBaHMM  MpeniapaToMm Oynu OliHeHi sik Kareropis 1-4 Gysn
200ccopani K HeGakaHi ABMILA, TIOB'A3aHI  TIPHYMHHO-HACIIAKOBUM
S SHOM 3 I0CTTIZKY BAHHM [IPernapaTom.

18. CTaTUCTHUYHI
METOH

(Lo unKOKIHETHMHMIL ananis

(1) YacoBi MOKa3HMKH KOHLEHTpaLl flikapchKkoro 3aco0y B 1/1a3Mi KPOBi
[} vI0 MOKa3aHo yacoBMil Kype KoHUeHTpallii Teodiniy y niaasmi Kposi
Ha 5.7 Ta 10 gHi.

2) 131710 ToKka3aHo uacoBHmii Xig koHueHTpauii T-705 Ta T-705M1 y nnasmi
no 6, 7. 10, 24 ta 25 aai.

(2 PospaxyHok (papMaKOKiHETHMHHMX MapaMeTpiB HEKOMIApTMEHTHHUM
AYEN J1IOM

1) ospaxoBano (apMakokiHeTH4HI mapameTpu Teodininy Ha 5, 7 Ta 10
HCHh.

Q0 e cTATHCTHYHI  ga”i  npo  (apMakoKiHeTH4HI  mapameTpH

| pu o XOBYBAIM HA KOJKEH JIEHb MPUAOMY Mpernapary.




| Poaxosani dapmakokineTrani napaMerpu BKIFOUATH Cmax, tmax, AUCo-
iz 10 ICL/E.

2 paxoBanHo (apmakokineTuuni napamerpu T-705 ta T-705M1 na 6,
7. .24 ta 25 pgHi.

J0owenl craTMeTHYHI  ani npo  (apMakoKiHETHYHI  IapaMeTpH
DOSIANOBYBAIM HA KOKEeH JeHb MPUloMy npenapary.

[’ haxosasi hapMakokiHeTHUHI napameTpu BiIoUaIn Cmax, AUC (AUC,
AUTCoa2),  AUCe12/AUC,  ti2, tmax, CL/F (nuwe  pocmigxyBaHHH
npenapar), MRT ta VA/F (nuire gocnijpkyBaHuil npenapar).

(3) PospaxyHOK cepejHiX TeOMeTpPUYHUX CHIiBBIAHOWIEHb (OAHOYACHE
Bicenns/onHopasore BeesieHHS) Ta 90% JII AUCe-12 Ta Crnax

1), L AUCo-12Ta Cimax TeOG iTiHY OyJTH po3paxoBaHi cepe/iHi FeOMeTPUUHI
criinninnomenns 10-ro aus Ta S5-ro jaHs ta ix 90% JII.

2) /115 AUCo-12 Ta Ciax TEOG LTiHY Oy 11 pO3paxoBaHi cepe/iHi reoMeTpHyHi
CiilnnoweHHs 7-ro ta 5-ro gHie ta ix 90% /I

3) Maa AUCo-12 ta Cimax T-705 Ta T-705M1 6ynu pospaxosani cepeaHi
I CTPHYHI CHIBBIAHOMIEHHS 6-r0 AHA Ta 24-ro ana Ta ix 90% [l

4y m AUCo-12 Ta Cmax T-705 Ta T-705M1 6ynu pozpaxoBaHi cepeaHi

19. Jlemorpadiuni
MOKA3HUKH
JTOCITI IZKY BaHOT
IOy AL (CTaTh,
BiK, paca, TOLI0)

reo o oTpHYHI eriBBiAHOWEHHs 7-ro Ta 25-ro jHie Ta ix 90% JIL.
| Aiiis Gesnekd
() ia HECTIPUSAITIIMBUX SBHIL
i oni noOiuHI ABMILA, TIPO SIKI MOBIAOMIIAIOCH, KOAYBAIHCA BiIOBIAHO
10 1edDRA /J (Bep. 11.0) Ta BigoGpaxeni B TabJiuLLL.
3700l 10pocsti AMOHCHLKI YOJIOBIKK. cTapiue 45 i momoauw 65 pokis.
[ (Cxia Asig)

20. PezynpTat
e(peKTHBHOCTI

1 ROKIHETHYHI pe3ynbTaTH:
JLo Chae 1 AUCo-12 T-705 cepeani reoMeTpuyHi cniiBBigHOmeHHs (90%
JU) epimioro gHS OJHOYACHOro npuiioMy (AeHB 6) 10 MepIIoro JiHs
¢ eriiinoro npuiomy T-705a (aens 24) cranounu 1,372 (1,192 - 1.477)
Cro 270 (1,151 - 1,401) pignoeiaHo; X 90% [II He moTpannsaan B 3a/1aHui
| o 0,8 - 1,25, Cepenni reomerpuuni cnissianowenss (90% JII)
[0 JIHA  OJHOYACHOro npuifomy (feHp 7) g0 ApPYroro JHs

‘ ¢ ocTiiinoro npuiiomy (aeHs 25) ctanosunu 1,029 (0,918 - 1,153) Ta
[1.007(1.039-1,311) BipanogiaxHo; 90% I ans cepeanboro reoMeTpuyHOro
st AUCo.12 He noTpaniisig y 3ajaHuii Alanason.
Jl Chae Ta AUCo2 T-705M1 90% JI1 nast cepefiHIX reoMeTpHYHHX
CIi11 11 IHOIEHB NMEPLIOTO AHS 0/THOYACHOTO MPHHOMY (JeHb 6) JI0 Nepiioro

Juis camoctiiiHoro npuiiomy T-705a (aeHb 24) He MOTparuIsSIv BCepearHy
| saoanoro  gianmasony 0,8 - 1,25, Opmak 90% JII ana  cepeanix
“TPIUHKX CTBBIHOLIEHE JIPYTOro AHS 0IHOYACHOTO NIpUitoMy (ACHb
] {PYTOro [AHsA CaMOCTIiiHOrO BBeAeHHS (JeHb 25) JICHO MoTparuise y
300 il 1lanazoH.

o 1 AUCo12 Teodininy cepeiti reoMeTpHYHI CHIBBIAHOLIEHHA
i [I) apyroro s ojHovacHoro npuiiomy (Jieus 7) 10 M ATOrO AHA
& Jlinoro npuiiomy Teo(ininy (AeHb 5), a TAKOXK CHIBBIIHOWEHHS
| 1 ) AHg  oaHouacHoro mpuiiomy (denn 10) g0 mlaroro s
¢ cvilinoro npuitomy Teodininy (iens 5) cranoswin 0,925 (0,850 -

-




| Lo 00915 (0.865-0,969), 0,985 (0,937 - 1,035) 12 0,966 (0,908 - 1,028)

Bi cino. Yei 90% JII ang obox cepeiHix reomMeTpuuHMX KoedillieHTiB

1 UTSTH B 3agaddi mianasod 0.8 - 1,25,
21. Pezyneratu (1) noTaNBHHX BUMAJKIB, CepHO3HHX MOOIYHHUX ABHILL TA IHIUHX MOOIYHHMX
Oesmnexu siviul ne Tpamisiiocs. Yacrora nodivaux seumg craHoeuna 80,0% (21
rio i v 83 10 cy6'exriB). YacToTa nodiuHUX SBULL, TPUYMHHO-HACIKOBI
1 31000 SIKMX 3 AOCIHZKY BAHUM [IperapaToM He MOKHA OY/10 BHK/IIOYHTH,
creosita 60% (12 BunaakiB y 6 3 10 cy6'extiB): 8 BUNAAKIB MiJIBUILEHHS
STl cevoBOT KMCJIOTH B KpOBL Y 6 cyQ'exTiB Ta 4 BUMAAKM 3HMIKEHHS
| covopol knenotd B 4 cyGlekri. Vel nodiudi ssuuia Oy JIETKHMH Ta

1) oo i 6e3 nikyBaHHS.

(21 leib ¢e4OBOT KMCJIOTH B KPOBI [OYAB 3pOCTATH Mic/is OJAHOPA30BOro
Bivotoiid TeodiniHy Ta CTpIMKO TIABHLLYBABCs [iCAA OJHOYaCHOro

i 7oy T-705a Ta Teodpiminy. PiBeHb ceqOBOT KHMCIOTH B KPOBI
H LIi3yBaBCs MPOTArOM Mepiojly BUBEJIEHHA. aie 3HOBY 3011bLUMBCA
(1 osnopa3ororo BeeeHHs T-705. Kpim Toro, piBeHb ce40BOT KMCJIOTH
B 01 3HI3MBC HA TPETIH JIeHb 0/IHOYACHOTO NpHifoMy Y 4 3 6 NaLlieHTiB,

y \ CCUOBA KHUCIOTA B KPOBI MIABULIMIIACS.
Koo ceuoBoi KUCAOTH / KIipeHe KpeaTHHIHY THMUYacOBO 3MEHIIMBCS.
Biooacreed, mwo T-705a abo Teodinin, ado o0KaBa BOHH Majd IEBHUI

BUo 1 Ha 3JATHICTH BUBOJUTH CEYOBY KUCIIOTY, 10 NPU3BOAKIIO JI0 3MIiHH
pii 11 ccuOBOT KMCJIOTH B KPOBI.

(3) 11pOTAroM JI0CHi/KYBAHOrO MEpioy He CHOCTEpPIraaoch KIIHIYHO
210 VINIX 3MIH JKMTTEBHX Moka3HUKIB Ta 3MiH B EKT' y 12 BiiBeieHHAX.
22. BHCHOBOK | by ninzHadeHo, WO eekT BIUMBY T-705 na oprauizm 3pocTaB npu
(3aKJII0UEHH) O CcHOMY  3acTOCYBaHHI 3 TeodiniHoMm, ane 30inbwieHHs Oyno
peson, Tlpobnem 3 Ge3nekoi0 He CrocTepiranocs i KOpUryBaHHs
‘ Ao vronns T-705a we Oyino Heo6xigHuM. OpHaK MiJl 4ac OAHO4ACHOro
| 1 IV PEKOMEH/1y €ThCH PeTe/IbHII MOHITOPHHI PiBHA CE4OBOT KHCIIOTH
| B 01 uepes MOKITHBE HOro MiIBHIIEHHS.
3agaBHHK (BJACHHK pece: 111070 MOCBITUYeHH)
[Mianue [Mianuc/

[ToBHe iM 8 Ta 11 o0 L

07.01.2021

Jp. Unda dapxan Llaiix MbBC, M1
(Dr. Shifa Farhan Shaikh MBBS, MD)

Beayuuii crieiianicT MeHUHOro Ta peryaaTopHoro
JerapTaMeHTy

(Lead — Medico Regulatory Affairs)
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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 IV)

REPORT ON CLINICAL TRIAL

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

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD.
4-1, Shimo-Okui 2-Chome, Toyama-shi. Toyama, Japan

4. Performed studies

I yes [Jno ifno, provide reasons

1) type of the
medicinal  product
registered or to be
registered

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP109
Oseltamivir concomitant study on the pharmacokinetics of T-705a and
oseltamivir

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

CPC Clinic, Medipolis Medical Research Institute From March 26, 2009
to April 19. 2009

8. Countries where | Japan
the clinical trial was

held

9, Number of | 10

subjects

10. Objective and
secondary goals of
the clinical trial

The objective was to evaluate the effect of concomitant administration of
T-705a and oseltamivir phosphate on the pharmacokinetics of each drug in
comparison to single administration of each drug in healthy adult males.
The safety of the study drug was also evaluated.

11.  Clinical trial | An open-label add-on study

design

12.  Main  entry | Over 45 and less than 65 years old (at the time of consent acquisition)
criteria b) Subjects with a BMI within the range of 18.5 — 30.0 kg/m2 and who

weigh over 58 kg




13. Studied drug,
posology. strength

Test drug, Lot No.:

T-705a: T-705a Tablet [100] (Lot No.: LC502F100)

Oseltamivir phosphate: Tamiflu Capsule 75 (Lot No.: K124781)

Dose and mode of administration:

(1) T-705

600 mg (6 tablets) twice daily in the morning and evening on Days | and
16, and 600 mg (6

tablets) once daily in the morning on Days 2 and 17, oral administration
(2) Oseltamivir phosphate

75 mg (1 capsule) twice daily in the morning and evening from Day 12 to
Day 16 and 75 mg

(1 capsule) once daily in the morning on Day 17, oral administration

(3) Method of administration

T-705a and oseltamivir phosphate were administered orally with 240 mL
of water (total of 240 mL for concomitant administration as well) inter
cibos (excluding the time 2 hours after and 1 hour before meals). Drugs
were taken within 60 seconds for both single and concomitant
administration.

On the day of blood collection for pharmacokinetic measurements, in the
morning of Day 2, Day 15 and Day 17, subjects fasted for 10 hours before
and 4 hours after drug administration.

Water intake was permitted, with the exception of 1 hour before and after
administration.

14. Comparator,
dosage,  posology,
strength

15. Concomitant
therapy

(1) Concomitant drugs

The wuse of any medicines (including prescription medicines,
nonprescription drugs, and Chinese herbal medicine) other than the test
drug is prohibited from Day 1 until the follow-up test (Day 23 to Day 25).
If the investigator does employ another drug, it is necessary to enter the
name of the drug used, its dosing regimen, daily dose level, dosing period
and purpose, in the CRF,

[f the investigator considers that the reason for the use of concomitant drugs
meets the criteria for study discontinuation, participation of said subjects
will be discontinued by the investigator.

(2) Concomitant therapy

The use of therapies that may impact the safety and pharmacokinetics of
the test drug is prohibited from Day 1 until the follow-up test (Day 23 to
Day 25). If the investigator does employ such a therapy, it is necessary to
enter the name of the therapy, period and purpose, in the CRF.

If the investigator considers that the reason for the therapy meets criteria
for study discontinuation (refer to "9.3.3 (1) Criteria for Discontinuation"),
participation of said subjects will be discontinued.

16. Efficacy
Endpoints

(1) Pharmacokinetics

The difference in mean log-transformed AUCO-t and Cmax for T-705
between single administration of T-705a and concomitant administration
with oseltamivir phosphate and their 90% confidence interval (CI), as well
as the difference in mean log-transformed AUCO-t and Cmax for the active
form of oseltamivir between single administration of oseltamivir phosphate
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and concomitant administration with T-705a and their 90% CI were
evaluated. If the 90% CI was within log (0.80) - log (1.25), it was concluded
that no interaction took place.

17. Safety Endpoints

The investigators evaluated the severity of each adverse event occurring
during the study and judged its causal relationship to the test drug.

The severity of symptoms was rated on a three-category scale (mild,
moderate and severe) in accordance with the Criteria for Symptom Severity
Evaluation, and on a five-grade scale (Grades 1 to 5) in accordance with
the Japanese translation of Common Terminology Criteria for Adverse
Events v3.0 (CTCAE v3.0) JCOG/JSCO version. In cases where the five-
grade scale evaluation was not applicable, grading was conducted based on
the rating according to the Criteria for Symptom Severity Evaluation.
“Mild” was considered to be equivalent to “Grade 1.” “Moderate” to
“Grade 2, “Severe” to “Grade 3,” “Life-threatening or causing incapacity”
to “Grade 4" and “Death” to “Grade 5.7

The causal relationship to the study drug was rated on a five-category scale
(1: definitely related, 2: probably related. 3: possibly related, 4: remotely
related, and 5: unrelated) in accordance with the Criteria for Judgment of
Causal Relationship of Adverse Events. Adverse events whose causal
relationship to the study drug was rated as category 1 though 4 were
counted as adverse events whose causal relationships to the study drug
cannot be ruled out,

18. Statistical
methods

(1) Analysis of pharmacokinetics

1) Time course of drug concentration in plasma

The time course of the concentrations of T-705 and T-705M1 on Day 2
(single administration) and Day 17 (concomitant administration) was
shown.

The time course of the concentration of oseltamivir and the active form of
oseltamivir on Day 15 (single administration) and Day 17 (concomitant
administration) was shown.

2) Calculation of pharmacokinetic parameters using a non-compartmental
method Pharmacokinetic parameters for T-705 and T-705M1 on Day 2
(single administration) and Day 17 (concomitant administration) were
calculated.

Pharmacokinetic parameters for oseltamivir and the active form of
oseltamivir on Day 15 (single administration) and Day 17 (concomitant
administration) were calculated.

The calculated pharmacokinetic parameters were as follows: Cmax, AUC,
AUCO-t, t1/2, tmax,

CL/F (except for T-705M1), CLr, MRT, Vd/F (except for T-705M1).

3) Time course of the amount of urinary drug-excretion up to 12 hours after
drug administration

The time course of the amount of urinary drug excretion (4 time frames: 0-
2 hours, 2-4 hours, 4-8 hours and 8-12 hours post administration) and
cumulative urinary drug excretion rate up to 12 hours post administration,
were calculated for the following;:

0 T-705 and T-705M1 on Day 2 (single administration) and on Day 17
(concomitant administration)

O Oseltamivir and the active form of oseltamivir on Day 15 (single
administration) and on Day 17 (concomitant administration)

e

o



4) Calculation of the difference (concomitant —single administration) in the
means of logtransformed AUCO-t and Cmax. and their 90% CI.

The difference in the means of log-transformed AUCO-t and Cmax, and
their 90% CI were calculated for the following;

L T-705: on Day 2 (single administration) and on Day 17 (concomitant
administration)

L Active form of oseltamivir: on Day 15 (single administration) and on
Day 17 (concomitant administration)

(2) Safety analysis

Adverse events were coded according to MedDRA/J (Ver. 11.0) and
tabulated.

19. Demographics of | Healthy adult Japanese males who were over 45 and less than 65 years of
the studied | age. (East Asian)

population (gender,
age, race as well)

20. Efficacy Results | Result of pharmacokinetic analysis:

(1) For the Cmax and AUCO-t of T-705, the geometric mean ratio (90% CI)
of the 2nd day of T-705a single administration (Day 2) to the 2nd day of
concomitant administration (Day 17) was 0.977 (0.866-1.101) and 1.005
(0.908-1.113), respectively, and the 90% CI fell within 0.8-1.25 in both
parameters. [
(2) For the Cmax and AUCO-t of the active form of oseltamivir, the |
geometric mean ratios (90% CI) of the 4th day of oseltamivir phosphate
single administration (Day 15) to the 2nd day of concomitant
administration (Day 17) was 1.104 (1.064-1.146) and 1.138 (1.102-1.1753),
respectively, and the 90% CI fell within 0.8-1.25 in both parameters.

21. Safety Results (1) There was no death or other serious or significant adverse events. The
only adverse event was a case of increased blood fibrinogen, and the
incidence was 10.0% (1/10).

This was determined as “unrelated” to test drug. The adverse event was
mild and resolved without treatment.

(2) There was no clinically sicnificant finding on vital signs and 12-lead
ECG readings throughout the study.

22. Conclusions The 90% CI for the geometric mean ratios of log-transformed AUCO-t and
Cmax fell within the pre-determined range and the concomitant use of T-
705a and oseltamivir phosphate was deemed to have no effect on the
pharmacokinetics of either drug. There is therefore a low possibility of
drug-drug interaction during concomitant administration.

Applicant (Marketing Authorization holder)

Signature (@ \‘\;

Date 7" January 2021

Full name with Position Dr. Shifa Farhan Shaikh, MBBS, MD.

Lead - Medico regulatory affairs— ”
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Honatok 30

10 [Mopsiiky [1poBeeHHs eKCTIEPTH3N
peecTpauiiiHux MaTepiaiis Ha JIiKapebki 3acobu,
1110 TOJAIOTHCS Ha JIEPIKABHY

peecTparito (MepepeccTpaliiio), a TakoxK
CKCIEPTU3H MaTepialliB PO BHECEHHS 3MIH J10
peecTpaliiiHuX MaTepiaie npoTarom Jii
peecTpauiiinoro noceixuenHs (nyHKT 4 posainy [V)

3BIT
IIPO KJIHIYHe BUIIPOOYBAHHS

1. Hazra
JIIKAPCBKOTO 3aco0y
(3a HAsSBHOCTI —

ABII'AH (®aginipagip) Tadnetku o 200 mr

HOMEp

peecTpaliifHoro

NOCBIAYEHHS)

2. 3asBHHK H-p Penni’c JlaGoparopic JItn; 8-2-337, Poya Ne 3. Banmxapa Xins,
Xaiinepaban, Tenanrana — 500 034, Tugis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupoGuuk TOSJMA ®EKTOPI ®V]IKUDIITBM TOAMA KEMIKAJ KO., JITH;

4-1, Mumo-Oxyi 2-Yome, Toama-mum, Toawma, SnoHis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IlpoeeneHi
HOCITAKEHHS

D rak [ Jui  sxwio ni, Brasaty NPUYHHY

1) THTT TiKapeBKOTO
3acoly, 3a SIKHUM
nposojiacs adbo
TTAHYETHCS
peecTpalis

Jlikapcbkuii 3acid 3 MOBHHM /10CkE (ABTOHOMHEE JI0CHC)

5. IloBHa Ha3Ra
KJTiHIYHOTO
BUIPOOYBAHHS,
KOJOBaHHi1 HOMEp
KiHIYHOTO
BUIIPOOY BAHHS

T705aJP109
JOCTiIKeHHSl 03edbTaMiBipy SIK CYNYTHBOIO @penapary,
papmakokineruku T-705a Ta o3ejibTamMiBipy

oo

6. ®aza KIiHiYHOTO
BUNPOOYBAHHS

daza I,

7. Tlepion
MPOBeACHHS
KITIHIMHOTO
BUNPoOyBaHHA

CPC Clinic, Medipolis Medical Research Institute

3 26 6epesnst 2009 poxy no 19 keitHs 2009 poky

8. Kpainu, nc
TIPOROJIMIIOCS
KITIHIYHE
BUNPOOYBAHHS

sSnonis
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9. Kinbkicts 10

JOCHIDKYBAHHX

10. Mera Ta MeToo  Oyno  ouimuTM BB 0pHOWacHOTrO npuiiomy T-705a Ta

BTOPUHHI 1111 OSBHbTaMlﬁlpy hocaty Ha apMakoKiHETHKY KOKHOTO npenapary

KTIHITHOTO MOPIBHAHO 3 CAMOCTIHHMM BBEICHHSM KOXKHOIO 1penapary 370poBuM

BHIIPOOYBaHHS AopoeanM  yonoeikam. Takox ouimoann Gesneky J0CTIIZKY BAHOTO
npernapary.

11. JTu3aiin ' Binkpure nonatkose nocnimkenHs

KJTiHiYHOTO '

BUTIPOOYBAHHS

12. OcHoBHi Crapuwe 45 | MeHwe 65 pokiB (Ha MOMEHT MiANMCAHHS iHopmoBaHoi

KPHUTEPIi BKJIIOYSHHS

3r0/1H)
b) Cy6'extu 3 IMT B Meskax 18.5 - 30.0 kr / M2 i Baroro nonan 58 kr

13. HocnimkyBanuii
JliKapchkuii 3acio,
cnocio
3aCTOCYBAHHS, CHIIA
Jifhl

[Ipenapar nocnipkenns, Ne maprii:

T-705a: T-705a Tabnerku [100] (Homep naprii: LC502F100)
Osenpramisipy docdart: kancyna Tamidmio 75 mr (mapris Ne: K124781)
Jo3a Ta cnocid 3acTocyBaHHs:

(1) T-705 600 mr (6 TaGnerok) Apiui Ha nens BpaHLi Ta BBeuepi B Al |-i
Ta 16-i1 Ta 600 Mr (6 Tabnerok) oauu pas Ha JeHs BpaHui Ha 2-i i 17-i
JIeHb, MepopanbHe 3aCTOCY BAHHS.

(2) Osenvramisipy docdar 75 mr (1 kancysa) asidi Ha HeHb BpaHLli Ta
BBetepi 3 12-ro mo 16-it senp Ta 75 mr (1 karcyna) oauu pa3 Ha /JIeHb
BpaHLi Ha 17 JeHs, nepopaibHe 3acTOCY BAHHS.

(3) Crioci 3acrocyBanHs

T-705a Ta ozenvramisipy docdar 3acTocoByBaIn [epopansHo 3 240 mi
Bo/w (3aranom 240 M1 Ayl 0HOYACHOrO NpHitoMy) Minc npuiioMamu ixki
(32 BHHATKOM 4acy 3a 2 FOMHH Ilic/s Ta 3a | rojuuy 10 Dxi). IMpenaparu
npuiManTi mpotarom 60 cekyHI SK MpH camocTiitHOMY npuifoMi, Tak i
O/IHOYACHO.

Y nenb 3a6opy kposi uist hapmakokiHeTHUHOTO aHai3y, BpaHLj 2-ro, 15-
roTa 17-ro aHie, cy6'ekTi rosoayBaiu npotarom 10 rofms 10 Ta 4 rogunm
TicJIsl 3aCTOCYBAHHS [Ipenapary.

BikuBanHs Boau Gy/10 J103BOJIEHO, 32 BUHATKOM | TFOIUHM [0 Ta TIcns
Ipuiomy.

14. TIpenapar
MOPiBHAHHS, 1034,
crocio
3aCTOCYBaHHS, CHJIa
ait

15. CynyThs Teparnis

(1) CynyTHs Teparis

Bukopucranns Oy/ib-sIKHX JiKapchKHX 3aco0iB (BKIKOYAIOMM JIKH, 110
BIZUTYCKAIOTBCA 32 PELENTOM, JIKH, L0 BifIMyCKaloThes Oe3 pewiernTa, Ta
KHTafChbKi POCTMHHI MperapaTi), KpiM BHIIPOOYBAHOTO, 3a00POHIETHCA 3
I-ro ans mo 3aBepuieHHs Tecty (3 23 no 25 AeHs). KO AOCTiAHHK
3aCTOCOBY € IHLIMI JIiKapehkuii 3aci6, HeOOXITHO BBECTH HA3BY Mperapary.,
10 3aCTOCOBYETHLCS, HOIO peUM 103YBaHHS, piBeHb 1000B0T J1034, niepion
N03yBaHHA Ta BleceHHs y [PK.

SKINO OCHIZAHMK BBaXAc, L0 MPHYHHH /U1 BUKOPHCTAHHS CYHYTHIX
Mpenaparis BillOBi1a€ KPUTEPiAM MPUITMHEHHS 10C/IFKeHHA, A0CIIIHIK
MPUITHHAE y4acTh 3a3Ha4YeHUX Cy0'eKTiB.
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(2) CynyTHs Tepaitis

3acTocyBaHHA  Tepamii, fAKa MOXKS BIUIMHYTH Ha Oesneky Ta
(apMakoKiHeTHKY J0C/iKY BaHOTO Npenaparty, 3abopoHeHo 3 1-ro s 1o
3aBEPLICHHS TECTY (3 23 nmo 25 feHb). SKIe J0CTiIHHK 3aCTOCOBYE TAKY
Tepaniio, HeOOXIZIHO BBECTH HA3BY Mpenapary, nepioi ta mety B IPK.
SIKIO AOCTHIAHMK BBaMKae, WO NPUYMHA Tepamil BiAMOBilae kpurepism
NpuruHeHHs pocaimxeHas (aus. "9.3.3 (1) Kpurepii BuxmoveHHs"),
y4acTh 3a3HayeHux cy0'ekTiB Oy1e NpUIHHEHO.

16. Kpurepii o1liHku
e(peKTUBHOCTI

1) dapmakokiHeTHKa

Pizanus B cepennboMy log-tpancdopmosanomy AUCo. ta Cmax 17151 T-705
Mz camocTiiiHuM BeefieHHsM T-705a Ta 0OAHOYACHUM BBEIEHHAM 3
osensTamisipy docharom Ta ix 90% nopipunm inrepsanom (CI), a Takox
piznuug  cepeadboro  AUCos, log-tpancdopmoranoro Ta Cmax Juis
akTUBHOI  (pOopMM  O3enbTaMiBipy MK CAMOCTIHHUM  BBEICHHSM
osenbTaMiBipy ¢ocdary Ta ogHoYacHUM BBegeHHsAM 3 T-705a Ta ix 90%
AL AAxmo 90% I snaxonmses B mexax log (0.80) - log (1,25), 6vno
3pobJIEHO BUCHOBOK I1PO Bi/ICY THICTH B3aEMOII.

17. Kpurepii oninku
fesnexu

JloCiAHMKM OLIHIOBAJIM CTYMIHb TSKKOCTI KOKHOT MoOivHOT peakuil, mo
Mama Micle TMJ Yac JOCHIKeHHA, Ta OLHIOBATH il TPHYHHHO-
HACJTIIKOBHE 3B'A30K i3 ZOCITIIKYBAHHUM IIPeriapaToM.

CTymiHB TSKKOCTI CHMIITOMIB OIIHIOBAIH 3a LIKAIOK TPEOX KaTeropid
(Jlerki, cepefHbOT TKKOCTI Ta TAMKKI) BiANOBHO 10 Kpurepiip ouinku
TSIKKOCTI CUMITTOMIB Ta 32 M'aTHOAIbHOKO WiKanow (Bia | 10 5 crynexip)
BIJIMOBIIHO /10 sMOHCLKOrO  BHAaHHs Kpurepii TepmiHogorii s
HecnipusTiueux noxiii v3.0 (CTCAE v3.0) Bepcia JCOG / JSCO. ¥V
BUIAKAX, KOJIM OLIHKA 3a IM'ATHOAJILHOIO [IKAJIIO HE 3aCTOCOBYBAIACH,
OLIHKA MPOBOAWIACL HA OCHOBI pefiTMHrY 3rifiHo 3 KpurtepisMu oliHKH
TAKKOCTI CHUMMTOMIB. «Jlerkuil» BBa)kapcs eKBiBaleHTOM «1 CTyIMeHa»,
«ITomipHuUD» - «2 cTyneHs», « TaKKu» - «3 cTyneHs», «3arpoxkye HKUTTIO
abo HBRaATIAN3ye» - «4-My cTyrneHIo», a «CMepTe» - «5-My CTYTIEHIO»
[lpuunHHO-HacniAKOBUIT  3B'A30K 13 JOCHILKYBAHMM  MpenapaTtom
OLHIOBANM 3a WIKanow 3 m'sartu kareropiii 1. «JlocTtoBipHuiiy, 2.
«Hmoeipanity, 3. «MoxumBuity, 4. «Biwtanennity abo 5. «be3
JOCTOBIpHOrO  3BA3Ky», BianosigHo g0  Kpurepiie  npHYHHHO-
HACTIJIKOBOTO 3B'3KY HECTIPUSTIHRUX sBHIl. HebaraHi aBuILIa, OLIHeHI K
1-4, po3ryigganuck SIK NOB'A3aHi 3 J0CHi/KY BAHHM TIpernapaToM.

18. CTaTHCTHYHI
METOIU

(1) Anani3 (papMaKOKiHETUKH

1) Yacori nokazHUKH KOHIIEHTpALll IpenapaTy B [/1a3Mi KpoBI

[Tokazano yacoemii kype konuentpauiii T-705 Ta T-705M1 Ha 2-ii neHs
(camocTiiiHoro 3acrocyBaHHs mpernapaty) Ta 17-f aeHb (0AHOYACHOIO
3aCTOCYBAHHSA MPenaparis).

[Tokazano uacoBHii Kypc KOHLEHTPALT 03e/bTaMiBipy Ta akTHBHOI (popMH
oszenbTaMiBipy Ha 15-if nenb (camocTiiiHe 3acTocyBaHHs) Ta Ha | 7-if 1eHb
(ofiHOUACHE 3ACTOCY BAHHS).

2) PospaxyHok (papMaKOKIHETHYHMUX [apaMeTpiB 13 BHKOPHCTAHHAM
HEKOMIAPTMEHTHOTO ~ MeTOay.  Po3paxoByBaliH  (papMaKOKIHETHYHI
napamerpu s T-705 ta T-705M1 na 2-fi newb  (camocTiliHe
sacTocyBaHHs) Ta Ha 17-ii JeHb (0/JHOUacHE 3aCTOCY BaHHA Npenaparis).




Pospaxosysanu  dapmakokineTHuHi napametpu  osenbTamiBipy Ta
aKTHBHOT (JOpMH 03enbTamiBipy Ha 15-i feHb (camocTiiiHe 3acToCy BaHH:)
Ta 17-it nens (oaHOUACHE 3acTOCYBaHHA).

Pospaxosani apmakokiHeTH4HI napametTpu 6ynu Takumu: Cmax, AUC,
AUCo+, tiz, tmax, CL/F (okpim T-705M1), CLr, MRT, Vd/F (okpim T-
T05M1).

3) YacoBuii Kype KiIbKOCTI BUILIEHOrO 3 ceuero npenapaty 10 12 ropuu
[1icsis BBEAGHHS Mpernapary.

HacoBuit Kype KiJIbKOCTI €KCKpeLil Tikapchkoro 3acody 3 cevero (4 4acosi
pamku: 0-2 roaunu, 2-4 roauHu, 4-8 rojnH ta 8-12 rouMH nicis BBeAeHH:)
Ta CYKYITHa IIBHUJIKICTH BUBEACHHS Npenapary 3 ceueto 710 12 rogauH nicis
BBEJICHHS, OYIIH pO3paxoBaHi:

« T-705 i T-705M1 Ha 2-ii neHs (camocrtiiiHe 3acTocyBaHHs) Ta Ha 17-if
JleHb (0THOYACHE 3aCTOCYBAHHS)

* OsesibramiBip Ta akTHBHA popMa o3e/IbTaMiBipy Ha 15 aeHs (camocTiitne
3acTOCyBaHHs) Ta Ha 17 neHb (0HOYACHE 3aCTOCY BAHHS)

4) PospaxyHok pizHHLI (0JHOYACHE BBEIEHHS MNpenaparis - caMmocTiiiHe
3aCTOCYBaHHs Mpenapary) y sHauennsx log-rpancpopmosarnx AUCo4Ta
Cmax Ta x 90% JI.

Pisuuigo log-rpancdopmosannx cepeanix 3Havenb AUCo-t i Ciax, 11X 90%
I po3paxoByBain HACTYTHHM YHHOM:

» T-705: Ha 2-i JeHb (1pK caMOCTIHHOMY 3acTocyBaHHi) Ta Ha | 7-i1 jeHb
(npu KOMOIHOBAHOMY 3aCTOCYBaHHI)

* AKTHBHA (hopMa 03enbTaMiBipy: Ha 15 leHb (caMocTiiine 3acTocyBaHH:)
Ta Ha 17 AeHb (KoMOIHOBAHE 3aCTOCY BAHHS)

(2) Ananiz Ge3nexu

IMoGiuni nojii kogyBaau 3rigno 3 MedDRA /J (eep. 11.0) Ta cknaganu
TabJHL.

19. Jlemorpadyiuni
MOKA3HUKH
JIOCITIJIZKY BAaHOT
MOIYJIALIT (CTaTh,
BiK, paca, TOLLO)

310poBi gopocni AMOHCHKI UoJIOBiKH, crapiue 45 i Mofojue 65 pokie.
(Cxinna Azig)

20. Pesynpratu
eexkTHBHOCTI

PesyneTaT (papMakoKiHETHYHOIO aHaI3Y

(1) Hnst Cmax Ta AUCoq T-705 cepeane reoMeTpHYHE CHIBBIIHOLICHHS
(90% JI) 2-ro aus camocTifinoro 3actocyBaHHa T-705a (2-ro gus) 10 2-ro
JIH KomGiHoBaHoro sacrocyBanus (17-ro aus) 0,977 (0,866-1,101) Ta
1,005 (0,908-1,113), sinnosiano, i 90% I oynu B mexkax 0,8-1.25 za
oboMa napaMeTpami.

(2) Hna Cmax ta AUCo. axTuBHOI (POpMHM  03€bTAMIBIpY CepeaHi
reoMeTpuuHi criBBigHOWeHHS (90% JII) 4-ro amg  camocTiHHOTO
3acTocyBaHHS o3enbTamiBipy Qocdary (15-if nmeHs) a0 2-ro  aHA
oaHouacHoro nputiomy (17-ro aus) ctanosus 1,104 (1,064-1,146)Ta 1,138
(1,102-1,175), BignoeiaHo. i 90% JII Oyim B mexax 0,8-1,25 3a odoma
rnapamMeTpaMmH.

21. Pezyneratu
De3neku

(1) He Oyno neTanbHHUX BHIAOKIB Ta IHIIHX CepiosHuX abo iHIHX
MOOIYHUX ABHNL. €JHHOIO MOGIYHAM SBUILEM OYB BUIAJIOK IMTiIBHIIEHHS
piBHs (pibpuHOreHy B KpoBi, i HacToTa BUHHMKHeHHA cTaHoBuia 10,0%
(1/10).
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Lleii Bunagok OyB BM3HAUCHHIT AK «HE NOB A3aHUIDY 3 TOCHIIKYBaHHM
npernaparoM. [lobiuna peaxiis OyJia JIETKOK Ta 3HIKIA 0€3 JTIKyBaHHs.
(2) Ilporarom ycworo pociijizkeHHs He OYJIO K/IHIYHO 3HAYYIIHX
MOPYLIEHb 11[0/I0 KUTTEBO BAAUIMBHX MOKA3HUKIB Ta MoKasHHUKIB B EKI y
12 BigBeACHHSX.

22. BucHoBok
(3aKImoYeHHs)

90%  poeipuux  iHTepramie  (JII) s cepenHIX  reoOMETPUYHMX
cuisgijiHowens log-tpancopmoranux AUCot ta Cmax MOTPANISAIH B MEXKI
BU3HAYEHOro JianasoHy, i ToMy ojHouacHe 3acrtocyBanHs T-705a ta
ozenpTamiBipy Qocdary He BruMBaO Ha hapMaKOKIHETHKY OYIb-SKOTO 3
1UX TpernapaTiB. ToMy icHYe HeRellMKa MOKITMBICTE B3aEMOJIIT JTIKAPCHKUX

3ac00iB Mig 4ac 0JHOYACHOTO MpUHOMY.

3asiBHHK (BJIACHHK peecTpauliliHOro mocBiIueHHs)

ITipmmc /lianuc/
Hara 07.01.2021
[ToeHe iM’st Ta ocajaa Hp. Inga dapxan laiix MBBC, ML

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyunii crieriianict MeHIHOTO Ta PeryJIaTOPHOro
JenapTaMeHTy

(Lead — Medico Regulatory Affairs)
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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

tS A0 )
1480 {9, A
i U/ !

/ISy

I. Name of the | AVIGAN (Favipiravir) 200 mg tablets
Medicinal Product
(Marketing

Authorization No., if
any)

2. Applicant

Dr Reddys Laboratories Ltd, India

3. Manufacturer

TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD,, Japan

4, Performed studies

DX ves [Jno if no, provide reasons

1) type of the medicinal
product registered or to
be registered

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP110
Bioequivalence Study on the Pharmacokinetics of T-705a 100 mg Tablet and
200 mg Tablet in Healthy Volunteers

6. Phase of clinical trial

Phase I,

7. Clinical trial was
held

Nittazuka Medical Welfare Center Fukui General Hospital
From March 31, 2009 to May 3, 2009

8. Countries where the | Japan
clinical trial was held
9. Number of subjects | 24

10.  Objective and
secondary goals of the
clinical trial

To investigate the bioequivalence of T-705a 100 mg tablet and 200 mg tablet in
healthy adult males.

11. Clinical trial design

Bioequivalence Study

12. Main entry criteria

a) Volunteers aged between 20 and 39 years.

b) Volunteers with a BMI of between 18.5 and 30 kg/m2, and with a body weight
of 58 kg or more.

¢) Volunteers who do not wish to conceive with a partner fom the first test drug
administration of Period 1 to 90 days after the completion of the test drug
administration of Period 2.

d) Volunteers who understand the study requirements and provide written
informed consent.

¢) Volunteers who are medically healthy with no clinically significant abnormal
findings on clinical laboratory results, vital signs, 12-lead ECG, and other clinical
findings, as determined by the principal investigator.

13.  Studied  drug,
posology, strength

Test drug and lot number:

(1) Test drug

T-705a tablet [100]: LC502F100
T-705a tablet [200]: MA507F200
Mode of administration:




(1) Dosage

Dose: 400 mg per period * 2 periods

Subjects who fulfilled the inclusion criteria and did not meet any of the
exclusion criteria received a single dose of four 100-mg tablets or two 200-mg
tablets orally with 150 mL of water within 60 seconds after fasting for at least 10
hours. Meals were provided 4 hours or more after dosing.

Subjects in Group A received a single dose of four 100-mg tablets in Period 1
and a single dose of two 200-mg tablets in Period 2. :

Subjects in Group B received a single dose of two 200-mg tablets in Period 1
and a single dose of four 100-mg tablets in Period 2.

(2) Duration of Administration

Single dose: Once (1 day) x 2 periods

There was a 14-day (336 hours) washout period between Period 1 and Period 2.

14. Comparator, | --
dosage, posology,
strength

15. Concomitant | --
therapy

16. Efficacy Endpoints

(1) Bioequivalence:

AUCO-t and Cmax were selected as parameters to assess bioequivalence in
reference to Guideline for Bioequivalence Studies of Generic Products.

The 100-mg tablet and 200-mg tablet were to be considered bioequivalent if the
90% confidence intervals of the difference of the means of log Cmax and log
AUCO-t for T-705a 100-mg tablet and 200 mg tablet were contained within the
bioequivalence limits of log (0.80) to log (1.25).

When the above criteria were not met, the 100-mg tablet and 200-mg tablet were
still to be considered bioequivalent if the 90% confidence intervals of the
difference of the means of log Cmax and AUCO-t for T-705a 100-mg tablet and
200-mg tablet were within the bioequivalence limits of log (0.90) to log(1.11)and
the dissolution behaviors of both tablets were similar in the dissolution assay
performed according to Guideline for Bioequivalence Studies of Generic
Products.

17. Safety Endpoints

Safety:

Adverse events were ranked on a 3-point severity scale (“Mild,” “Moderate,” or
“Severe”) by referring to the Criteria for Severity Scale and on a 5-point grade
scale (Grade 1 to 5) by referring to the NCI Common Terminology Criteria for
Adverse Events v.3.0 (Japanese version JCOG/JSCO).

If an adverse event did not match any of the grades, the grade was to be assessed
by referring to the Criteria for Severity Scale. “Mild.” “Moderate,” “Severe,”
“Life-threatening or disabling.” and

“Death related to an adverse event” corresponded to “Grade 1,” “Grade 2, “Grade
3.” “Grade 4,” and “Grade 5.” respectively.

Causal relationship to the test drug was assessed as “1. Definite,” 2. Probable,”
“3. Possible,” *“4. Remote™ or 5. Unrelated”. Adverse events assessed as | to 4
were regarded as related to the test drug.

18. Statistical methods

(1) Pharmacokinetic analysis

1) Plasma concentrations versus time

Plasma concentrations versus time for T-705a of 100-mg tablets and 200-mg
tablets were presented.

2) Calculation of pharmacokinetic parameters using a non-compartmental
method

VA



Pharmacokinetic parameters and summary statistics for T-705a of 100-mg
tablets and 200-mg tablets were calculated. The following pharmacokinetic
parameters were calculated:

AUC, AUCO-t, Cmax, tmax, MRT, ke

3) Calculation of 90% confidence intervals

The 90% confidence intervals of the difference of the means of log Cmax and
log AUCO-t for 100-mg tablets and 200-mg tablets were calculated.

(2) Safety evaluation

1) Adverse events

Adverse events were coded using MedDRA/J version 11.0 and tabulated.

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

Volunteers aged between 20 and 39 years. Volunteers with a BMI of between
18.5 and 30 kg/m2, and with a body weight of 58 kg or more.

20. Efficacy Results

The 90% confidence intervals of the geometric mean ratios of 200-mg tablet group
to 100-mg tablet group were 0.933 to 1.108 for Cmax and 0.942 to 1.053 for
AUCO-t. They were contained within the bioequivalence limits of 0.80 to 1.25. T-
705a tablet [100] and T-705a tablet [200] were considered bioequivalent.

21. Safety Results

No deaths or serious adverse events occurred. Pyrexia as a significant adverse
event that led to discontinuation was reported in 1 subject in the 100-mg tablet
group. The causal relationship to the test drug was “Unrelated”. All adverse events
that occurred in this clinical study were mild in severity. Adverse events were
reported in 25.0% (6/24 subjects, 9 events) in the 100-mg tablet group and 13.0%
(3/23 subjects, 4 events) in the 200-mg tablet group. Adverse events related to the
test drug were 20.8% (5/24 subjects, 7 events) in the 100-mg tablet group and
8.7% (2/23 subjects, 2 events) in the 200-mg tablet group.

22. Conclusions

T-705a tablet [100] and T-705a tablet [200] were considered bioequivalent.
Therefore, T-705a tablet [200] was considered to be available for use in studies in
the future.

Applicant (Marketing Authorization holder)

Signature
@
Date 25 October 2020
Full name with | Dr. Shifa Farhan Shaikh MBBS, MD.
Position Lead — Medico Regulatory Affairs
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Honarok 30

A0 Hopsaaky npoBe/ieHHs eKerepTH3H
peecTpauifiHux Matepiasiis Ha iKapebki 3aco6m,
1110 NOJAKOTHCS HA JePiKaBHY

peECTpailo (MepepeecTpaiin), a Takox
EKCTICPTH3HM MaTepiasiiB Ipo BHECEHHS 3MiH 10
peecTpauiifHux MaTepiaaie npoTarom aii
peecTpauifinoro nocsiueHns (myHkT 4 posainy IV)

3BIT
PO KJIiHiYHe BHIPOOYyBaHHSs

1. Hazga
JliKapceKOro 3acofy
(3a HassBHOCTI —

ABIT'AH (®aginipagip) Tabnetiu no 200 mr

HOMEp

peecTpauiifHoro

OCBITUCHH1)

2. 3aABHHK HA-p Peaui’c JlaGoparopic JIta: 8-2-337. Poya Ne 3, Bammkapa Ximns,
Xaiinepaban, Tenanrana — 500 034, Iumis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupoGHuk TOAMA ®EKTOPI @Y DKHOIIIBM TOSIMA KEMIKAJI KO., JIT/I;
4-1, Humo-Oxkyi 2-Yome, Tosma-wn, Tosma, Snowis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. lNpopeneni Tak |___]Hi AKINO Hi, BKA3aTH MPUYUHH

JOCTiIKeHHS

1) Tum nikapeeKoro
3aco0y, 3a AKHM
rnpoBoaunacs adbo
TIaHYEThCs
peecTpauis

JTikapehKkuii 3acit 3 MOBHUM J10ChE (aBTOHOMHE J10ChE)

5. IloBHa Hazga
KITIHIYHOTO
BUNpOOyBaHHs,
KOZI0BaHHIi HOMep
KJHIYHOrO
BUNpoOYBaHHS

T705aJP110
Hocaizkenns dioeksiBaenTHOCTi 1010 PapMAKOKIHETHKA Tab/eTKH
T-705a no 100 mr Ta TadaeTkn mo 200 Mr y 310poBHX 106pOBOILIIB

6. Maza KIiHIYHOrO
BHUIPOOYBAHHS

Daza l,

7. Ilepion
NPOBe/IeHHS
KJ1IHIYHOTO
BUITPOOYBaHHS

Nittazuka Medical Welfare Center Fukui General Hospital

3 31 Bepesns 2009 poky no 3 Tpasus 2009 poky

8. Kpaium, ne
TIPOBOIUIIOCS
KITiHIuHe
BHNpoOyBaHHs

Snonis




/5

9. KinbkicTh
JOCITIHKY BAHUX

| 24

10. Mera Ta
BTOPHHHI HiMi
KITIHIYHOTO
BUIIPOOYBaHHS

Hocnignru Gioekeisanenthicts Tabnerkn T-705a 100 mr Ta Tabnetku 200
MT Y 3JJ0POBHX IOPOC/IHX HOIOBIKIB.

11. J{usaiin
KJIIHIYHOTO
BUNPoOYBaHHS

HocuigkerHs 0l0eKBIRANCHTHOCTI

12. Ocuogni
KpUTepii BKIKYCHHS

a) lo6posonbui Bikom Bix 20 110 39 pokis.

) loGpooskui 3 IMT Bin 18.5 10 30 kr/ M” i 3 Macoro Tina 58 Kr i 6ibLie.
B) JloGpOBOIbLL, AKi He MIAHYKOTH 3a4aTTA B MePio/l Bijl MePIIOro BBEAEHHS
JOCIIiIKYBAHOTO TIpenapaTy Ta B nepiof iz 1 10 90 aus mics 3aBCPLIEHHS
BBEJIEHHS JOCITiI)KYBAHOTO Mpernapary.

r) Jobpososkui, fKi pPo3yMilOTE BHMOIM JOCHIUKEHHS Ta HAJAIOTh
MHCEMOBY IH(DOPMOBAHY 3roiy.

e) JlobpoBosbui, AKi MalOTh 3a0BIILHMIT CTAH 310pOB’S T4 HE MAlOTh
KIHIYHO  3HAUYUMX  BIAXHJICHb  Pe3y/bTaris  KIiHiko-1aGopaTopHuX
JOCHIPKeHb, [MOKA3HKMKIB JKUTTEBO BayKIHBUX ¢dynkuiii, EKT y 12
BIBEJCHHAX Ta [HWMX KIHIYHUX JAHUX, BH3HAYEHHX [OJOBHUM
JLOCJIITHUKOM,

13. JocnimkyBanmii
miKapchbKui 3acio,
Cr1ocio
3acTOCYBaHHA, CHUIlA
nii

Hocninskysanuii rpenapar Ta HOMEpP Naprii:

(1) HocnimwkyBannit npenapar

Tabnerka T-705a [100]: LC502F100

Tabnerka T-705a [200]: MA507F200

Pexxum npuiiomy:

(1) Hosypanus

Hosza: 400 mr x 2 nepiojun

CyO'extn, SKi BiANOBiJaiu KpHTepisM BKJIIOUEHHS Ta HE BiANOBimaIn
JKOITHOMY 3 KPHUTEpIiB BUKTIOUEHHS, OTPHMYBAJIH Pa3oBy /103y YOTHPLOX
tadnerok no 100 mr abo aBox tabnerok no 200 Mr nepopanbHoO i3 150 M
BOJIM NIPOTAromM 60 CeKyHJ Iic/ia rojloyBaHHA MPOTAroM, lpuHaiiMui, 10
roaud. Hactynnuit npuiiom ki BinOyBaBes yepes 4 roamuu ado Giblue
Tic/s {03y BaHHS.

Cy0Q'ekTH rpynu A oTpHMYBaJIK Pa3zoBy 103y 4OTHPLOX Tabnerok no 100 mr
y nepioa 1 Ta pasoBy 103y aBox tadaetok no 200 Mry nepios 2.

CyO'ektn rpynu B oTpumyBanu pasoBy 103y aBox tabietok no 200 mry
nepioz 1 Ta pazoBy 103y wotHphox Tabietok o 100 mry nepion 2.

(2) Tpusanicte npuiiomy

Pasoea nosa: Oxun pas (1 aeHs) x 2 nepioau

Mix nepionom | rta nepiogom 2 Oy l4-mennnit (336 roamn) mnepion
BUMHBAHH3I.

14. TIpenapar
MOPIBHSTHHS, 7034,
criocio
3aCTOCYBaHHS, CUIIa
it

15. CynyTHs Tepariis

16. Kputepii ouinku
e(peKTHBHOCTI

(1) bioekBiBaNeHTHICTE:

>
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{ AUCo-t Ta Ciax 6y 06pani sik napaMmeTpy Ui oLiHKH Gi0eKBIBATIEHTHOCTI

3 NOCHNAHHAM Ha KepiBHULTBO 3 10CiKeHb Hi0eKBIBAICHTHOCTI
reHepuunux npenaparis (Guideline for Bioequivalence Studies of Generic

| Products).

Tadnerxn no 100 mr ta taénerku no 200 Mr e 1/l BBAXKATH
OioeksiBanenTHIMH, sKILO 90% A0Bipyi IHTEPBAJIM Pi3HULI cepe/Hix
3Ha4eHb log Cimax Ta log AUCo« ana tabnerku 100-mr T-705a Ta TabeTkn
200 Mr 3HaxomHIMCh ¥ Meskax GioeKBiBaseHTHOCTI Bix log (0,80) o log
(1,25).

Ao BHILE3a3HAYEH] KpUTEpiT He Gyni BukoHAaHI, TabneTkH 1o 100 Mr Ta
TabneTku no 200 Mr Bee 1ie ¢ITix BRaXKATH Gi0eKBiBATCHTHHMIL axute 90%
JIOBipYi iHTepBa/IM PI3HULI cepe/IHIX 3HAYEHD log Cimax Ta AUCo- st
Tadnerkn T-705a 100 Mr Ta Tabretkn 200 Mr 3HAXOIHIHCH y Mex)ax
GioekBiBanentHoeti Bia log (0,90) 10 log (1,11). a XapaKTePUCTHKH
GiopoctynHocTi 060X TabneTok GyaM NOAIGHUMY B aHaiiai

0i00CTY MHOCTI, MpoBeaeHOMY 3rinHo KepiBHULITBA 3 A0CTILKeHD
OiOeKBIBAIGHTHOCT] FeHePHUHIX npenapartis (Guideline for
Bioequivalence Studies of Generic Products).

| 17. Kpurepii ouinku
Gesneku

besneka:

HoGiuni sBuma KiacudikyBaiuch 3a 3-0albHOIO IKATOK THKKOCT
(«lerkan, «IlomipHa» aGo «Tsmkkay), M0CHIAIOYMCH HA Kpurepii mkanu
TSIKKOCTI Ta 3a 5-6anbHok wkasow (Bix 1 1o 5), MoCcHIaOYKUCh HA 3arajibHi
TepMiHonoriuni kpurepii NCI wono necnpustnuenx noaii v.3.0 (sinoHcBKa
sepcis JCOG / JSCO).

Akwo nodiuHa peakilist He BiAnoinae koHIi OWiHLG, T omiHIOBaIH 3a
MOCHIAHHAM HA KAy KPHTEpiiB TaxkocTi. «Jlerkniin, «ITomipHuiin,
«Tsxkuit», «3arpoxye xurTio abo inBastinzye» ta «CMepTh, NoB's3aHa 3
MOOIYHNM ABHIIEMY BIAMOBiAaNa « |-My CTYTICHION, «2-MY CTYNEHIO», «3-My
CTYTEHIO», «4-MY CTYIEHIO» Ta «5-MY CTYNEHIO» BiAMOBIHO.
llpuunHHo-HacHiAKOBUI  3B'130K i3 J0CIIKYBaHUM npenapaTom
OUIHIOBAIM 33 WIKAIOK 3 M'ATH kareropiit 1. «/locToBipuuii», 2.
«Mmogipunity, 3. «Moxausuity. 4. «Binnanennit»  abo 5. «bes
ZI0CTOBIPHOTO 38°A3KY», BIAMOBIAHO /10 KpurepiiB npu4YHHHO-HACTIAKOBOrO
3B'SI3KY HECTIPHATIMBHX sBMNL HebaxkaHi SBHILNA, OLiHeHi gK 1-4,
PO3IIIANIANINCD AK MOB'A3aH1 3 TOCHIIKY BAHUM NPENapaToM.

18. CrarucTuyni
METO M

(1) ®apmakokineTnyHuii ananiz

1) Konuentpautis B iasmi B 3a1eskHoCTi Bin yacy

bynu npescrasneni niasmoei koHuenTpartii Ta yac s T-705a y TabreTkax
no 100 mr ta Tabnerkax no 200 mr.

2) PospaxyHok (apMakoKiHETHYHHX napameTpis i3 BHKOPUCTAHHAM
HEKOMMapTMEHTHOTO METO1y

Pospaxosano dapmakokineTHuHi napamerpu Ta 3BeieHi cTaTHCTHYHI AaHi
s T-705a Tabnerok mo 100 mr ta Tabnerox no 200 mr. Pozpaxorani
HACTYNHi hapMakoKiHeTHYHI napamMeTpu:

AUC, AUCU-I;.. C-max, tmax. MRT, kel

' 3) Pospaxynok 90% nosipunx inreppanis

Pospaxosano 90% noBipui iHTepBain pisHUL cepeiHiX 3HAYCHD log Cmax Ta
log AUCo.t 4 taGnetok no 100 mr ta Tabnerok no 200 mr.

(2) Ouinka Gesnekn

1) [oGiuni edexrn

?
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[ToGiuni mopii komysamics 3a gonomororo MedDRA /] Bepeii 11.0 Ta Oymm
3Be/IeHI y Tabnuui

19. Jlemorpadiyni
MOKA3HUKH
JAOCTIKY BaHOT
MOy AUil (CTATh,
BiK, paca, ToI10)

Hobposonswi Bikom Bia 20 10 39 poxis.
Hobporoasui 3 IMT Bix 18,5 1o 30 xr/ m? i 3 Macoro Tina 58 kr i 6inbIe.

20. Peayneratn
e(eKTUBHOCTI

90% noBipui iHTepBanM cepeiHiX reOMETPHYHUX CHIBBiJHOMEHL Py
tadserok 200 mr 1o rpynu Tabnetok 100 Mr ctanorun B 0,933 10 1.108
1 Cmax Ta 8ix 0,942 no 1,053 anst AUCer. Boun 3HaX0THIHCE Y Memax
GioexBiranentrocti Big 0,80 1o 1.25. Tabnerka T-705a [100] Ta Tabnerka
T-705a [200] BRaxcanucs 6ioekBiBaIe HITHUMH.

21. Peaynreratn
Oe3rneKu

Cwmeprelt Ta cepiiozHuX noGiuHuX sBMLL He BiAMiuaiock. [loBimomusiocs
PO rifepTepMito AK 3HaYHE HOOIYHE ABHILE, 10 NPH3BENO 10 TIPHITHHEHHS
yuacTi B J0c/ikeHHl, y 1 nauienTa y rpyii, wo npuitvmana tadiaetku no 100
MF [puunnno-Hacniakosuii 38'30K i3 AOCHIIKYBAHUM TpenapaToM OyB

"He noB'Azanumii". Yci noGiuni aBMINa, WO ManK Micle B OMY KIiHiuHOMY
JOCILILKEHHI, OYIH IErKMMU 3a CTyneHeM TskkocTi. 1106iuni aeuma 6yiu
3apeectpoBati y 25.0% (6/24 ocib, 9 Bunaakie) y rpymi, wo npuiimMana
Tabnetkn no 100 mr, i y 13,0% (3/23 oci6, 4 Bunagku) y rpymni, 1o
npuiivana Tabnerkn no 200 wmr. Hebaxani saBuma, nos'szadni 3
JIOCTIJUKY BAHMM TipenapatoM, ctaHoBian 20.8% (5/24 ocib, 7 Bunaakis) y
IpyIi, wo npuitMana tadnetku no 100 mr, i 8,7% (2/23 oci6, 2 sunamkn) y
rpyii, wo npuiMana Tadaeriu mo 200 mr.

22. BUCHOBOK
(3aKmarOUueHHs)

Tabnerxu T-705a [100] Tta TabGmetkn T-705a [200] BBawaaucs
OioexsianentHumu. Tomy Tabnerky T-705a [200] BBaxkanu 20CTY MHOKO /U1
BHKOPHCTAHHA Y JOCIIKCHHAX B MaiiOyTHHOMY .

3asBHUK (BJACHHK peecTpaniiinoro nocsiauenns)

[Tigrc Alianwuc/
Hara 25.10.2020

ITosHe iM’s Ta nocana

Jp. Iuga dapxan atix MBBC, MJ]
(Dr. Shifa Farhan Shaikh MBBS, MD)

Beayuwnii cnenianicT MeAHYHOro Ta peryisSsTOpHOro
JlerapTaMeHTy

(Lead — Medico Regulatory Affairs)
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to Procedure for Expert Evaluation of

Registration Materials for Medicinal
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Authorization (paragraph 4 of Section IV)
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1. Name of the|AVIGAN (Favipiravir) 200 mg tablets
Medicinal  Product

(Marketing

Authorization No., if

any)

2. Applicant

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

3. Manufacturer

TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD.
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Performed studies

yes [_Jno  if no, provide reasons

1) type of the
medicinal  product
registered or to be
registered

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP111
Phase 1, Multiple Oral High-Dose Study to Evaluate the Tolerability
and Pharmacokinetics of Favipiravir in Healthy Volunteers

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

CPC Clinic, Medipolis Medical Research Institute
From July 19, 2009 to April 12, 2010

8. Countries where | Japan

the clinical trial was

held

9. Number of |16

subjects

10. Objective and | To evaluate the safety, tolerability, and pharmacokinetics of multiple doses

secondary goals of
the clinical trial

of favipiravir for 7 days in healthy Japanese males.

11, Clinical trial | Multiple Oral High-Dose Study

design

12. Main  entry | a) Volunteers aged between 20 and 39 years on the day of consent.

criteria b) Volunteers with a BMI of between 18.5 and 30.0 kg/m2, and with a body

weight of 58.0 kg or more.
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13, Studied drug, | Test drug and lot number:

posology, strength (1) Study drug
T-705a tablet [200] (lot no. MAS507F200)
(2) Placebo
T-705a tablet [placebo (100)] (lot no. LE602F100)
Mode of administration:
Subjects in the following groups received their assigned dose regimen
orally between meals (meals were consumed at least 2 hours before and at
least 1 hour after dosing) with 240 mL of water within 60 seconds.
The dosing interval for twice-daily dosing was 12 hours, and drinking water
was permitted except within 1 hour before and after dosing.
* Subjects in Group 1 received an initial dose of 1200 mg and a second dose
of 400 mg on Day 1 and then 400 mg twice daily for 6 days (but once daily
on Day 7):
6 T-705a tablets [200] or placebo tablets as the initial dose on Day 1
followed by 2 T-705a tablets [200] or placebo tablets
* Subjects in Group 2 received an initial dose of 1200 mg and a second dose
of 600 mg on Day 1 and then 600 mg twice daily for 6 days (but once daily
on Day 7):
6 T-705a tablets [200] or placebo tablets as the initial dose on Day 1
followed by 3 T-705a tablets[200] or placebo tablets

14. Comparator, | placebo

dosage,  posology,

strength

L5: Concomitant | Subjects taking part in this clinical study are forbidden to take any drugs

therapy other than the test drugs (including general drugs, herbal drugs and
supplements) and treatments which may affect the safety and
pharmacokinetics of the test drugs

16. Efficacy | (1) Pharmacokinetic analysis

Endpoints 1) Plasma concentrations and urinary excretion versus time for favipiravir

and M1 Plasma concentrations and urinary excretion versus time and
cumulative urinary excretion rates were presented.

2) Calculation of pharmacokinetic parameters of favipiravir and M1 using
a non-compartmental method

Pharmacokinetic parameters of favipiravir and M1 for the initial dose on
Day 1 and the final dose on Day 7 were calculated using a non-
compartmental method. Summary statistics of the pharmacokinetic
parameters were calculated for the different groups and different times of
administration (i.e., initial dose on Day 1 and Day 7). The following
pharmacokinetic parameters were calculated:Favipiravir and M1: Cmax,
AUC (AUC, AUCO-t, AUCr), AUCO-/AUC, t1/2, tmax, UR, CL/F (only
favipiravir) , CLr, MRT, and Vd/F (only favipiravir)

3) Calculation of coefficient of accumulation

Coefficients of accumulation were calculated by dividing Cmin for each
dose by Day 1 C12.

4) Comparison of simulated plasma concentrations with actual values
Plasma concentrations simulated by MBI-PK model were compared with
actual values.

5) Daily AUC

Daily AUC over time was estimated by the MBI-PK model.
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6) Simulation of favipiravir RTP concentrations in lungs

Favipiravir RTP concentrations for each subject estimated by the
simulation model for the favipiravir RTP concentrations in the human lungs
were presented.

Favipiravir RTP concentrations in the lungs for each subject at initial dose,
12, 24, 36 and 48 hours after the completion of the administration were
presented. Summary statistics, geometric means, coefficients of variation,
and standard error were calculated for each group.

Similarly, the percentage of the time when the favipiravir RTP
concentrations in the lungs exceeded 0.4 umol/kg lung was presented for
each subject. Summary statistics, geometric means, coefficients of
variation, and standard error were calculated for each group.

17. Safety Endpoints

(1) Safety

The investigators assessed the severity and causality of the adverse events
that occurred during the clinical study.

Adverse events were ranked on a 3-point severity scale (“Mild,”
“Moderate,” or “Severe”) by referring to the Criteria for Severity Scale and
on a 5-point grade scale (Grade 1 to 5) by referring to the NCI Common
Terminology Criteria for Adverse Events v.3.0 (Japanese version
JCOG/JSCO).

If an adverse event did not match any of the grades, the grade was to be
assessed by referring to the Criteria for Severity Scale. “Mild,” “Moderate,”
“Severe,” “Life-threatening or disabling,” and “Death related to an adverse
event” corresponded to “Grade 1,” “Grade 2,” “Grade 3,” “Grade 4,” and
“Grade 5,” respectively.

Causal relationship to the test drug was assessed as “1. Definite,” “2.
Probable,” 3. Possible,” “4. Remote” or 5. Unrelated” in reference to the
criteria in the adverse event causality assessment criteria table. Adverse
events assessed as 1 to 4 were regarded as related to the test drug. In this
clinical study, the following were defined as other significant adverse
events:

* Adverse events resulting in discontinuation

* Adverse events simultaneously satisfying the following conditions:

- Severity at least Grade 2 or moderate.

- Use of concomitant drug to treat adverse event for at least 3 days

18. Statistical
methods

(1) Pharmacokinetic analysis

1) Plasma concentrations and urinary excretion versus time for favipiravir
and M1 Plasma concentrations and urinary excretion versus time and
cumulative urinary excretion rates were presented.

2) Calculation of pharmacokinetic parameters of favipiravir and M1 using
a non-compartmental method

Pharmacokinetic parameters of favipiravir and M1 for the initial dose on
Day 1 and the final dose on Day 7 were calculated using a non-
compartmental method. Summary statistics of the pharmacokinetic
parameters were calculated for the different groups and different times of
administration (i.e., initial dose on Day 1 and Day 7). The following
pharmacokinetic parameters were calculated:Favipiravir and M1: Cmax,
AUC (AUC, AUCO-t, AUCr), AUCO-t/AUC, t1/2, tmax, UR, CL/F (only
favipiravir) , CLr, MRT, and Vd/F (only favipiravir)

3) Calculation of coefficient of accumulation




195

Coefficients of accumulation were calculated by dividing Cmin for each
dose by Day 1 C12.
4) Comparison of simulated plasma concentrations with actual values

Plasma concentrations simulated by MBI-PK model were compared with
actual values.

5) Daily AUC

Daily AUC over time was estimated by the MBI-PK model.

6) Simulation of favipiravir RTP concentrations in lungs

Favipiravic RTP concentrations for each subject estimated by the
simulation model for the favipiravir RTP concentrations in the human lungs
were presented.

Favipiravir RTP concentrations in the lungs for each subject at initial dose,
12, 24, 36 and 48 hours after the completion of the administration were
presented. Summary statistics, geometric means, coefficients of variation,
and standard error were calculated for each group.

Similarly, the percentage of the time when the favipiravir RTP
concentrations in the lungs exceeded 0.4 pmol/kg lung was presented for
each subject. Summary statistics, geometric means, coefficients of
variation, and standard error were calculated for each group.

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

Healthy adult Japanese males who were over 45 and less than 65 years of
age. (East Asian)

20. Efficacy Results

(1) Pharmacokinetic results

1) In the 1200, 400 mg (BID) group, the peak plasma concentration of
favipiravir was highest at the initial dose on Day 1. Peak and trough
concentrations did not increase with multiple doses of 400 mg following
the Day 1 second dose. In contrast, in the 1200, 600 mg (BID) group, the
peak plasma concentration of favipiravir was highest on Day 7. Peak and
trough concentrations increased with multiple doses of 600 mg following
the Day 1 second dose. In each group, favipiravir was mostly eliminated
from the plasma by 48 hours after the final dose.

2) Cumulative urinary excretion rate of favipiravir to 48 hours after the final
dose was very low, at 0.8% in both the 1200, 400 mg (BID) group and
1200, 600 mg (BID) group.

Cumulative urinary excretion rate of M1 to 48 hours after the final dose
was 53.1% in the 1200, 400 mg (BID) group and 60.3% in the 1200, 600
mg (BID) group.

3) Pharmacokinetic parameters of favipiravir at the initial dose on Day 1
were compared to those on Day 7. CL/F decreased in the 1200, 400 mg
(BID) group, but the other pharmacokinetic parameters remained
unchanged. In contrast, in the 1200, 600 mg (BID) group, Cmax and AUC
increased and CL/F decreased, but CLr was similar. For the
pharmacokinetic parameters of M1, t1/2 was longer on Day 7 than at the
initial dose on Day 1, but CLr was similar in both the 1200, 400 mg (BID)
group and 1200, 600 mg (BID) group.

4) A simulation in the 1200, 400 mg (BID) group and 1200, 600 mg (BID)
group using an MBI-PK model showed that actual plasma concentrations
of favipiravir were comparable to estimated concentrations.
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5) The coefficients of accumulation in the 1200, 400 mg (BID) group
remained constant near 1, and daily AUC remained similar to the Day 1
value throughout the multiple-dose period.

The coefficients of accumulation in the 1200, 600 mg (BID) group,
however, were about 3 on Day 2 and 10 on Day 6, and daily AUC increased
during the multiple-dose period. These results were unaffected even if the
subjects in the 1200, 400 mg (BID) group who had significantly high
plasma favipiravir concentrations and were thought to have low AO activity
were excluded.

6) It was estimated that if the subjects in the 1200, 400 mg (BID) group
received 1200, 600 mg (BID), daily AUC would increase to Day 3, but
would remain fairly constant thereafter.

These results were different from the actual results in the 1200, 600 mg
(BID) group in this clinical study since the coefficient of accumulation
would not increase significantly. It was also estimated that if the subjects
in the 1200, 600 mg (BID) group received 1200, 400 mg (BID), daily AUC
would increase slightly during the multiple-dose period. These results were
different from the actual results in the 1200, 400 mg (BID) group in this
clinical study since the coefficient of accumulation would increase to about
2 on Day 2 and 12 on Day 6.

7) Favipiravir RTP concentrations in the lungs estimated by the simulation
model reached the targeted favipiravir RTP concentration in the lung,
which confers a survival rate of 100% in a mouse model of lethal infection,
in 5 of the 6 subjects in the 1200, 400 mg (BID) group and 4 of the 6
subjects in the 1200, 600 mg (BID) group.

21. Safety Results

No deaths or serious adverse events occurred. As other significant adverse
events, rash was reported in 1 subject in the 1200, 600 mg (BID) group.
This event was assessed as probably related to the test drug. Adverse events
were reported in 66.7% (4/6 subjects, 4 events) in

the 1200, 400 mg (BID) group, 83.3% (5/6 subjects, 7 events) in the 1200,
600 mg (BID) group, and 3/4 subjects (3 events) in the placebo group.
Adverse events related to the test drug were reported in 66.7% (4/6 subjects,
4 events) in the 1200, 400 mg (BID) group, 83.3% (5/6 subjects, 7 events)
in the 1200, 600 mg (BID) group, and 2/4 subjects (2 events) in the placebo
group. Rash in 1 subject in the 1200, 600 mg (BID) group and syncope in
1 subject in the placebo group were moderate in severity. All other adverse
events were mild in severity.

2) Rash leading to discontinuation was reported as a significant adverse
event in 1 subject in the 1200, 600 mg (BID) group. The event was
moderate in severity and was deemed to be related to the test drug by the
principal investigator. Eosinophil levels of the subject remained normal
throughout the study period. The event did not show plasma concentration
dependence.

3) Blood uric acid increased as the most common adverse event was
reported in 50.0% (3 /6 subjects, 3 events) in the 1200, 400 mg (BID) group
and 83.3% (5/6 subjects, 5 events) in the 1200, 600 mg (BID) group. This
event was not reported in the placebo group. No moderate or significant
adverse events occurred in the 1200, 400 mg (BID) group, in which adverse
events were lower than in the 1200, 600 mg (BID) group.
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4) Endocrinological tests related to the testes showed no variation
considered to be clinically abnormal even when the daily AUC of
favipiravir exceeded 1500 pg-h/mL.

5) There were no clinically significant findings in vital signs or 12-lead
ECG during the study period.

6) The subject in the 1200, 400 mg (BID) group had low AO activity, the
primary metabolic enzyme of favipiravir, but the tolerability to favipiravir
for this subject was identified.

22. Conclusions

In this clinical study, the tolerability and the pharmacokinetics of
favipiravir were identified at an initial dose of 1200 mg and a second dose
of 400 mg on Day 1 and then 400 mg twice daily for 6 days (but once daily
on Day 7) and an initial dose of 1200 mg and a second dose of 600 mg on
Day 1 and then 600 mg twice daily for 6 days (but once daily on Day 7).
Both dosages may therefore be used in patients.

Applicant (Marketing Authorization holder)

Signature

!

Date 25t October 2020

Full name with | Dr. Shifa Farhan Shaikh MBBS, MD.
Position Lead — Medico Regulatory Affairs




Honaroxk 30

no Iopsaaky npoBeneHHs eKcrepTH3N
peecTpauifHuX MaTepialis Ha JiKapchki 3aco6u,
IO TIOJIAKOTHCS Ha JIEPKABHY

peectpanio (mepepeecTpaniio), a TAaKoxK
eKCIIEPTU3H MaTepialliB PO BHECEHHS 3MiH 10
peecTpanifHuX MaTepiajis nporarom fif
peecTpauiiinoro nocsiguenns (myuxr 4 posniny IV)

3BIT
Npo KJIiHiYHe BUIIPOGYBaHHS
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1. Haszga
TiKapchKOro 3acoly
(3a HasiBHOCTI —

ABII'AH (®aginipapip) Tabnerku mo 200 mMr

HOMeEp

peecTpauiiHoro

MOCBITYCHHS )

2. 3asBHUK A-p Penni’c Jla6oparopic Jltn; 8-2-337, Poyx Ne 3, Bammkapa Ximis,
Xalinepaban, Tenanrana — 500 034, Iunis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupobHuk TOAMA ®EKTOPI @V DKHUOIIBM TOSIMA KEMIKAJI KO., JITI;
4-1, IlInmo-Oxyi 2-Yome, Tosma-mm, Tosma, SAnonis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO.LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4.IlpoBeneHi X tax [ Jui  sxwmo =i, BkazaTu NPUIHHY

JIOCITiKe HHS

1) THn nDiKapcEKOro
3aco0y, 3a SKUM
npoBojuiacs abo

Jlikapcbkuii 3a¢i0 3 NOBHAM 10Ch€ (ABTOHOMHE /10ChE)

IUIAHYETHCS
peecTpais

5. IloBHa Ha3pa T705aJP111

KJIiHIYHOTO ®asza 1, 6araTopa3ose nepopajibHe BeJeHHs] BUCOKHX /103 Mpenapary
BUNPOOYBaHHS, AUIA OUIHKH mepeHocumocTi Ta (apmakokinernku dasinipasipy y
KOZIOBaHHH HOMEp 310POBHX 100POBOJILIIB

KJIIHI4YHOTO

BUNPOOYBaHHSA

6. ®aza kiminigynoro | ®asal,

BUIPOOYBaHHs

7. Ilepion CPC Clinic, Medipolis Medical Research Institute

NPOBEICHHS

KJIiHIYHOTO 3 19 mumna 2009 poky no 12 keithst 2010 poky

BUNPOOYBAHHS

8. Kpainu, ne AnoHis

IPOBOJUIIOCA

KIiHiuHe

BUIIPOOYBaHHA
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9. Kinskicts 16

JIOCIIJKYBaHUX

10. MeTa Ta Jns oninkyu Ge3nexu, nepeHOCHMOCTI Ta (hapMaKOKIHETHKH BHCOKHX 03
BT(.)p.HHHi i (aginipasipy nmpu npuiiomi nporsrom 7 QHIB Y 3M0POBHMX SIOHCHKHX
KJTIHIYHOTO YOJIOBIKIB.

BUITPOOYBaHHs

11. JIuzaiin HocnijpkeHHs 6araTopazoBOro nepopasbHOro BREAECHHS BUCOKHX 7103
KIITHIYHOTO

BUIIPOOYBaHHS

12. OcHoBHi a) Jlobpopoasui y Bimi Bim 20 go 39 pokie Ha MOMEHT MiANMCaHHS

KpHTEpil BKIOYEHHA

iHpOpPMOBaHOT 3ro/u.
6) Mo6poronsui 3 IMT Bix 18,5 mo 30,0 kr / M? i 3 macoro Tina 58,0 kr i
Binelne.

13. HocnimxyeaHuit
MiKapchKHH 3aci6,
criocio
3aCTOCYBaHHA, CHIIa
it

HocnimpKyBaHuii penapat Ta Homep naprii:

(1) BuBuenns npenapary

Tabnerku T-705a [200] (Homep naptii MAS507F200)

(2) ILmauebo

Tabnerku T-705a [nnaueto (100)] (Homep mapTii LE602F100)

Crioci0 BBeIeHHS:

CyG'extH JOCHIIKYBaHMX TPyl OTPUMYBAdH NPH3HAYCHHH pEKUM
J03yBaHHS Ipenapary IepopaibHO Mix IpuiiomaMu Dxi (DKy BxKHUBaIH,
NpuHakiMHi, 3a 2 rOAMHM 0 i, NpUHAKMHI, 3a | roguHy micis npuiomy
npenapatii) Ta 240 ma Boau npotarom 60 cexyH.

IHTEepBan A03yBaHHS MiX JBOKPATHHUM NPUHOMOM Ha JIeHb CTAHOBMB 12
FOJIHH, MUTH BoAy OyNo 03BOJNEHO, 3a BUHATKOM | rOJUHH J10 Ta Iicis
NpHAOMY [03H Ipenapary.

* Cy0'extu rpynu 1 orpumyBanu noyarkoBy no3y 1200 mr Ta apyry aosy
400 mr y 1-i pens, notiMm 400 Mr aBivi Ha JAeHb npoTaroM 6 aHiB (i OQMH
pa3 Ha JIeHb Ha 7-H JIeHB):

6 Tabnerox T-705a [200] abo TabneTku mianebo, K MOYaTKORA /1034 Ha |-
it nens, notim 2 Ta6nerku T-705a [200] abo TabneTku miamne6o

* Cy0'extH 2-1 rpynu oTpuMyBaau noyatkoBy go3y 1200 mr ta apyry aosy
600 mr 1-ro aus, a notimM 600 Mr aBivi Ha qeHs mpoTaroM 6 auis (i 1 pas
Ha o0y Ha 7-# neHb):

6 tabnerok T-705a [200] a6o TabneTku ruianedo K MoYaTKoBa j103a Ha 1-
it ens, motiM 3 Tabaerku T-705a [200] a6o Tabnerku rianebo

14. Ilpenapar
MOPiBHSHHS, 1034,
croci6
3aCTOCYBaHHA, CHJIa
Juit

[Inaneto

15. CymyTHs Tepanis

CyO'ektam, siki OepyThb ydYacTe y IBOMY KITiHIYHOMY JOCIi/KEHHI,
3a00pOHSETECST  3aCTOCOBYBaTH Oyap-fiki IHINI npenapatd, KpiM
HOCHiKYBaHHX (BKJIFOYAIOWM TIperapaTH 3a peLenToM, POC/IHHHI
npenapaTty tTa 100aBKH) Ta METOIM JIIKyBaHHA, fKi MOXYTh BIUIMBATH Ha
Besneky Ta hapMakoKiHETHKY BUIIPOOYBaHUX IIpENIapaTis.

16. Kpurepii oniHku
eeKTUBHOCTI

(1) ®apmakoKiHETHYHHI aHAali3

1) PiBHi KoHIEHTpaIi#l B IU1a3Mi KpoBi Ta eKcKpeLis 3 ceueto (asinipaBipy
ta M. PiBHi KoHLEHTpalili B mia3mi KpOBi Ta €KCKpeLis 3 ceuelo B
3aJ1€XKHOCTI BiJI 4acy Ta CYKyIHa LIBHAKICTH €KCKpellil 3 ceyeto.
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2) PozpaxyHoK (apMakoKiHeTHHHUX NapameTpis (apimiparipy ta M1 3
BUKOPHCTAHHSM HEKOMITAPTMEHTAIBEHOTO METOLY

DapmakoKineTH4Hi napameTpy (asinipasipy Ta M1 st 1049aTKOBOT 1031
Ha 1-if nmews Ta xiHuemroi jgosm ma 7-if gemr Gymu pospaxosami 3
BUKOPUCTAHHAM HEKOMNApTMEHTAJBHOTO METOY. 3BeJeHi CTaTHCTHYHI
JaHi o0 GapMakKoKiHeTHYHHUX apaMeTpiB 6yJ1M po3paxoBaHi Ayis pisHUX
IpYIl Ta Pi3HOrO Yacy BBEJEHHA (TOOTO MOYATKOBA 1032 HA | Ta 7 JIeHE).
Bynu pospaxosani HacTynHi papmakokiHeTHuHI napameTpu:

®@asinipasip Ta M1: Cmax, AUC (AUC, AUCo., AUCt), AUCo/AUC, tis2,
tmax, UR, CL/F (mume nns daginipagipy), CLr, MRT, ta Vd/F (ume s
dasinipagipy)

3) Po3paxyHok koedillieHTa HAKOTHYEHHS

KoedilieHTH HaKONMMYEHHS PO3PaxOBYBAIM LUIAXOM AiNeHHS Cmin UIS
KoxHOI 7034 Ha 1 nens C12,

4) TlopiBHAHHA 3MOJENBOBAHMX KOHLEHTpALili y miasmi Kpoei 3
(akTHYHNUMM 3HAYSHHAMH

Konnenrpanii B 1mnasmi kpoei, 3mopmensoBani Mopemmo MBI-PK,
MOPIBHIOBANH 3 (PaKTHYHHMH 3HAYEHHAMH.

5) lonenna AUC '

Ilopenny AUC B yaci ouiHroBany 3a mogeinmo MBI-PK.

6) MoznemoBannsa KoHUeHTpawil pasimipaBipy-PT® y siereneBiii Tkanuni
bynun mnpezncrasneni koHueHTtpauii ¢apinmipaBipy-PT® mis KoxkKHOro
cy0’eKTa, OLiHEH] NpH MOJEMIOBAHHI KOHIEHTpaliii pasinipasipy-PT® y
JIereHeBil TKAHWHI JIFOIHHU.

bynu mnpencraBneni koHueHtpauii ¢asinipaBipy-PT® y neremsx mis
KOXXHOTO cy0'eKTa y BBEICHHI MIOMATKOBOT 103u Ta uepes 12, 24, 36 Ta 48
TOJIMH Mic/Id 3aBepINeHHs npuitomy. J{ist koxkHOT rpymnu Gynu po3paxoBaHi
y3arajbHEHi CTaTMCTHYHI JaHi, TeOMeTpHYHi MeJiaHu, KoedilieHTu
Bapiawii Ta cTanapTHa MOXMOKa.

[Noni6bHum umMHOM JUIs KOKHOro cy6'exra Oyio NpeacTaBIeHO BiJCOTOK
Jacy, KoJM KoHueHtpauis ¢aginmipaipy-PT® y nerensax mepesuinysana
0,4 mxmons/kr nereHi. J{nsa koxHol rpynu 6yau po3paxoBaHi y3araisHeHi
CTATUCTHYHI JaHi, reoMeTpu4Hi Menianu, koediuieHTn Bapiamii Ta
CTaHJapTHa Ioxuoka.

17. Kpurepil oninku
De3nexu

(1) Bezmnexa

JloCHiTHUKH OL{HIOBANM TSDKKICTH T4 NPUYMHU BUHUKHEHHS NOGIYHMX
ABUII, SKI MQJIM Miclle IiJT 4ac KIHIYHOTO AOCIIKEHH.

[Mo6iyni sBMmma KmacH}ikyBaiucs 3a 3-0albHOIO IIKAJIOW TAKKOCTI
(«Jlerka», «llomipna» abo «Tspkka»), nocunarounce Ha Kpurepil mkanu
TSDKKOCTI Ta 3a 5-0ansHoro mkasnoro (Bix 1 1o 5), mocuiarouuce Ha 3araibHi
tepMiHonoriuni  kpurepii NCI 1mojgo HecnpusTiueux mogiid  v.3.0
(smonceka Bepeis JCOG / JSCO).

SAxmo nobiyHa peakilia He BiANOBiAa a *KOIHIM OLIHLI, T oUiHIOBaIM 32
MOCHJIaHHAM Ha WIKany KpuTepiiB TspkkocTi. «Jlerkuit», «IlomipHuit,
« Tsoxxuit», «3arpoxye xutTio abo iHBanigusye» ta «CMepTh, MoB's13aHa 3
noGiYHUM SBUILEM» BiMOBigaNa «1-My CTYIEHIO», «2-MY CTYIEHIO», «3-
MY CTYIIEHIO», «4-My CTYIEHIO» Ta «5-MY CTYIEHIO» BiIMOBiTHO.
[IpyyuHHO-HACTIAKOBMI  3B'M30K 13  JOCHIUKYBaHMM  IIperiapaTom
OLIHIOBAJIM 3a IUKaJoKw 3 m'atd Kateropiit 1. «JlocToBipHuity, 2.
«PIMOBipHMﬁ», 3. «Moxnusuity, 4. «Bigmanenuit» abo 5. «bes
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JIOCTOBIpHOrO  3B’si3Ky», Bigmosiguo mo Kpurepiie npuymnHO-
HACJIiJKOBOTO 3B'SI3KY HECTIPUATIMBUX ABuI. HeGasxkani apuma, onineni sk
1-4, posrnsapanuck Ak NOB'A3aHi 3 JOCITIKYBaHHM MPEIIAPATOM.

V 1npoMy KIiHIYHOMY AOCHiDKeHHI Oy BuzHaueHi 3Hauymy mnoGidmi
SIBHILIA TaKi:

* ITo6iuni siBMINA, 1110 TPU3BOAATE /10 TIPUIIMHEHHS JIIKYBaAHHS

* ITo6iuHi sBUINA 0AHOYACHO 33I0BOJBHAIOTE HACTYIIHI YMOBAMM:

- CTyniHp TSDKKOCTI sIBHINA HIOHAMMeHmIe 2 CTyIeHs abo CepeaHboro
CTYTEHS TSKKOCTI.

- JIKIo 3acTocyBaNachk CYIMyTHs Tepamis /Ui JiKyBaHHs MOOIYHHX SBMIIL,
NpHUHAAMHI, TPOTAroM 3 JIHIB

18. CraTucTruni
METOIN

(1) ®apmakokiHeTHUHMIT aHATTI3

1) PiBeHp koHueHTpanii B mmua3mi KpoBi Ta eKCKpellis 3 ceuero
dapinipasipy Ta M1.

PiBeHB KOHIEHTpaIil B IUIa3Mi KPOBi Ta €KCKpELIis 3 CEUCIO B 3AJICHKHOCTI
BiJl Yacy Ta KyMyJIATHBHA IIBUJIKICTH €KCKpELl 3 ceyelo.

2) PozpaxyHok ¢apmakokiHeTHUHHMX napametpiB daginipasipy ta M1 3
BUKOPHCTAHHSIM HEKOMITAPTMEHTAIBHOTO METOTY.

dapmaxokiHeTuuHi napamerpu agpinipapipy Ta M1 i BeegeHol
MOYaTKOBOT J103W HAa 1-il JeHp Ta KiHUEBOi 703U Ha 7-H JeHb Oyiu
po3paxoBaHi 3 BUKOPUCTAHHIM HEKOMIIAPTMEHTAIBHOI'O METOAY. 3BEICHI
CTATUCTHYHI JAaHi 1040 (apMakOKiHETHYHHX napameTpiB Oynu
pO3paxoBaHi I Pi3HUX TPYII TA Pi3HOTO Yacy BBEI€HHS (TOOTO MOYaTKORA
Jno3a Ha 1 Ta 7 neHn).

PospaxoBani HacTynHi (apmakokiHeTHuHi mapamerpu: @apinipaBip Ta
M1: Cmax, AUC (AUC, AUCo., AUCt), AUCo-/AUC, ti22, tmax, UR, CL/F
(mawe i dasimipasipy), CLr, MRT, i Vd/F (ume s daginipasipy).

3) Po3paxyHok Koe(illieHTa HAKOTTHYEHHS.

KoeodilieHT HAKONMYEHHS pO3paxoBYBald AiTCHHAM Cmin, IS KOXKHOT
J103M Tpenaparty, Ha nepmuid qeus C12.

4) TMopiBHsHHS 3MOJIENBLOBAHUX PIBHIB KOHUEHTpALli y ruia3sMi Kposi 3
(haKTHUHMMM 3HAYECHHAMH.

PigHi KoHIEHTpaLil B I1a3Mi KPOBi, 3MO/I€IEOBaHI 32 JIOTIOMOTOIO MOJIET
MBI-PK, nopisHioBanu 3 haKTHYHMMH 3HAYEHHAMH,

5) Hlogenna AUC

omennuit AUC 3a yacoeuii NpOMIKOK OLiHIOBanM 3a Mmozenmo MBI-
PK.

6) MojiemoBanns KoHueHTpauii dpasinipasipy-PT® y nerenesiit TkanuHi.
Byiiu nipezcrasiieHi piBHi KoHueHTpauil ¢asinipapipy-PT® ais koxkHOro
cy6’exTa, OliHEHi 3MO/IEIFOBAHOIO KOHIeHTpalier (asinipasipy-PT® y
JIeTeHEBii TKAHWHI JIFOIUHU.

Bynu npejicrasneni koHueHtpauii dasinipaipy-PT® y neremsx s
KOXHOTO cy6'eKTa y noyatkoBiit no3i ta uepes 12, 24, 36 Ta 48 roauH micins
3aBEpIICHHS NpHUifoMy. 3Be/IeH] CTATUCTHYHI []aHi, TEOMETPHYHI Cepe/iHi
3HaueHHs, kKoediuienTn Bapiauii Ta craHgaprHa noxubka Oynu
po3paxoBaHi s KOXKHOI TpyTH.

[MoniGHum umMHOM A8 KOKHOTO cyb'ekra GyNIO NPEICTaBICHO BiICOTOK
vacy, KOJIM KoHLeHTpalis dasinipaBipy-PT® y JiereHsx nepeBuiyBasa
0,4 MKMOJIB/KT sereHi. 3pejieHi CTATHCTHYHI JaHi, FeOMETPHYHI cepesiHi
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3Ha4yeHHs, KoediuieHTH Bapiamii Ta cTaHmapTHa ToXMOKa Oynu
PO3paxoBaHi I KOMKHOT FPYITH.

19. Jlemorpadiysi
TIOKA3HUKH
JOCIIKYBaHOT
nomysuii (cTats,
BiK, paca, TOIO)

310pOBi A0OpOCIi SMOHCHKI 4ONOBiKM, cTapuie 45 i mMonoawi 65 pokis.
(Cxinua Azis)

20. Pesyneratu
edexTUBHOCTI

(1) ®apmakokiHeTHYHI pe3yIbTaTH

1) V rpyni 3 gosyBannsm npenapary 1200 mr, 400 mr (npuiiom jiBa pasu
Ha JIeHb) MIKOBa KOHLeHTpauis ¢asinipasipy B mmasmi KpoBi Oyna
HAMBMINOIO Tpu mpuitomi modyatkoBoi po3u B 1-if gems. Ilikosa
MakCHMallbHa Ta MiHiManpHa KOHIEHTpalii He 30inblIyBanuch INpu
npuifomi Garatopasosux 7103 no 400 mr micyia npuitomy Apyroi 103u 1-ro
aus. Ha BigMiny Bin nporo, y rpymi 3 go3ysanssm 1200 mr, 600 mr (BID)
nikoBa KOHIEHTpalis (papinmipaBipy y mna3mi kpopi Oynia HalBMINOK Ha
7-i1 nenb. IlikoBa MakcHMaibHa T4 MiHIMalbHA KOHIIEHTPALL] 3pOCTANIM
npu npuiiomi GararopasoBux 103 no 600 Mr micas apyroi go3u 3 1-ro aHs.
V koxHi# rpyni daginipasip 31e611bM0r0 BUBOJMBCA 3 IUIA3MM KpPOBi
yepes 48 rojuH micis npuiioMy 3aBepIuaabHOL 103H.

2) KyMynstuBHa mBuaKicTs ekckpelii dapimipasipy 3 cedero cTaHOBHIIA
10 48 roauH mic/s npuiioMy OCTATOYHOT JO3M i 1 MIBUAKICTE Oyna myxe
HU3BKOIO - 0,8% sk y rpymi 1200 mr, 400 mr (BID), Tak i B rpymni 1200 mr,
600 mr (BID).

KyMylsTHBHA MIBMAKICTH BUBEICHHS 3 ceuero Big M1 o 48 rogun nicis
TPUITOMY OCTaHHBOT 1031 cTaHoBMIA 53,1% y rpymi 1200 mr, 400 mr (BID)
ta 60,3% y rpyni 1200 mr, 600 mr (BID).

3) dapmakoKiHeTHUHi napameTpr dapinipaBipy npu NpuHoMi Mo4aTKOBOT
1031 Ha 1-if feHs mopiBHioBanu 3 nokasHukamu Ha 7-i jaews. CL/F
sHipKyBaBes y rpyni 1200 mr, 400 mr (BID), ane inmi papmMakoKiHeTHYHI
IMapaMeTpH 3aTuImanuch Hesminuumu. Hapnaku, y rpymi 3 1200 mr, 600 Mr
(BID) Cmax Ta AUC 3pocranu a CL/F 3menmyBanuce, ane CLr Oys
nopi6uum. I1lo crocyerses apmakokiHeTnunux napametpis MI, tiz 6yB
TOBIIMI Ha 7-i JIeHB, HiXK NpH MPUHOMI TOYaTKOBOI 1031 Ha 1-ii IeHB, alle
CLr 6yB mozi6aum sax y rpymi 3 1200 mr, 400 mr (BID), Tak i y rpyni 1200
mr, 600 mr (BID).

4) MogemoBanHs B rpynax, mo npuitvamm 1200 mr, 400 mr (BID) ta 1200
mr, 600 mr (BID) 3 BuxopucranusM mozaeni MBI-PK mnoxaszano, mo
daxTiuni  komuentpauii  ¢aginipaBipy B mnasmi  Kposi  Oymm
CIiBPO3MIPHMMH 3 PO3PaXyHKOBHMH KOHIIEHTPALIAMH.

5) Koedirientu nakomuenns B rpymi 1200 mr, 400 mr (BID) sammmanmucs
nocTilinumu Gnuseko 1, a mobora AUC szamumanacs NoAibHOW [0
BeJIMYMHK 1-ro JHA , IPOTArOM YChOTO Nepioay npuiiomy GaraTopasoBux
103. Onnak koedinienTn HakonmyenHs y rpymi 1200 mr, 600 mr (BID),
CTAHORMIM OJIM3BKO 3-X Ha 2-i meHb Ta 10-TH Ha 6-if JcHb, @ MOIEHHHH
AUC 36is1IyBanacs npoTaroM nepiogy npuiiomy 6aratopasosux 103. Lli
pe3yNETATH He 3MiHIOBAIACS, HABIT SKINO BUKIIIOYANH MALIEHTIB 13 rpynu
1200 mr, 400 mr (1Ba pasu Ha 100y), SKi Masi 3HAYHO BHIIi KOHIUEHTpauii
dasinmipaBipy B IUia3smi KpoBi Ta BBaxalld, IO BOHM MAIOTh HIKY
aktuBHicTh AO.
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6) Byno nigpaxosano, mo k61 cy6’extu B rpymi 1200 mr, 400 mr (BID)
orpumyrann 1200 mr, 600 mr (BID), moaennuit nokasuuk AUC
30inemryBaBcst © g0 3-ro aHA, aje B IOAANBIIOMY 3ajMINABCA Ha
NOCTIAHOMY DiBHI.

Li pesynbTaTy BifpizHsmmcs Bij GpakTuyHux pesyabTatis y rpymi 1200 mr,
600 mr (BID) y upoMy KIiHIYHOMY AOCIIZKEHHI, OCKUIBKM KoedilieHT
HakonmuyeHHs He 30inemuBes 6 cyrrero. Takox Oyno migpaxosano, mo
Axmo cy6'exru rpynu 1200 mr, 600 mr (BID) otpumyeamu 6 1200 mr, 400
mr (BID), moaennuit AUC He3Ha4HO 6 3p0CTaB NPOTAIOM BCHOIO NEPIOLY
npuioMy GaraTopasoBux J103. Lli pe3ynbraTu BifpizHsmch Bix GakTHUHUX
pesyneratis y rpymi 1200 mr, 400 mr (BID) y upomy KiinigHOMYy
JOCHIIKEHHI, OCKiibkM KoedilieHT HakonmuyeHHs 36inbmmBes 6
npubnu3Ho 10 2-X Ha 2 IeHb Ta 10 12-TH Ha 6 1eHsb.

7) PiBenp xoHUeHTpauii papinipasipy-PT® y nerensx, ouiHeHHH IUISIXOM
MOJIC/TIOBaHHS, 1 JIOCATJIH IIBOBOT KOHUEHTpalll ¢asinipasipy-PT® B
JaereHsx, mo 3abesmeuye 100% BXKHBAHICTE HA MUIIAYiA MOJEi
netanbHoi indexuii y 5 3 6 cyG'exrie y 1200 mr, 400 mr (BID) Ta 4 3 6
cy6'exriB y rpyni 1200 mr, 600 mr (BID).

21. Pesyneratu
Oe3nexu

Cwmepteii Ta cepioznux nobiynux seuny He Oyno. IHmi 3HauHi moGiumi
SIBMIIA, TAKi SIK BUCHUIIL, MOBIZOMIsIBes ¥ 1 mauienTta B rpymi 1200 mr, 600
mr (BID). Lleit Bunmagox OyB ouiHeHuW 5K, AMOBIpHO MOB’s3aHUi 3
JaociipkyBaHuM npenapatoM. [lo6iuni siBuma Oynu 3apeecTpoBaHi y
66,7% (4/6 cyb'exris, 4 Bunajaku) y rpyni 1200 mr, 400 mr (BID), 83,3%
(5/6 cy6'exriB, 7 punankis) y rpyni 1200 mr, 600 mr (BID) ta 3/4 cy6'extu
(3 Bunanku) y rpyni mane6o. [To6iuHi sBUINa, MOB'sI3aHi 3 OCIIIKY BAHHM
npenapaTtom, Oyyiu 3apeectpoBaHi y 66,7% (4/6 cy6'exri, 4 Bunagku) y
rpyni 1200 mr, 400 mr (BID), 83,3% (5/6 cy6'exriB, 7 Bunaaxu) y 1200 mr,
600 mr ( BID) Ta 2/4 cy6’exriB (2 Bunaaku) y rpyii miane6o. Bucurn, mo
BMHMK y | mamienrta y rpymni 1200 mr, 600 mr (BID) Ta cHHKOIIAIEHOTO
crany B l-ro mauienta y rpyni rulauebo Oymm kiacudikoBaHi sk
Cepe/IHBOr0 CTYMEHs TSHKKOCTI. Vi iHII nobiuHi sBuia Oynu JerkuMu 3a
CTYIICHEM TSKKOCTI.

2) BuHMKHEHHS BHCHILY, L0 NPU3BIB JO INPUIMHEHHS TiKyBaHHs, OyB
3apeECTPOBAHMl AK BaKIMBUIA MOOIYHMH BHMAJOK y | mauieHTta B rpymi
1200 mr, 600 mr (BID). Bunagox OyB kiacHdikoBaHHI K CEPEeIHBOIO
CTyHeHs TSDKKOCTI, 1 TOJOBHUIM JOCHIAHHMK BU3HAB HOro IOB’s3aHUM i3
AOCHiKYBaHUM TperiapaToM. PiBeHb eo3uHOMUIIB y JOCHIIXKYBaHOTO
3QJIMINABCS HOPMAJBHMM TPOTATOM YCBOTO TEpiofy JJOCITiIKEHHS.
Bunasok He mokasas 3aJIeKHICTh MK piBHEM KOHLEHTpaLii npernapary y
1a3Mi KpoBi.

3) TligBumeHHs piBHA CEYOBOI KHMCJOTH B KpOBi, Haiwacrime nobiqne
siBMILIE OCKibkU OyB 3apeectpoBane y 50,0% (3/6 cy6'exTiB, 3 BUNaaKku) y
rpymi 1200 mr, 400 mr (BID) Ta 83,3% (5/6 cy6'exris, 5 Bunajxis) y rpymi
1200 mr, 600 mr (BID). Taki Bunagky He MOBIAOMIISIIMCE Y Ipyi miane6o.
[Tomipaux abo 3HauHKUX NOGIYHMX SBUL HE criocTepiranocs y rpymi 1200
mr, 400 mr (BID), y skux KinpkicTs moGivHux sBuI Gyia MEHIIO0, HIX y
rpymi 1200 mr, 600 mr (BID).

4) TopMoHanpHI TecTH, INOB’A3aHi 3 IOKA3HUKAMM PENPOIYKTUBHOI
(GyHKIIT YONMOBIKiB, HE MOKA3aJIM KOHUX 3MiH, SKi BBKAIOTHCS KIIIHIYHO
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HENPUAHATHUMY, HaBiTh Konm fjo6oea AUC dasinipasipy nepesumysana
1500 MKr-rom/mi.

5) IlpoTsarom pocnikyBaHoro nepiogy He Oyno KIiHIYHO 3HAYYIIUX 3MiH
IOJIO JKUTTEBO BAXIMBUX TOKAZHUKIR abo 3MiH noxasuukie EKI" y 12
BiJIBe/ICHHSIX.

6) CyG'exr y rpymi 1200 mr, 400 mr (BID) maB Husbky akrusHicTs AO,
ocHOoBHOro MetabomiyHoro ¢epment ¢aeimipasipy, ame ue Oyio
IHTEPIIPETOBAHO SIK iH/MBIIyaIbHA HEMEPUHOCUMICTD (haBimipaBipy.

22. BUCHOBOK
(3axroYeHH:)

V 1poMy KIIHIYHOMY JOCHTI/PKEHHI MEPEeHOCHUMICTh Ta (hapMaKOKiHETHKA
daginipagipy 6ymm gocmimkeHHi y mouatkosit 1o3i 1200 Mr ta apyriit 1osi
400 mr y 1-it nens, a norim 400 mMr aBidi Ha AeHb npoTArom 6 aHIB (ame
OJIMH pa3 Ha JIeHb Ha 7-i JeHb) Ta nmovarkosa ao3a 1200 mr ta apyra gosa
600 mr y 1-if neHs, a motiMm 600 Mr IBidi Ha AeHB IPOTATOM 6 IHIB (ae |
pas Ha 7-ii gnens). Tomy oOuzpa BapiaHTHM JI03YBaHHS MOXYTb
3aCTOCOBYBATUCS Y MALlIEHTIB.

3asBHUK (B/IaCHUK peecTpaniiiHOro NocBigyeHH)

Mignuc/
25.10.2020

IToBHe iM’s Ta mocaja Hp. nda Papxan laiix MBBC, M]]
(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyuwuii cnienianict MEIMYHOTO Ta PErYIATOPHOIO
JlerIapTaMeHTy

(Lead — Medico Regulatory Affairs)
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medicinal  product
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Registration Materials for Medicinal
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Expert Evaluation of Materials Introducing
Amendments into the Registration Materials during the
Validity Period of Marketing
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REPORT ON CLINICAL TRIAL

AVIGAN (Favipiravir) 200 mg tablets

Dr Reddy's Laboratories Ltd

8-2-337, Road No. 3. Banjara H
TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD,
4-1, Shimo-Okui 2-Chome, Toyama-shj, Toyam
X yes [Ino ifno. provide reasons

Medicinal product with complete dossier (stand-alone dossier)

ills, Hyderabad, Telangana - 500 034, India

a, Japan

T705aJP114
Food-Effect Study on the Pharmacokinetics of Favipiravir in Healthy
Volunteers

Phase I,

Heishinkai Medical Group Incorporated, Osaka Pharmacology Clinical
Research

Hospital From January 26, 2010 to F ebruary 17, 2010

8. Countries where Japan
the clinical trial was

held

9. Number of | 16
subjects

10. Objective and
secondary goals of
the clinical trial

To investigate, using a crossover design, the food-effect on the cfficacy of

favipiravir in healthy adult Japanese males taking a single oral dose of 1200
mg of favipiravir under fasting conditions and after a meal.

11, Clinical
design

trial

12,
criteria

Main  entry

a) Volunteers aged between 20 and 39 years on the day of consent.

A crossover design

b) Volunteers with a BMI of between 18.5 and 30.0 kg/m2, and with a body

weight of 55.0 kg or more. "
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13.  Studied drug,
posology, strength

Test drug and lot number-
T-705a tablet [200]: MA506F200
Mode of administration:

(1) Fasted administration

Subjects received 1200 mg of favipiravir (6 T-705a tablets [200]) orally

A standard high-fat meal was consumed within 30 minutes after fasting for
at least 10 hours,
Thirty minutes after the start of the consumption of the high-fat meal,
subjects received 1200 mg of favipiravir (6 T-705a tablets [200]) orally
with 200 mL of water within 60 seconds. Meals were provided 4 hours or
more after dosing and drinking water was permitted except within 1 hour
before and after dosing.
14, Comparator, | --
dosage, posology,

strength
‘_“______.——— 3 v . 3 e .
15. Concomitant | Subjects taking part in this clinjcal study are forbidden to take any drugs

therapy other than the test drugs (including general drugs, herbal drugs and
supplements) and treatments which may affect the safety and
pharmacokinetics of the test drugs
16. Efficacy | Pharmacokinetics: E
Endpoints Cmax and AUC were used as parameters to assess the food-effect in
reference to Guidance for Industry, Food-Effect Bioavailability and Fed
Bioequivalence Studies of the Food and Drug Administration (FDA) and
Guideline for Bioequivalence Studies of Generic Products. There was no
food-effect on pharmacokinetics if the 90% confidence intervals for the
ratios (fed administration/fasted administration) of the geometric means of
Cmax, AUC, AUCO-t, and AUCO0-12 of favipiravir between fed
administration and fasted administration were contained within the limits
of 0.8 to 1.25.

17. Safety Endpoints Safety:
Adverse events were ranked on a 3-point severity scale (“Mild,”
“Moderate,” or “Severe”) by referring to the Criteria for Severity Scale and
on a 3-point grade scale (Grade 1 to 5) by referring to the NCI Common
Terminology Criteria for Adverse Events v.3.0 (Japanese version
JCOG/ISCO).
If an adverse event did not match any of the grades, the grade was to be
assessed by referring to the Criteria for Severity Scale. “Mild.” “Moderate,”
“Severe,” “Life-threatening or disabling,” and “Death related to an adverse
event” corresponded to “Grade 1,” “Grade 2,” “Grade 3.” “Grade 4. and
“Grade 5,” respectively.
Causal relationship to the test drug was assessed as *1. Definite,” *2.
Probable,” “3. Possible,”
“4. Remote” or “5. Unrelated” by referring to the Criteria for Causal
Relationship to the Test Drug.
Adverse events assessed as 1 to 4 were regarded as related to the test drug.




18.
methods

Statistical

Statistical methods:
(1) Pharmacokinetic analysis

1) Plasma concentrations versus time

Plasma concentrations versus time for favipiravir and M1 of the fed
administration and the fasted administration were presented.

2) Calculation of pharmacokinetic parameters using a non-compartmental
method Pharmacokinetic parameters and summary statistics for favipiravir
and Ml of the fed administration and the fasted administration were
calculated. The following pharmacokinetic

parameters were calculated:

Favipiravir: AUC, AUCO-t, AUCO0-12, AUCO-t/AUC, Cmax, tmax, MRT,
t1/2, CL/F, Vd/F, ke M1: AUC, AUCO-t, AUCO-12, AUCO-t/AUC, Cmax,
tmax, MRT, t1/2, ke

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

Healthy adult Japanese males who were aged between 20 and 39 years

20. Efficacy Results

(1) The time to maximum plasma concentrations of favipiravir and M1 in
the fed administration group was longer than in the fasted administration
group, and the peak was slightly lower, but the subsequent elimination
process was unchanged. Tmax of favipiravir and M1 in the fed
administration group were 1 hour longer than in the fasted administration
group, and Cmax was lower, but other pharmacokinetic parameters were
similar between the fed administration group and the fasted administration
group.

(2) The ratios (90% confidence intervals) of the geometric means of Cmax,
AUC, AUCO-t, and AUCO-12 of favipiravir in the fed administration group
to the fasted administration group were 0.908 (0.826 to 0.998), 0.963 (0.888
to 1.044), 0.963 (0.888 to 1.045), and 0.949 (0.887 to 1.016). The 90%
confidence interval of the ratio of the geometric mean of each
pharmacokinetic parameter was contained within the limits of 0.8 to 1.25.

21. Safety Results

(1) No deaths or serious adverse events occurred in this clinical study. As
other significant adverse events, pruritus and rash were reported in | subject
in the fed administration group.

The causal relationship of these events to the test drug was possibly related
for both. Adverse events were reported in 6.7% (1/15 subjects, 6 events) in
the fasted administration group and 6.3% (1/16 subjects, 2 events) in the
fed administration group. Adverse events related to the test drug were
reported in 6.3% (1/16 subjects, 2 events) in the fed administration group.
All adverse events were mild in severity and resolved without treatment.
(2) There were no clinically significant findings in vital signs except
pyrexia attributable to gastroenteritis norovirus or 12-lead ECG during the
study period.

22. Conclusions

Regarding the plasma concentrations versus time, tmax of favipiravir and
MT in the fed administration group was | hour longer than in the fasted
administration group, and Cmax was lower, but the subsequent elimination
process was unchanged. The 90% confidence intervals of the ratios of the
geometric means of Cmax, AUC, AUCO-t, and AUCO0-12 of favipiravir in
the fed administration group to the fasted administration group were
contained in the limits of 0.8 to 1.25. Also, in terms of safety, there were
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no differences in terms of incidences and severities of adverse events
between the fasted administration and fed administration groups, and there
were no significant changes in vital signs, 12-lead ECG or clinical findings.
In conclusion, the administration of favipiravir is possible either under
fasting conditions or after a meal, since there are no clinically significant
changes in pharmacokinetics that may impact drug efficacy.
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Homarok 30

Jo Lopsiaky npoeenenns CKCIIePTHU3H
PEECTpALLIIfHUX MaTepianie Ha TiKapehKi 3aco6H,
IO MOAAKOTBCS Ha epKaBHY

peecTpariito (nepepeectpanin), a Takosx
CKCMEPTH3N MaTepialis npo BHECEHHs 3MiH 10
peecTpauiitnux Matepianis NpoTAroMm jii
peecTpaniiinoro noceinyenns (nyHxT 4 posainy V)

3BIT
Npo KJIiHIYHe BUNIPOOyBaHHs

1. Haszga
JHKapebKoro 3acoby
(3a HasBHOCTI —

ABII'AH (®aginiparip) Taémerku mo 200 Mr

HOMeEp

peectpauiiinoro

NOCBiTYeHHs)

2. 3asBHUK J-p Penni’c JlaBoparopic Jitn; 8-2-337, Poyn Ne 3. Banmxapa Ximms,
Xaiinepaban, Tenanrana — 500 034, Iuqis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3. Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuux TOSMA ®EKTOPI @V JKUDIILM TOSIMA KEMIKAJI KO., JTH;

4-1, lumo-Oxyi 2-Yome, Toama-umm, Toama, Snomis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Iposeneni
JOCTIAKeHHS

< tak [ i AKIIO Hi, BKa3aTH IIPUYHHY

1) THIT niKapcbkoro
3aco0y, 3a AKUM
npoBouiIacs abo

Jlikaperknii 3aci6 3 moBHUM K0cHe (aBTOHOMEHE 10CKE)

TUIAHY €ThCS
eecTpauis

5. IloBHa Hazga T705aJP114

KJIIHIYHOTO Hocmixkenna BIUIHBY  XapuyBaHHH  HAa papmakokinernky

BUIIPOOYBaHHS, ¢asinipasipy y sgoposux A06pOBOILIIB

KOJIOBaHHIi HOMEp

KJIiHIYHOrO

BUIPOOYRaHHS

6. ®aza kiiniyHoro | Masa I

BUNPOOY BaHHS

7. llepion Heishinkai Medical Group Incorporated, Osaka Pharmacology Clinical

MPOBEICHHS Research

KJ1iHIYHOrO Hospital

BHIIPOOYBaHHS 3 26 ciuns 2010 poky no 17 motoro 2010 POKY

8. Kpaium, ne Anonis

TIPOBO/TUJIOCS

KITiHiuHe

Bnnpoﬁysamm

16T

s



9. Kinskicte
HAOCIIUKY BAHUX

16
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10. Mera ta o6 pocniantu, Brne XApUyBaHHA Ha e()eKTHBHICTE (hasinipasipy y
BTOPHHHI Lili 3M0POBHX  JIOPOCITHX  SIITOHCHKHX HOJIOBIKIB, SIKI npHiiMaroTh OJHY
KJIiHIYHOTO nepopaneHy 103y 1200 Mr thasinipasipy B ymosax HaTlIeceplle Ta nicsis
BUIIPOOYBaHHS NpUHOMY ki, BUKOPHCTOBYIOUH IepeXpecHUil An3aiin.

1. Qusaita Tepexpecuwmit nuzaiin JOCTTIZKEHHS

KJIHIYHOr0

BUNPoOyBaHHs

12. Ocnoni a) JoGpoBoasui y Biui Big 20 1o 39 pokiB Ha MOMEHT migmmcaHmy

KPHUTEPIT BKIIOYEHHs

inopMoBanoi 3roqu.
6) lo6posonbui 3 IMT sin 18.5 1o 30,0 kr / m?
Oinbire,

1 3 Macoio Tina 55.0 kr i

13. Hocnimxysanuii
niKapebkuii 3aci,
crocio
34CTOCYBaHHSI, CHa
Jif

- Hobpososbiti orpumysanu

Hocniskysanmii [Ipenapar Ta Homep naprii:

Tabnetkn T-705a [200]: MA506F200

Cnoci6 3actocyBanns:

(1) 3acrocyBsanns narue

1200 mr dasinipasipy (6 Tabrerox T-705a
[200]) nepopanbto 3 200 pn Boau npoTsrom 60 cekyna HaTiie MpoTAroM
He Menute 10 roaun. Tlpuitom ki BIIOYBaBCA vepes 4 royumm a6o Oinbre
Mic/1s MPUIOMY nepiuoi 103m, | HO3BOJIATIOCS TTHTH BOJY 3a BHKITIOYE HHSIM
1 roamuu 1o i micng pUHOMY 103H rpernapary.

(2) 3acTocypanns micng npuiiomy i

Cranmaptay iy 3 BHCOKIM BMICTOM SKHMpY CHIOKMBAJIH npotsarom 30
XBHIMH [IC/IS TOJOLYBAHHS IpoTArom He meHwe 10 rogun. Yepes 30
XBHIIHH [1iCNIs 1104aTky npuiiomMy TKi 3 BUCOKHM BMicToM JKHPY, cyO'exTr
OtpumyBaim 1200 mr  dasinipasipy (6 Tabneroxk T-705a [200])
nepopanbho 3 200 M1 Boau npotsarom 60 cexyna. Ipuitom i BinGysascs
uepes 4 roauHu abo Ginbie micis MPUIAMY TIepIIoi 103H, i 103BOIIsIIOCS
TTUTH BOJ1Y, 32 BUKIKOYEHHS | FOAMHN 110 1 ITicsy npuiiomy 1031 npenapary.

14. TMpenapar
HOPiBHSAHHA, 1034,
crocio
3aCTOCYBAHHA, CHJIA
Ji

15. CynyTusa tepamis

CyG'exram, aki GepyTs yuacTs Y UbOMY KIIHIYHOMY JIOCIiKeHH i,
3aD0poHAETbCS NpHiiMaTH OyAp-ski inmmi npenapar, KpiM BUIpoGyBaHix
(BKITFOUAIOUN TpenapaT 3a PELENTOM, POCHHHI Ipenapat Ta xapyosi
100aBKH) Ta MeTOaH JIUKYBaHHS, sKi MOXKYTb BIVTHBATH Ha Oesneky Ta

16. Kpurepii onitin
eekTUBHOCTI

(bapmakokineruky BUMPOOYBaHMUX Mpernaparis.

DapmakokineTHka:

Cimax Ta AUC BHKOpHCTORY BasiiCh K MapameTpu isl OLIHKH XapuyoBOro
ePeKTY 3 ypaxXyBaHHSM KiBHMITBa 3 [TPOMUCIOBOCTI, BI0A0CTYTHOCTI
XapHOBMX MNPOJYKTIB Ta JOC/IIKEHb GIOCKBIBAICHTHOCT] Xap4uoBHX
NPOJIYKTIB Ta KepIBHULTEOM YTPaBIIHHS 3 KOHTPOMIO MPOAOBONBCTBA |
mMeaukamentie (FDA) Ta KEPIBHUX TMPUHLMIB  1is OOCIIKEHD
OloekBiBaNeHTHOCTI 3aranbHuX NPOJYKTIB XapuyBaHH:.

He Gy10 Hisikoro xapuosoro BIUIMBY Ha apmMakokiHeTHky, 90% JOBIpUMX
iHTepBaIiB JUTd criBBigHONIEHD (BBe/ICHHS Ticist puiioMy ki / BBeaeHHS




HATIECepIe) NreOMETPHYHHX TOKA3HHKIB Cmay, AUC, AUCo. ta AUCo.12
(aginipaBipy mix npuifomom micns ki Ta HATIIECEPIE KOJIMBATHCA B
mesxax Big 0,8 o 1,25.

17. Kpurepii ottinkn
Oesnexu

Besneka:

[oGiuni edexTn kaacudikysamick 3a 3-X GaibHOIO MKATOK TSHKKOCTI
(«JIerxmii», «lTomipuuii» abo «Tskkuiin), mocuialounch Ha KpuTepil
LIKA/IM TAKKOCTI Ta 3a 5-0a/bHOM0 mkanoo (Bia | 1o 5), nocunaiouncs Ha
3aranbHi repMiHosoriuni kpuTepii NCI 110/10 Hecnpustiusux noiii v.3.0
(snoncepka Bepeis JCOG / JSCO).

Akio no6ivHa peakilis He BiANOBinae ;kOAHIH ouinwi, 1 oniHoBaTH 3a
MOCHIAHHAM Ha IIKAJLY KPUTEPIiB TKKOCTI. «Jlerkuiiy, «ITomipHuiin,
«Tsxnity, «3arposxye xuTTIO ab0 iHBaninu3ye» Ta «CMmepTh, NoB’a3aHa 3
NOOIYHHUM SBHILEM» BiANOBIAAH «1-My CTYIICHION, «2-MY CTYICHION. «3-
MY CTYMEHIO», «4-My CTYNEHION, Ta «5-MY CTYNEHIO» BiANOBiIHO.
IIpuunHHO-HACHIAKOBHH  3B’30K i3 AOCTIZKY BAHHM  TIPENapaTtom
omiHoBanu sk 1. «JloctoBipuuii», 2. «mosipHuity, 3. «Moxmeniiy., 4.
«Binmanenuit» abo 5. «Bes moctosipHoro 38'ssky». HeGaxawi ABMLLA,
ouiHeHi sk -4, po3risaanucsk K nos's3axi 3 JOCIIKY BAHHM [IPENapaToM.

18. Cratucthuni
METO/IH

CratucTudsi MeToau:

(1) DapmakokiHeTHUHMIH aHAasTi3

1) KonuenTpauis B na3mi kposi B 3aiexHocti B yacy

Byan npencraBneni nokazHHKM KoHUEHTpaLil (aginipaBipy Ta M1 y
pexumi nicna npuifomy ixi Ta HaTeceplie, y mIazMi Kposi.

2) PospaxyHok (apMakOKiHETHUHHX MapamerTpis NPOBO/IMBCA i3
BUKOPHCTAHHAM  HEKOMMApTMEHTHOTO — MeTody.  Pospaxomypanmmchk
(papmakokiHeTHUHI TapaMeTpu Ta 3BeNCHI CTATHCTHYHI naHi L1010
aginipagipy Ta MI BBemeHoro nicas npuiiomy ki Ta HaTIlecepLe.
Huxkye HaBesieHa apmakokineTnka

PospaxoBaHo napamerpu:

(IJaBinipaBip: AUC AUCo., AUCU-IZ., AUCO-[/AUC. Cmax, tmax, MRT, tna,
CL/F. Vd/F kel MI: AUC AUCO-[, AUCO-Iz, AUCO-[/AUC, Cmax, tmax,
MRT, ti/2, kel.

19. Jlemorpadiuni
NOKa3HHUKH
JOCTI/IKY BAHOT
nonyJiauii (crats,
BiK, paca, Touo)

3710poBi A0pOCTi AMOHCHKI HOMOBiKH y Bilti BiT 20 /10 39 pokis

20. PesynpraTn
e()eKTHBHOCTI

(1) Hac nocsrnenHs MakcUMalibHUX KOHLEHTpauili Gaginipasipy Ta M1 y
niasMi KpoBi y rpymi, sika npuiimManma mperiapar nicas npuifomy ki, 6ye
MOBLIMM, HIX Y TPYIi, AKa NPHHMANa HATIE, | TAKOK MiK KOHLEHTpaLlii OyB
TPOXH MEHLIMM, alle MoJIaJibIuui nporec eniminamuii 6ys HeaMiHHUM. Tmax
(ainipasipy Ta M1 y rpymi, ska oTpuMyBana mpenapar mic/s npHiioMy
i Oyna Ha | roauHy JIOBLIOIO, HiX Y rpymi, sika mpuitmana npemnapar
Haruecepue, a Cmax Oyma Hmk4olo, ane IHmWI (apMaKOKiHETHUHI
napameTpu 6ynn noaibHuMu B 060X rpynax.

(2) CnieBinsowenns (90% noBipunx inTepsasie) reOMeTpUYHUX CEPEIHIX
sHaueHb Cmax, AUC, AUCo+ ta AUCo-12 (asinipasipy B rpymi, mo
npuiiMana npenapar micias DKi, A0 TrpynM, #Aka npuiiMana HaTule,
craHoeuio 0,908 (0.826 1o 0,998). 0,963 (0,888 mo 1,044), 0,963 (Bix
0,888 10 1.045) Ta 0,949 (Bix 0.887 no 1,016). Jlosipumii inTepsan 90%
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BIIHOIIGHHS  cepeiHboro FCOMETPUYHOTO  3HAYeHHH Komnoro—[

hapmakokineTianoro lapamMeTpy MicTuBCs B Meskax Bix 0,8 1o 1.25.
21. Pesyarraru (1) V usomy KIIHIYHOMY 10CHi/uKeHH] He CHocTepiranocs JeTanpHux
Oesnexu BUNA/IKIB 4K Cepiio3HUX MOGIMHUX SBHLL Sk iHWi nobiuni apHma, y |
naiieHTa B rpyrmi, sika OTpHMYyBana npenapar riciis ii, nosigoMasmiocs
npo ceepOik Ta BUCHIL
IlpuunnHo-nacninkosuii  38's30k WX modiii i3 jocaimkyBaHuM
MpenapaTom, MoXIHBO, GYB MoB's3anuii mns 06ox BUNAAKIB., [ToGiyHi
ABUIA Oy 3apeecTporani y 6,7% (1/15 cy@'exris, 6 BHITAJIKIB) y rpyTii,
AKka npuiiMasia npenapar nariue i 6,3% (1716 cy6'exrn, 2 Bunamku) y rpyiii,
SIKa OTPUMYBaJ1a Mpenapar mic/is npuiiomy isxi. TToGiuni sBuuia, nos’ s3ani
3 BUNPOOYBaHMM IpenapaToM, Oymu  3apeectposani y 6.3% (1/16
cy0’eKTiB, 2 Bunmasku) y TPYII, sika OTpUMYBasa npenapar miciis npuiomy
BKl. Vi nobiuni seuma Oyl ferkumMu 3a cryneHem TskkoeTi Ta
Npoxo/iin Oe3 Ky BaHHs.
(2) Kutiniuno 3Hauymmx Bigxunens, mo1o KUTTEBO BAAUIMBUX [OKAZHUKIR
He 0yJ10, 32 BUHATKOM MiZABHINGHHS TCMIICPATYPH TLN4, MOR’S2aHOIrO 2
HOPORIPYCHHM ractpoeHTeputoM, abo B EKT" y 12 Bingenennsx MPOTArOM
BCROI'O OCIIIPKEHH A,
22. BucHOBOK Io cTocyerses kontenTpauiit Y MIa3Mi KPOBI B 3aJ1€KHOCTI Bij 4acy, tmax
(3aKJIrOueHHs) (asinipagipy Ta M1 y rpy1i, ska OTpUMy Baa npenapar micjis npuiimy i,
TO BoHa Oy./1a Ha | roAMHY T0BLIOO, Hijk Y Ipyni, sika npuiivMana npenapar
HaTiie, a Cmax OyJa HUKYOK, ane MonanbIIMii npouec ejaiMiHauii Oys
HE3MIHHUM. Mexi  90% JOBIPYHX  iHTepBasiB CHIBBIHOIIECHD
TCOMETPUYHUX CepelHiX 3HaueHb Cinax, AUC, AUCot ta AUCo.12
(hasinipaBipy B rpymi. mwo OTpUMYBaJia mpenapar micis npuitomy iki, 10
TPYIH, sKa MpuiMana npenapar HaTiue, KOJIHBAIUCS y Mexax Bin 0,8 1o
1,25. Oxkpim Toro, 3 Touku 30py Oesneku, He Oy10 BinMiHHOCTeH 1010
HacTOTH Ta TKKOCTI MOOIYHMX SBUII MiK rpyTow, 1o npulimana
[Iperapar Hatile i rpynoo, sika npuiimana npenapar nicjis npuiiomy i, a
TAKOJK He OYyJI0 3HAYHUX 3MIH Y JKHTTEBHX nokasHmkax, EKI" y 12
BI/IBE/IEHHAX Ta HIINX KIIHIYHNX 1aHux. Y BAKIHOYEHHS CTi1 101aTH, 110
3acTCYBaHHA aBinipasipy MOkIMBE K B yMOBax HaTILECePIIEe, TaK i MTicms
MPHHOMY TXKi, OCKIJIBKH He CHOCTEPIracThes KIHIYHO 3HAYYLINX 3MiH y |
hapmakokineTHLi, AKi MoKy TS BIVIMHYTH HA e)eKTHBHICTL penapary. 4‘

3asiBHHK (BIACHHK peecTpaniiinoro nocpixdens)

[igmc Minmmc/
Hara 25.10.2020
IToBHe iM’s Ta nocama . Hp. lnda dapxau [laiix MBBC. M/

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyuwnii enenjanict meauunoro ta peryiasTopHoro
AernapraMeHTy

(Lead — Medico Regulatory Affairs)
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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 IV)

REPORT ON CLINICAL TRIAL

173

of the
Product

1. Name
Medicinal

(Marketing
Authorization No., if

any)

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD.
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Performed studies

Ddyes [Jno if no, provide reasons

1) type of the
medicinal  product
registered or to be
registered

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP115
QT/QTc Evaluation Study of Favipiravir in Healthy Volunteers
- Randomized Crossover Study -

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Bioiatric Center, Kitasato University, Research Center for Clinical
Pharmacology From October 11, 2010 to December 30,2010

8. Countries where

the clinical trial was
held

Japan

9. Number  of | 68
subjects
10.  Objective and | Favipiravir (1200 mg and more) will be administered to healthy Japanese

secondary goals of
the clinical trial

adults in a fasting state and the influence of the drug on QT/QTc interval
will be compared with that of placebo in a crossover design. Moxifloxacin
hydrochloride will be utilized as a positive control.

Furthermore, before comparison and examination of the QT/QTc intervals,
the tolerability, safety and pharmacokinetics of favipiravir at 2000 and
2400 mg will be examined in healthy Japanese adults.

11. Clinical trial

design

Part A: Single-blind study
Part B: Blinded and randomized crossover study with
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4-group-4-period

12, Main  entry | Inclusion criteria at screening

criteria 1) Subjects aged between 20 and 39 years on the date of obtaining consent
2) Subjects who have BMI value 18.5 or greater and less than 30.0 kg/m2

13. Studied drug, | Study drug, Lot No.:

posology, strength

T-705a tablet [200]: MA506F200

T-705a tablet [Placebo (100)]: LE602F100

Control drug, Lot No.:

Avelox tablet 400 mg: J101

Dose and mode of administration:

Test drug at a dose pre-determined for each group was orally administered
with 240 ml water in about 60 seconds to subjects who fasted more than 10
hours.

Part A consists of 2 groups, A-1 and A-2, and a single dose determined for
each group (A-1: favipiravir 2000 mg, A-2: favipiravir 2400 mg) was orally
administered. Group A-1 was administered first and A-2 was administered
after the tolerance and safety of group A-1 was confirmed up to day 6. Part
B consists of 4 groups, B-1, B-2, B-3 and B-4, and a single dose of
favipiravir 1200 mg, favipiravir 2400 mg, placebo or moxifloxacin
hydrochloride 400mg was orally administered at period 1 to 4 of each
group, with the sequence determined by the person responsible for test drug
allocation.

14.
dosage,
strength

Comparator,
posology,

Placebo

13,
therapy

Concomitant

(1) Concomitant medications and concomitant therapy

Subjects taking part in this clinical study are forbidden to take any drugs
other than the test drugs (including general drugs, herbal drugs and
supplements) and treatments which may affect the safety and
pharmacokinetics of the test drugs (for Part A, from the test drug
administration to the end of the follow-up examination or discontinuation;
for Part B, from the administration at period 1 to the end of the follow-up
examination or discontinuation). However, only when the investigator
allows, subjects are able to take other drugs or treatments with the
exception of the drugs below, (1) and (2).

If the investigator determines that the purpose of the use of the concomitant
drug or treatment meets the subject withdrawal criteria, the subject will
discontinue this clinical study.

1) Class Ia antiarrhythmic (Quinidine, Procainamide, etc.)

2) Class III antiarrhythmic (Amiodaron, Sotalol, etc.)

16.
Endpoints

Efficacy

Influence on QTc interval (Only Part B) :

The assay sensitivity is considered to be guaranteed when the lower limit
of the one-sided 95% confidence interval of the AAQTc¢ is more than 0 msec
and the lower limit of the one-sided 95% confidence interval of the
maximal value of AAQTc is more than 5 msec after the administration of
moxifloxacin hydrochloride.

Once the assay sensitivity is confirmed, favipiravir is considered to have
no prolongation effect on QT/QTc interval when the upper limit of the one-
sided 95% confidence interval of the AAQTc is below 10 msec after the
administration of favipiravir.
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17. Safety Endpoints

Safety:

Severity of each AE will be graded on a 3-point scale (“Mild”, “Moderate”,
or “Severe”) using the scale shown in “criteria for the severity scale”. The
grade will be ranked on 5-point grade scale (Grade 1 to 5) referring to the
Japanese translation of Common Terminology Criteria for Adverse Events
v3.0 (CTCAE v3.0) version.

If an AE does not be applied to any of the grades, the grade will be assessed
by referring to “criteria for the severity scale”. “Mild” will be assessed as
“Grade 17, “moderate” as “Grade 27, “severe” as “Grade 3, “life-
threatening or disabling” as “Grade 47, and “death related to an AE” as
“Grade 57,

Causal relationship of AEs to the test drug will be assessed using the scale
shown in “criteria for causal relationship of AE to the test drug”. Adverse
events assessed as 1 to 4 are regarded to be related to the test drug.

18. Statistical
methods

Statistical methods:

(1) QT/QTec analysis (only Part B)

1) Time course of QT/QTec value

Summary statistics and time course figures for QT/QTc values were shown.
2) The AQTc obtained after administration of favipiravir, moxifloxacin
hydrochloride, or placebo.

Summary statistics and figure for the time course of AQTc for favipiravir,
moxifloxacin hydrochloride or placebo administration were shown.

3) The AAQTc obtained after administration of favipiravir or moxifloxacin
hydrochloride and its one-sided 95% confidence interval.

The AAQTc obtained after administration of favipiravir or moxifloxacin
hydrochloride and its one-sided 95% confidence interval were calculated.
Summary statistics and figure for the time course were shown.

4) The relationship between plasma concentration of favipiravir or M1 and
QTc interval prolongation

The scatter diagram for plasma concentration of favipiravir or M1 and
AAQTc was shown. One-sided 95% confidence interval of AAQTc¢ for
favipiravir or M1 plasma concentration was shown.

(2) Pharmacokinetic Analysis

1) Part A

a) Time course of drug concentration in plasma

The time course of favipiravir, M1 and moxifloxacin concentration in
plasma was shown.

b) Time course of drug concentration in urine

¢) Time course of favipiravir and M1 concentration in urine and cumulative
excretion rate in urine were shown.

d) Calculation of pharmacokinetic parameters for favipiravir, M1 and
moxifloxacin using a model-independent analysis method.
Pharmacokinetic parameters for favipiravir, M1 and moxifloxacin were
calculated.

Summary statistics for favipiravir, M1 and moxifloxacin was shown
according to the treatment group

Pharmacokinetic parameters to be calculated were as follows.

Favipiravir: Cmax, AUC, AUCO-t, AUCO0-t/AUC, t1/2, tmax, UR, ke,
CL/F, CLr, MRT, Vd/F
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M1: Cmax, AUC, AUCO0-t, AUCO0-t/AUC, t1/2, tmax, UR, CLr, MRT
(Statistical methods; continued from the previous page)

2) Part B

a) Time course of drug concentration in plasma

The time course of favipiravir, M1 and moxifloxacin concentration in
plasma is shown.

b) Calculation of pharmacokinetic parameters for favipiravir, M1 and
moxifloxacin using a model-independent analysis method.
Pharmacokinetic parameters for favipiravir, M1 and moxifloxacin were
calculated.

Summary statistics for favipiravir, M1 and moxifloxacin was shown
according to the treatment group.

Pharmacokinetic parameters to be calculated were as follows.

Favipiravir: Cmax, AUC, AUCO-t, AUCO0-/AUC, t1/2, tmax, ke, CL/F,
MRT, Vd/F

MI: Cmax, AUC, AUCO-t, AUCO0-t/AUC, t1/2, tmax, MRT
Moxifloxacin: Cmax, AUC, AUCO-t, AUCO0-t/AUC, t1/2, tmax, ke, CL/F,
MRT, Vd/F

(3) Safety

1) Adverse events

Adverse events will be re-categorized based on the MedDRA/J ver.13.0
and the total results were obtained.

2) Vital signs, 12-lead ECG and clinical laboratory parameters

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

Healthy Japanese adults aged between 20 and 39 years (East
Asians)

20. Efficacy Results

(1) Results of QT/QTc and pharmacokinetics

1) The maximum estimated values for AAQTec (Fridericia) with favipiravir
1200 and 2400 mg were 0.83 msec (3 hours after administration) and 0.50
msec (6 hours after administration), respectively. The maximum values of
the upper limit of the one-sided 95% confidence interval with favipiravir
1200 and 2400 mg were 3.17 msec (6 hours after administration) and 2.88
msec (6 hours after administration), respectively. At any time point, the
upper limit of the one-sided 95% confidence interval of AAQTc (Fridericia)
estimate was less than 4 msec, which satisfied previously defined criteria
that indicates no prolongation effect on QT/QTc interval (upper limit of the
one-sided 95% confidence interval of AAQTc is below 10 msec). It was
therefore concluded that a single dose of favipiravir at 1200 or 2400 mg has
no prolongation effect on QT/QTc¢ interval. Both AAQTc (Bazett) and
AAQTec (Fridericia) yielded the same results.

2) Since the result with moxifloxacin hydrochloride, which was used as a
positive control, satisfied the pre-determined criteria (lower limit of the
one-sided 95% confidence interval of AAQTc is more than 0 msec and the
lower limit of the one-sided 95% confidence interval of maximum AAQTc
is more than 5 msec), it was concluded that the assay sensitivity of this
study was confirmed.

3) The contributing rate of RR and QT, QT¢ (Fridericia) and QTc (Bazett)
were 0.4779,
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0.0006 and 0.2149, respectively. Although QT was affected by RR, the
contributing rate of QTc (Fridericia) was small and therefore it was
concluded that this adjustment was appropriate. Similar results were
obtained with favipiravir 1200 mg, moxifloxacin hydrochloride and
placebo. Therefore, it was concluded that comparisons among treatment
groups using QTc (Fridericia) as an index were feasible.

4) QTc (Fridericia) for both favipiravir 1200 and 2400 mg shifted similarly
to placebo. No subjects had a QTec (Fridericia) over 480 msec before and
after administration and there was no significant difference in QTc
(Fridericia) shift before and after administration compared to placebo.

5) AQTc (Fridericia) for both favipiravir 1200 and 2400 mg shifted
similarly to placebo. No subjects had a AQTc¢ (Fridericia) over 60 msec and
there was no significant difference in distribution of AQTec (Fridericia)
compared to placebo.

6) Although it was reported that prolongation of QT/QTc inverval is seen
more often in females than in males there was no gender difference in
AAQTec (Fridericia) after favipiravir 1200 mg, favipiravir 2400 mg and
moxifloxacin hydrochloride administration.

7) There was no increasing tendency for AQTc (Fridericia) or AAQTc
(Fridericia) accompanied by an increase in plasma favipiravir or M1
concentration.

8) There was an increasing tendency for AQTc (Fridericia) and AAQTc
(Fridericia) following an increase in plasma moxifloxacin concentration.
9) Plasma favipiravir concentration with single administration at 2000 and
2400 mg reached peak value 2 to 3 hours after administration. The t1/2 with
2000 and 2400 mg were 4.3 and 4.5 to 6.6 hours, respectively. Plasma M1
concentration with single administration of 2000 and 2400 mg doses
reached peak value 1.5 hours after administration. The t1/2 at 2000 and
2400 mg was 6.4 and 5.9 to 11.4 hours, respectively. Cumulative urinary
excretion rates of favipiravir up to 72 hours at both 2000 and 2400 mg doses
were as small as or less than 1.0%.

Cumulative urinary excretion rates of M1 at 2000 and 2400 mg were 71.8%
and 66.7%, respectively. Geometric means of the Cmax and the AUC after
single administration of favipiravir 2000 and 2400 mg increased compared
to favipiravir 1200 mg administration, while median tmax and mean t1/2
were prolonged, and mean CL/F decreased. As seen with favipiravir,
geometric means of the Cmax and the AUC of M1 after single
administration at 2000 and 2400 mg increased compared to 1200 mg
administration, while the median tmax and mean t1/2 were prolonged.
There was no significant difference in the time course of plasma
concentration, Cmax, AUC, tmax, and t1/2 of moxifloxacin hydrochloride
compared to results from a previous report.

21. Safety Results

There were no serious adverse events, including deaths, in Part A or Part
B. Other significant adverse events included one event of discontinuation
in one subject who developed rash after moxifloxacin hydrochloride
administration. It was concluded that the causal relationship with the test
drug was “possible”.

2) Adverse events in Part A included faeces hard (1 subject, 1 event) with
favipiravir 2000 mg administration and diarrhoea (1 subject, 1 event) and
faeces hard and blood uric acid increased (1 subject, 1 event each) with
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2400 mg administration. All adverse events were mild and a causal
relationship with these adverse events from the test drug could not be ruled
out. Common adverse events reported from more than 1 subject in Part B
included headache (4 subjects, 4 events), activated partial thromboplastin
time prolonged (3 subjects, 3 events), faeces hard (2 subjects, 3 events),
nasopharyngitis (2 subjects, 2 events) with favipiravir 1200 mg
administration, blood uric acid increased (6 subjects, 6 events), diarrhoea
(4 subjects, 4 events), faeces hard (2 subjects, 2 events), erythema (2
subjects, 2 events), rash (2 subjects, 2 events), alanine aminotransferase
increased (2 subjects, 2 events) and aspartate animotransferase increased (2
subjects, 2 events) with favipiravir 2400 mg administration, diarrhoea 6
subjects, 5 events), nasopharyngitis (4 subjects, 4 events), headache (3
subjects, 3 events), nausea (3 subjects, 3 events), clectrocardiogram QT
prolonged (3 subjects, 3 events), vomiting (2 subjects, 3 events), abdominal
discomfort (2 subjects, 2 events) and faeces hard (2 subjects, 2 events) with
moxifloxacin hydrochloride administration, and nasopharyngitis (4
subjects, 4 events) and faeces hard (2 subjects, 2 events) with placebo
administration. All adverse events were mild and there were no adverse
events for which a causal relationship with the test drug was “definite”.
Among these, adverse events for which a causal relationship with the test
drug could not be ruled out included headache (4 subjects, 4 events),
activated partial thromboplastin time prolonged (3 subjects, 3 events) and
faeces hard (2 subjects, 2 events) with 1200 mg favipiravir administration,
blood uric acid increased (6 subjects, 6 events), diarrhoca (4 subjects, 4
cvents) and faeces hard (2 subjects, 2 events) with 2400 mg favipiravir
administration, and diarrhoea (5 subjects, 5 events), headache (3 subjects,
3 events), electrocardiogram QT prolonged (3 subjects, 3 events),
abdominal discomfort (2 subjects, 2 events), faeces hard (2 subjects, 2
events) and vomiting (2 subjects, 2 events) with moxifloxacin
hydrochloride administration.

3) The incidence of blood uric acid increased as a specific adverse event
associated with favipiravir, was 16.7% (176, 1 event) with favipiravir 2400
mg and none with 2000 mg in Part A. In Part B, the incidence was 10.7%
(6/56, 6 events) and 1.8% (1/55, 1 event) with favipiravir 2400 mg and
placebo, respectively, and none with favipiravir 1200 mg or moxifloxacin
hydrochloride. The time course of the mean value of blood uric acid on the
1 day before administration, day 3 and day 6, with favipiravir 2000 mg was
5.2, 6.4 and 5.6 mg/dL, respectively and with favipiravir 2400 mg was 6.5,
7.4 and 6.6 mg/dL, respectively, in Part A. , The time course of the mean
value of blood uric acid on the 1 day before administration, day 3 and day
6 with favipiravir 1200 mg was 5.5, 5.9 and 5.9 mg/dL, respectively, in
males and 4.1, 4.4 and 4.1 mg/dL, respectively, in females, while for
favipiravir 2400 mg they were 5.7, 6.8 and 6.7 mg/dL, respectively, in
males and 4.2, 5.5 and 4.3 mg/dL,respectively, in females in Part B. In both
Part A and Part B, the time course of mean blood uric acid value was within
the standard values.

4) There were no clinically problematic findings in vital signs or 12-lead
ECG readings in Part A or Part B throughout the study.
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22. Conclusions

The tolerability of favipiravir up to 2400 mg was confirmed. There was no
effect of favipiravir up to 2400 mg on QT/QTc interval prolongation or
change due to plasma concentration. It was therefore concluded that there
is no difference in the effect on QT/QTec interval between favipiravir and
placebo.
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JHonatok 30

10 TTopsAAKY NpOBEAEHHS EKCIICPTH3H
peecTpaniiinix MaTepialis Ha JiKapebKi 3acobu,
I1[0 MOJAIOTHCS Ha JIEPIKABHY

peecTpaito (1epepeecTpaiiio), a Takox
eKCIICPTH3M MaTepialiB Mpo BHECEHH 3MIH JI0
peecTpalLiifHiX MaTepialis MPOTArOM i
peecTpaliiiHoro noceigueHHs (MyHKT 4 po3aity IV)

3BIT
npo KJIiHiYHe BUNPOOyBaHHS
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1. Hazpa
nikapceKoro 3acody
(3a HasIBHOCTI —

ABIT'AH (®aginipasip) Tabnerku o 200 mr

HOMEp

peecTpauiifHoro

IIOCBIJYEHHS)

2. 3asBHUK II-p Penni’c JlaGopatopic Jitn; 8-2-337, Poyn Ne 3, Banmkapa Ximns,
Xaiinepaban, Tenanrana — 500 034, Inmis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuuxk TOSIMA ®EKTOPI @Y DKU®IJIEM TOSIMA KEMIKAJIKO., JITJL;

4-1, Illumo-Oxkyi 2-Yome, Tosama-wuu, Tosma, Anonis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4, IIpoeeneHi
LOCTIIKEHHS

TaK | JHi AKIIO Hi, BKA3aTH NPUIHHY

1) Tvn NiKapchKOro
3aco0y, 3a AKUM
nposouacs abo

JlikapcbKuii 3a¢i6 3 NOBHUM 10Ch€ (ABTOHOMHE J0CHE)

ITAHY €THCS

peecTpaLis

5. IloBHa Ha3Ba T705aJP115

KJIiHIYHOIO QT / QTc Owuinka AOCAIKEHHS ¢aginipasipy y 310poBHX
BunpoOyBaHHs, 10GpoBOJILIIB

KOJIOBaHUI HOMED - pan0Miz0BaHe IepexpecHe KOCiKeH s -

KJIHIYHOTO

BUNPOOYBaHH

6. daza wiiniynoro | ®azal

BUIPOOYBAHHA

7. Iepion Bioiatric Center, Kitasato University, Research Center for Clinical
HPOBEJAEHHS Pharmacology

KJIiHIYHOTO 3 11 sostHs 2010 poky 1o 30 rpyana 2010 poxy

BUIIPOOYBAHHS

8. Kpainmu, 1e Anonis

IIPOBOMIIOCS

KJHigHe

BUNPOOYBaHHs
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9. KinskicTs 68

JIOCTIJKYBaHUX

10. Mera Ta ®aginipasip (1200 mr i 6inpie) Gyxe BBOAMTHCE 3M0POBHM SAINOHCHKUM

BT(-)plIrIHHi i JOpOCIIMM HaTLIECeple, a BIUIMB npenapaty Ha intepeai QT / QTe, Gyue

KJIIHIYHOTO NOPiBHIOBATHCSL 3 BIUIMBOM IUIanebo y IepexpecHoMy J0CIIiKeHi.

BHITPOOYBaHHS Moxkcudaokcauun rigpoxiopun 6y/je BUKOPHCTOBYBATHCA SK TpPENapar
KOHTPOJIIO.
Kpim Toro, nepea nopipuaHHAM Ta jociipkertsM inrepeanie QT / QTe, y
3/I0POBHMX IOPOCIMX SAMOHIIB OyHyTh MOCITIKEHI Taki Mapamerpu sk
nepeHocuMicTh, Oesrieka Ta Gpapmakokineruka daeimipasipy B go3ax 2000
Ta 2400 mr.

11. Tuzaiin Hacruna A: OJTHOKpaTHO 3aclliIUIeHe IOCIiKeHHS

KJTIHIYHOTO Yactuna b: Ciine Ta pangoMizoBaHe IepexpecHe AOCIiPKEHH 3

BUIIPOOYBaAHHS 4-ma rpynamu — 4 - nepiojau

12. OcHogHi Kputepil BKIIOYEHHS ITPU CKPUHIHTY

KpHUTEPii BKITIOYEHHS

1) Cy6'ektu Bikom Bix 20 g0 39 poKiB Ha MOMEHT HiJNHUCAHHSA
inpopmoBaHoi 3roau

2) CyG'exry, y sxux 3navenus IMT cranosuts 18,5 abo Ginbuie i Menme
30,0 xr / M2

13. HocnimxyBaHuii
nikapcbKMit 3acio,
croci6
3aCTOCYBAHHA, CHJIa
ait

JocnimpkyBanuii mpenapat, Ne maprif:

Tabnerka T-705a [200]: MAS506F200

Tabnerka T-705a [[Tnaue6o (100)]: LE602F100

Konrponsnuit npenapar, Ne naprii:

Tabnerka Asenokc 400 mr: J101

Jo3a Ta crocib 3acTocyBaHHs:

JlocnijpkyBanuii mpenapat y 031, BH3HAUEHIH JUIs KOXHOI TpyIH,
npuiiManu nepopaisHo 3 240 mu Boau mpubnusHo 3a 60 cexyHp,
JA00pOBOJIBISIM SKi He mpuiiManu Ty Oiabwe 10 rogus.

Yactuna A cknajgaetses 3 2 rpym, A-1 1 A-2, 1 pa3oBa 1033, BU3HAYECHA JUIS
koxkHOT rpyma (A-1: dasimipasip 2000 mr, A-2: daginipasip 2400 wmr),
BBOJM/IACS TepopansHo. ['pyny A-1 BBOAMIM nepmioro, a A-2 BBOAWIH
TiCJIs MiATBEP/UKEHHs ToJIepaHTHOCTI Ta Oe3nexu rpymu A-1 jo 6 jans.
Yactuna B cknagaerses 3 4 rpyn, B-1, B-2, B-3 i B -4, i pasosa 103a
¢asimipagipy 1200 wmr, dagimipasipy 2400 wr, mnnanebo Ta
Mokcudokcauuny rigpoxiopuay 400 Mr nepopansHo BBOAWIM 3 1 mo 4
rpyily, 3 MOCHIOBHICTIO, IO BH3Ha4YeHa 0co00l0, AKa BiAmoOBifae 3a
PO3MOJLI TECTOBOIO Mpenapary.

14. Ilpenapar
MOPiBHSIHHA, 1034,
criocib
3aCTOCYBaHHA, CHIIa
it

ITnanebo

15. CynyTHs Teparis

(1) CynyTHi Jikapceki 3aco0u Ta CyITyTHS Tepartis

Cy6'extam, sKi GepyTh y4acTb y LBOMY KIiHIYHOMY JOCIiDKeHHI,
3a60pOHsETECS  TpuiiMaTh  Oyab-Aki MmN mpenapaTd,  OKpiM
BUNPOOOBYBAHMX  (BKJIIOYAIOYM PELENTYpHi TPEmapartd, POCIMHHI
IpenapaTu Ta J00aBKH) Ta METOJM JIiKyBaHHs, AKi MOXYTh BIUIMBATH Ha
Gesneky Ta GapMaKkOKiHETHKY BUPOOOBYBAHHX Mpenapatis (JUIsd 4YaCTHHH
A i3 moyaTKy BBe/JIeHHs BUIIPOOYBAHOr0 Mpenapary M0 KiHli MOAaJbLIOro
obcTesxeHHs a60 NMPUIUHEHHS JIIKYBaHHs; [l 4acTHHHU B - Bin npuifomy B
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nepiox 1 10 3akiHYeHHS MOJANBIIOrO0 OGCTEXEHHS a6o [PUTHHEHHS
JNiKyBaHHsS). OJHaK Jume ToMi, KOMM JOCTiTHHK J03BOJIA€E, cy0’eKTH
MOXYTh NpUAMaTH iHwi JikH abo 3acobu JiKyBaHHA, 38 BHHATKOM
penapaTis, HaBeAeHUX Huxye, (1) Ta (2).

KO IOCHIAHNK BM3HAYATH, W0 METAd BUKOPUCTAHHS CYIyTHEOIO
npenapaty abo JiKyBaHHs BiANOBinae KpuTepisM BiaMinm, cyb'ekT
NPUIMHATE UE KITiHIYHE JOCHTiHKEHHS.

1) AuTaputmiuni 3aco6u kiacy la (xinimum, npoxainamin, TOIIO)

2) Autnapurmiuni 3aco6u knacy 111 (Amiogapos, Corason Ta iH.)

16. Kpurepii ouinku
e(eKTHBHOCTI

Brume na inTepsan QTc (Jmwe yactuna B):

BBaxaerbes, mo 4yTiuBicTh aHajli3y rapaHTOBaHa, KOJM HIDKHS Mexa
OJHOCTOPOHHBOTO 95% nosipuoro inrtepsany AAQTc Ginbme 0 Mmc, a
HIDKHA Mexa oJHoOiuHoro 95% moBipyoro inreppany MakCHMaIbHOIO
sHauenHs AAQTc Ginbuie 5 mc micis npuifomy MokcubIOKCALMHY
TiIPOXJIOpPHLY.

Ilicns nigTBEepIKEHHA Yy TIHBOCTI aHaNi3y BBAXKAETBCS, LIO ¢agimipasip
He Mae edekry mozosxkenHs inrepsany QT / QTc, KoMK BepXHA Mexa
OAHOCTOPOHHBOTrO 95% JoBipuoro intepBamy AAQTc Hmxue 10 Mc micns
BEEJIEHHS (aBimipagipy.

17. Kpurepii oninku
Hesnexu

besmnexa:

Crynine TsmxkocTi kosxuoro 151 6y e oniHroBaTHcs 32 3-GaBHOIO MIKAJIO0
(«Jlerkan, «Ilomipna» abo «Tspkkay), nmocunarouuck Ha Kpurepii mkanu
TSDKKOCTI Ta 3a S5-OanbHoro mkamoio (Big 1 mo 5) 3 mocunaHHsMm Ha
ATIOHCBKE  BHJIA@HHS  3arajlbHMX TEPMIiHOJOTIYHMX  KpPHUTEpIB I
HecupusTiMBHX mmofii v3.0 (CTCAE v3.0).

Slkmo nobivna peaxiiist He BiANOBigana Ko/ AHiH OIiHI 3 BUINE HABECHHX,
il OLIHIOBANK 32 MOCHJIAHHAM Ha IUKalTy KPUTepiiB TsvkkocTi. «JIerkmiy,
«ITomipnmit», «Tsmxkuity, «3arpoxye xurrio abo iHBamigusye» Ta
«CmepTh, Nop'13anHa 3 MOOIYHUM SBHIEM» BiIOBifana «1-My CTYNEHION,
«2-My CTYIEHIO», «3-MY CTYIIEHIO, «4-My CTYIICHIO» Ta «5-MY CTYMEHIO»
Bi/INOBITHO.

IIpH4uHHO-HACTIAKOBUMH  3B'430K 13  JOCHIKYBaHMM  IpenapaToM
ONIHIOBAIM 3a IIKAJIOK 3 m'ATW Karteropiit 1. «JlocToBipuui, 2.
«Mmosipruity, 3. «MoxmBuity, 4. «Bigmanemuity a6o 5. «Bes
IOCTOBIpHOro  3B’A3Ky», BimnoeizHo no Kpwurepiie npuyunHO-
HACJTIZIKOBOTO 3R'A3KY HECTIPUATINBHX sBuL. Hebaskani Auina, olineni sk
1-4, po3rasaanuck Sk NOB'A3aHi 3 A0CTIIKYBaHIM MPENAPATOM.

18. Cratuctruni
METOIU

Cratuctiuni Merou:

(1) Ananiz QT / QTc (e B yactuuu B)

1) Yacogi aminu 3nayenns QT / QTc

By noxasaui 3BeJieHi CTaTUCTHYHI JaHi Ta I0Ka3HUKH YaCOBOTO KYpCy
qns 3Ha4eHp QT / QTe.

2) AQTc, oTpumanuii micns BBeJIeHHS (aBimipasipy, MOKCHPIIOKCALHHY
rigpoxyopuay abo mmarne6o.

Byno nmokaszaHo 3BeJeHy CTaTHCTHKY Ta [I0Ka3HUK yacoBoro kypey AQTc
nns Qaginipasipy, npuzHadeHoro MokcudIoKcauuHy rigpoxiopuay abo
nnaneto.

3) AAQTec, orpumanuii micia BBedeHHs — ¢aBimipaBipy  abo
MOKCH(IIOKCALMHY [iIpOXJIOPUIY Ta HOro 0JHOCTOPOHHIM 95% noBipumit
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intepean. AAQTc, oTpuMmanmii micis BBeIeHHS dasinipasipy abo
MOKCH(JIOKCLMHY PO3paXxOBYBAIIH I APOXJIOPUI Ta HOTo 0JHOCTOPOHHIMH
95% noBipuwmii iHTEpBAII.

Bynu HaBeneni 38e/IeHi CTaTUCTUYHI TaHi T4 OKA3HUKH 4aCOROTO KypCy.
4) B3aemo3B'130k Mk KoHUeHTpauiero ¢asinipasipy a6o M1 y mmasmi
KpOBi Ta nofoBxeHHaM inrepsany QTc

Byna moxasana fiarpama posciroBarHs KoHueHTpauii gasimipasipy aGo M1
y miasmi i AAQTe. IMokasano oxxoctopoHHil 95% JoBipunit inTepBan
AAQTc¢ nns xoHueHTpaiii dasinipasipy abo M1 y niasmi kposi.

(2) ®apmakoxiHeTHUHMIA aHai3

1) Yactuna A

a) Yacoruii Kypc KoHLEHTpaLil Jlikapcekoro 3aco0y B IUIa3mi Kposi
Ilokasano wacoBmif Kypc KkoHueHtpauii dasimipasipy, M1 Ta
MOKCH(]JIOKCALMHY B IJ1a3Mi KPOBi.

6) HacoBuii Kypc KOHIUEHTpaLLii npenapary B ceui

B) YacoBuii Kypc KoHUeHTpauii dagimipaBipy Ta Ml y ceui Ta
KYMYJIITUBHA [IBU/IKICTE BUBEJIEHHS i3 CEUelO.

r) PospaxyHok (apMakokiHeTHYHMX napametpie ¢asimipasipy, M1 Ta
MOKCH(]JIOKCALMHY 3a JIONIOMOTOI0 HE3aJEKHOIO BiJl MOJENi MeTomy
aHasizy.

Pozpaxorano ¢apmakokineTnuni mnapamerpu ¢asinipasipy, M1 Ta
MOKCH(]IIOKCALUHY.

3BesieHa crarucTHKa (aginipaBipy, M1 Ta Moxcudokcauuny 6Oyna
MOKa3aHa BiJNOBIHO 10 IPYIIH JIiKyBaHHS

dapmakoKiHETHYHI TapaMeTpH, sKi ¢i1if] Oyio po3paxysarty, OyJiH TAKUMHU.
@asinmipaBip: Cmax, AUC, AUCo+, AUCo-/AUC, t112, tmax, UR, kel, CL/F,
CLr, MRT, Vd/F

M1: Cmax, AUC, AUCo+, AUCo-/AUC, t112, tmax, UR, CLr, MRT

2) Yactuna b

a) YacoBuit Kypc KOHLEHTpaLii JlikapchKoro 3acoly B 11a3Mi KpoBi
[loxasanuii 4acoBMH Kypc KoHUeHTpamii ¢agimipaipy, M1 Ta
MOKCH(DIIOKCAIIMHY B IIa3Mi KPOBi.

0) PospaxyHok papMakokiHeTHUHMX napaMeTpiB s ¢aginipasipy, M1 Ta
MOKCH(}IOKCAIMHY 3a JOIOMOIOI0 HE3aleXHOTOo Bill MOAeNi MeTomy
aHanizy.

PozpaxoBano ¢apmakokiHeTHuyHi mnapametrpu ¢asimipaBipy, M1 Ta
MOKCH(IIOKCAIHHY .

3BefieHa craTUCTHKa (arimipaBipy, M1 Ta Mokcudaokcanuny Oyna
I10Ka3aHa BiAMOBIIHO 10 IPYTIH JiKyBaHHS.

dapmakokiHEeTHUHI mapameTpH, siki citij 6yno pospaxyatu, Gyu TAKUMH.
®@aginipasip: Cmax, AUC, AUCot, AUCo-VAUC, t122, tmax, kel, CL/F, MRT,
Vd/F

M1: Cmax, AUC, AUCo-t, AUCo-/AUC, ti12, tmax, MRT

Mokcudokcartt: Cmax, AUC, AUCo., AUCo-/AUC, tis2, tmax, kel, CL/F,
MRT, Vd/F

(3) be3nexa

1) ITo6iuni siBuInA

HeGaxani sieuma Oyayrs nepexiacudikosani Ha ocHoBi MedDRA /]
Bepcii 13.0 Ta oTpHMaHi 3arajibHi pe3ysbTaTH.
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2) Xurrepo Baxmisi nokasuuky, EKT y 12 BijseeHHAX Ta iR KtiHigo-
nabopaTopHi MOKA3HUKH,

19. Ilemorpadiusni
MOKa3HUKH
JIOCITIIXKY BAHOT
oMy ALl (cTaTs,
BiK, paca, Tomo)

3/10poBi AMoHCEKi Jopocni y Bind Bix 20 g0 39 POKiB (cxijaui
Asziarn)

20. PeaynsTaTu
e(eKTUBHOCTI

(1) Pesyneraru npo intepsam QT / QTc ta dapmakokineThka

1) Makcumaneni pospaxynkoBi 3Havenns AAQTc (Fridericia) 3
tasinipasipom 1200 mr ta 2400 mr cranoBumi 0,83 Mc (3 roauHu micis
BBefleHHst) Tta 0,50 Mc (6 roaMH micna BBeNEHHS) BiANOBiAHO.
MaxkcumarnbHi 3HAYCHHS BEPXHBOT MEXi 0AHOCTOPOHHEOIO 95% JOBipUOro
inTepBaty npu 3actocyeanni pasiniparipy 1200 mr ta 2400 Mr cTaHOBHIH
3,17 mc (6 roaun micis BBeaenus) ta 2,88 Mc (6 rogun micis BBE/ICHHS)
BiANOBiHO. V Gy/(b-AKHii MOMEHT 4acy BEpXHS MEKa OJHOCTOPOHHEOTO
95% nosipuoro intepBany AAQTc (Fridericia) cranoBuna meHie 4 Mc, mo
BIATIOBIZaJI0 BU3HAYCHMM paHillle KPUTEPAM, O BKA3y€ Ha BiICyTHICTH
epexry momomxenns imrepsanry QT / QTc (BepxHs Mexa
OJIHOCTOPOHHBOrO 95% posipuoro intepsany AAQTc Hinkue 10 mc). Tomy
OyJ10 3poBreHo BUCHOBOK, 10 pa3oBa 03a dasinipasipy B go3i 1200 mr
abo 2400 mr ne BrMBac Ha nogoBxkenns intepsary QT / QTec. I AAQTc
(Bazett), i AAQTc (Fridericia) nanu oqHakoBi pesysrari.

2) OckinbKy pe3ynsTaT 3 MOKCH(IOKCALMHOM TIiIPOXIOPHAOM, SIKUii
BUKOPUCTOBYBAIM K MO3MTHBHHUN KOHTPO/b, 3a/I0BOJBLHAB 3a34aJIeriah
BH3HAYEHUM KPHTEPiAM (HUKHA MeXa OJHOCTOPOHHEOrO 95% nosipdoro
inTepeany AAQTc cranoButh Ginbme 0 Mc, a HIWKHA Mexa
ofHocTOpoHHBOrO 95% pmoBipuoro inTepBany Mmakcumymy AAQTc
CTaHOBUTH Oinmpme 5 Mc), Oyio 3po0/ieHO BMCHOBOK, IO YYTIMBICTH
aHamizy B I[bOMY JOCII/DKEHHI I1iITBep/KeHa.

3) Hopma erummBy RR ta QT, QTc (Fridericia) Ta QTc (Bazett) cTanoBMIa
0,4779, 0,0006 Ta 0,2149 Bixnoeigno. Hespaxaroum nHa Te, mo Ha QT
BruiBaB RR, pisens srinBy QTc (Fridericia) 6yB HeBenukuM, i Tomy 6yiio
3po0JieHO BHCHOBOK, IO 1€ KOpUryBaHHs Oyio mouinsHuM. IlomiGHi
pesyneraty  Oynu  otpumani 3 dasimipasipom 1200
MOKCH(JIOKCAIIMHOM TifpoxJopuaoM Ta mnaueGo. Tomy Gyio 3pobieno
BUCHOBOK, 110 NOPIiBHSAHHSA MK I'pYIIaMH JiKyBaHHs, SKi BAKOPHCTOBYIOTh
QTec (Fridericia) sik iHmeKC, € MOKIMBHM.

4) QTc (Fridericia) sk aust ¢aeinipasipy 1200 mr, Tak i gus 2400 mr
3MiHUBCA aHajoriyno ruiane6o. Xoaen cy6'ext e maB QTc (Fridericia)
nonas 480 mcex /10 i micyA BBECHH IIpeniapary, i He OyJ1o 3HaYHOT pi3HMIII
B 3mini QTc (Fridericia) o Ta micyis BBeeHHS Ipernaparty MOPIiBHAHO 3
wianebo.

5) AQTc (Fridericia) six must daginipasipy 1200 mr, Tak i s 2400 mr
sMmimyeTbest nopibno go mnane6o. Xomen cyG'ekt He mas AQTc
(Fridericia) monan 60 mcek, i He 6yno 3Ha4HOI pizHuLi y posnoaini AQTc
(Fridericia) mopiBHsHO 3 miane6o.

6) Xo4a noigomisiiocs, o nojopxeHHs inteprany QT / QTc wacrime
crocTepiraeTbesl y oKiHOK, HiXXK Yy 4OJIOBiKiB, pisHuui ctati B AAQTc
(Fridericia) ne cmoctepiranocs micns mpuifomy dasimipasipy 1200 wr,
¢aginipasipy 2400 Mr Ta Mokcu(IIOKCALIMHY TiIPOXJIOPHAY.
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7) He cnocrepiranocs tenaenuii go 36insmenns AQTc (Fridericia) a6o
AAQTc (Fridericia), mo cynpoBo/ukyBanocs 36iIbIeHHsSM KOHIIeHTpaii
daginiparipy a6o M1 y nasmi kposi.

8) Ilpoctexysanacs Tenaenuis xo spoctanns AQTc (Fridericia) a AAQTc
(Fridericia) nicyisa 36inbImen s KOHUEHTpaLLT MOKCH(IOKCALIMHY B IU1a3Mi.
9) Konuentpauis dasinipasipy B Iuasmi kposi mpu opHOpazoBomy
zacrocyBatti 2000 mr ta 2400 Mr gocsria nikoBOro 3HAYECHHS yepes 2-3
rofuHy micis npuiomy. Ti23 2000 mr ta 2400 mr cranorus 4,3 ta 4,5-6,6
roguHu BianosinHo. Konuentpanis B mmasmi M1 mpu oasopasosomy
BBeieHHi 103 2000 Mr Ta 2400 Mr gocsria mKOBOro 3HAYCHHS yepes 1,5
rojuuy micis BeeeHHs. Tz mpu 2000 mr ta 2400 mr cranoBusB 6,4 Ta 5,9-
11,4 romunu Bignosimeo. KyMyJaTUBHI TNOKA3HMKM  BHBeIEHHS
darinipagipy 3 ceuero 1o 72 roguH K y go3ax 2000 mr, Tak i 2400 mr 6yu
He3HaUYHUMHM abo MeHmuMU Ha 1,0%.

Kymynarusui noxa3Huky BuBeneHHs 3 cedero M1 y 2000 mr ta 2400 mr
cranoBuu 71,8% Ta 66,7% BinnosigHo. ['eoMeTpuuHi cepenni 3HaueHHs
Cmax Ta AUC micnst oHopazoBoro npuitoMmy dasinipasipy 2000 mr ta 2400
M 301TBIIMITHCE MOPIBHAHO i3 BBeAeHHAM (asimipasipy 1200 mr, Toai six
MeZliaHa tmax T2 cepesiHe ti2 OyIM MOJIOBXKEHUMH, a cepeanilt pisens CL/F
3MEHIIUBCA. SIK BMHO Mo (aBimipaBipy, reoMeTpUYHi cepe/iHi 3HAYEHHSI
Cmax Ta AUC M1 nicng oguopazosoro eeejienns npu 2000 mr ta 2400 mr
3011bLIyBaIKCh NOPIBHAHO i3 BBeeHHAM 1200 Mr, Tozi sk MeaiaHa tmax Ta
cepelHe ti/2 TPUBAIH TaK camo.

He Oy1no cyTTeBoi pizHuII y Yaci KoHIeHTpaLil B 11a3mi Kpoi, Cmax, AUC,
tmax Ta t1/2 MOKCU(IOKCALMHY TiPOXJIOPHIY TOPIBHSHO 3 pe3yJbTaTaMu
TIONEPEIHBOTO 3BITY.

21. Pezyneratn
Oesnexu

Cepiio3HMX NOOIYHUX SBUILI, BKIIOYAIOYH CMEPTh, Y YaCTHHI A Ta YacTHHI
b we Oyno. Inmi 3Hauni nmoOiyHl SBMING BKIIOYAJHM OJMH BHIAIOK
NPUIMHEHHS JIIKYBaHHA Y OJHOrO cy0’eKTa, y SIKOTO PO3BUHYBCS BHCHII
micns  BBEAEHHA MOKcHQIOKcanuHy rigpoxnopuny. Byno 3pobGieno
BUCHOBOK, IO NPUYWHHO-HACIIKOBMH 3B’SA30K i3 JIOCHIAKYBaHUM
MPeriapaToM «MOMXIIUBHILY,

2) Ilo6iuni edexTH y yacTuHi A Brurouanu 3axkper (1 cy6’exr, 1 Bunagox)
i3 BBeneHHsAM ¢aeimiparipy y mozi 2000 mr Ta miapero (1 cy6’exrt, 1
BUMAJIOK), a Yy (examisax - MiABHMIIEHY KiNbKicTh cedoroi kucmoTH (1
cy6’ext, 1 Bunanok) na 2400 mr. Yci nobiuni suma Oym Jerkumu, i He
MOXKHA BHKJIIOYATH MPUIMHHO-HACIIAKOBHH 3B’ I30K i3 IMMU MOOIYHHMHU
SBMIIAMU JUIS JOCIHiKyBaHoro npenapary. Ilomupeni mobiyni sBuma,
npo ski moBioMisiu Oinblue HiX y ojpHoro cy6’ekra B wactuHi B,
BIUIIOYAIH royioBHuit GOine (4 cyG’exrw, 4 BHUMajku), IOJOBKEHUIH
aKTHBOBAaHMH 4YacTKOBHH TpomboractuHoBuid uac (3 cy6’exkrw, 3
BUMANKK), TBepauit kan (2 cyO’ekt, 3 BuUmajaku), HazohapuHTIT (2
cy0’extun, 2 BUnaaku) npu 3acrocyBanui ¢aeimipasipy B xo3i 1200 wr,
MiJBULIEHHS PIiBHS ce4oBOi KUCJIOTH B KpoBi (6 cy6’exTiB, 6 BunajaKiB),
niapest (4 ocobu, 4 Bunaaku), 3akpenu (2 ocobu, 2 Bunagku), epurema (2
ocobu, 2 Bumanku), Bucun (2 cy6’eKkTH, 2 BUNAAKH), MiBHIICHHS piBHA
ananinaminorpancdepasu (2 cyG’exTH, 2 BHMAAKM) MiIBUILEHHS piBHA
aHiMorpancgepasu (2 cy0’ektd, 2 BUIAJKH) IIPH 3aCTOCYBaHHI
¢asinipasipy 2400 mr, aiapes (5 cy6’ekriB, 5 Bunazkis), HazodapuHriT (4
cy6’ekTH, 4 BUNa/IKiB), royioBHMH 6inb (3 cy6'extH, 3 BUNaaku), HyaoTa (3
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cy6'exrn, 3 Bunaskm), mogosskennit inrepsan QT Ha enexTpokapaiorpami
(3 cyb'extn, 3 Bunaaxu), 6imosora (2 cy6'exkT, 3 BumamKm), nuckoMdopr
Yy *KuBOTI (2 cy6'exty, 2 BHIAAKH) i 3aKpenn (2 0coOH, 2 BUMALKM) IPHU
BBEJIEHH] MOKCH(IOKCaMHy rifpoxmopuny, Hazobapuurit (4 cy6'exr, 4
BUNAJKK) Ta 3aKpeny (2 cy6'exTy, 2 BUNAAKK) NPH 3aCTOCYBaHHi mare6o.
Vi nobivni sBumIa Oyu Jerkumu, i He OyJI0 NOGIYHMX SBUI, IS AKUX
NPHUYHHHO-HACIAKOBUH 3B’ 430K i3 JIOCHiKyBaHHM MpenapatoM 6ys 6u
«BusHayeHMM». Cepel HHMX NOGIUHMX SBUI, JUIA SKAX HEMOXK/IMBO
BCTAHOBHUTH  NPUYMHHO-HAC/IJKOBHE  3B'S30K 13  JI0CHiKYyBaHMM
npenapaToM, Oyim ronoBHui 0ink (4 cyG'exTH, 4 BUNANKHA), TTOAOBKEHUIT
aKTUBOBAaHWA YacTKOBMH TpomOomnnactuHoBMit vac (3 cy6'ektu, 3
BUMAJKU) Ta 3akpenu (2 cyG'extd, 2 BHUNAJKHM) [pPH 3acTOCYBaHHI
¢aginipasipy B n03i 1200 mr, 36inbmenss ce4oBoi KUCIOTH B KpoBi (6
cyG’exris, 6 Bunaakie), miapes (4 cy6’exru, 4 Bunaaku) Ta 3akpenu (2
cy6’extu, 2 Bunanku) npu Beexenns 2400 mr daeimipasipy, xiapes (5
cyG’extiB, 5 Bumankis), ronoeumit Gine (3 cy6’exktw, 3 BUNakw),
nonoexenuit inreppan QT Ha enexrpokapmiorpami (3 cy6’extu, 3
BUIAJKK), JUCKOMDOPT y xkHBOTI (2 cy6’ekTH, 2 BUNagKu), 3akpenu (2
cy0’extn, 2 Bumaaxu) i 6moBora (2 ocobu, 2 BUIIAJAKM) NPH BBEACHHI
MOKCH(IOKCAIMHY TiAPOXJIOPULIY.

3) PiBeHb ceuorOl KKMCIOTH B KPOBI 3pic - crenubiuna nmobiuna peakuis,
nop'szaa 3 ¢asimipaBipom, cranoBuna 16,7% (1/6, 1 Bunmagox) 3
dasinipasipom 2400 mr, a xoHoi 3 2000 Mr y ckyiaji yacTHHHA A.

VY yactuni B wacrora nobGiunux peakuiii cranopwna 10,7 % (6/56, 6
Buna ki) Ta 1,8% (1/55, 1 Bunajox) 3 ¢aeinipasipom 2400 mr ta minaue6o
BiIMOBIHO, 1 JkojHoro Bumajaky 3 ¢aeinipasipom 1200 mr a6o
MOKCH(IIOKCALMHY TiAPOXI0pH/IOM. YacoBHil Kype cepeHBOTO 3HAYCHHS
CEYOBOI KMCJIOTH B KpoBi 3a 1 JeHb 10 npuitomy, 3-it JeHb Ta 6-if 1eHb, 3
¢agimipasipom 2000 mr cranoeue 5,2, 6,4 Ta 5,6 Mr/an BianoeBigHO, a 3
daginipasipom 2400 mr - 6,5, 7,4 Ta 6,6 Mr/n, BiANMOBIAHO, Y YaCTHHI A.
YacorHit XijJ| cepeIHBOTO 3HAYEHHs CEYOBOI KHCJIOTH B KpoBi 3a 1 ieHb 10
BBEJCHHA, IeHb 3 Ta JieHb 6 3 dasinipasipom 1200 mr cranosus 5,5, 5,9 Ta
5,9 mr/mn BigmosixHO y yonogikiB Ta 4,1, 4,4 Ta 4,1 Mr/an BignosigHo y
KIHOK, TOI sk Juist daginipagipy 2400 mr Bouu craHoswiu 5,7, 6,8 ta 6,7
MTI/J, BiJUNOBiHO, y YonoRrikiB Ta 4,2, 5,5 ta 4,3 mMr/mn, BiAmorigHo, y
JKIHOK Yy yacTuHI B.

I B wacTuHi A, i B yacTuHi B yacoBuii Xi cepeIHBOr0 3HAUCHHS CEYOBOT
KHCIIOTH B KPOBi 3HAXO/IMBCS B MEKaX CTAHJAPTHHUX 3HAYCHD.

4) Tlporsirom ycboro AOCHiKeHHs He OyJO BUSBICHO KIIHIYHHUX 3MiH
JKUTTEBO BAXTMBMX MOKa3HMKIB ui nmoka3zHukiB EKI" y 12 BiiBeneHHs.

22. BUCHOBOK
(3aKIIOUeHHS)

[TinTRepmKeHa nepeHocuMicTs (arinipagipy no 2400 mr. He 6yno BruBy
¢asinipasipy mo 2400 mr na nogopxeHHs abo 3Miny iHTepany QT / QTc
yepe3 KOHLEHTpallito B 1uia3Mi Kposi. Tomy Oyiio 3pobiieHO BUCHOBOK IIpO
BificyTHiCTP pizHuui y Brutiei Ha iHTepBan QT / QTc mix ¢daginipasipom
Ta IU1anedo.
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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 | AVIGAN (Favipiravir) 200 mg tablets
Medicinal ~ Product

(Marketing

Authorization No., if

any)

2. Applicant

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

3. Manufacturer

TOYAMA FACTORY
FUJIFILM TOYAMA CHEMICAL CO. LTD.
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Performed studies

D yes [Ino if no. provide reasons

1) type of the
medicinal  product
registered or to be
registered

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP116
Hydralazine  Hydrochloride  Concomitant Study on the
Pharmacokinetics of Favipiravir and Hydralazine Hydrochloride

6. Phase of clinical
trial

Phase 1,

7. Clinical trial was
held

Heishinkai Medical Group Incorporated OCROM Clinic
From October 21, 2011 to November 22, 2011

8. Countries where | Japan
the clinical trial was

held

9. Number of | 14

subjects

10. Objective and
secondary goals of
the clinical trial

To evaluate the impact on pharmacokinetics of favipiravir and hydralazine
hydrochloride in healthy adult male volunteers by calculating the
pharmacokinetic parameters of hydralazine and favipiravir when the two
drugs are coadministered. The safety and tolerability of coadministration
of the two drugs are also evaluated.

11.  Clinical trial

Randomized, crossover, open-label study with two groups over two periods

design
12, Main  entry | Volunteers who understand the requirements of the study and voluntarily
criteria consent in writing to

Uy



~g

s

participate in the study;

2) Volunteers aged between 20 and 39 years, inclusive as of the date of
informed consent;

3) Volunteers who are healthy as determined by the investigator through
clinical laboratory

tests, vital signs, 12-lead ECG and other clinical findings;

4) Volunteers with a BMI of between 18.5 and 30.0 kg/m2, and with a body
weight of 55 kg or more;

5) Volunteers who agree to use condoms from the start of test drug
administration until 14 days

after the end of test drug administration.

13. Studied drug,
posology, strength

Test product and lot number:

T-705a tablet [200]: MA5S06F200

10% Apresoline (Ciba): P0O019

Mode of administration:

(1) Group A

1) Favipiravir

On Day 3 and Day 21, the first dose was given at 1200 mg, and the second
dose was given at 400 mg. On Day 4 to Day 6 and Day 22 to Day 24, 400
mg was given twice daily. On Day 7 and Day 25, 400 mg was given once
daily. Favipiravir was given 18 times in total (on the 10 days).

2) Hydralazine hydrochloride

A single dose of 10% Apresoline (Ciba) was given at 50 mg (5 mg as
hydralazine hydrochloride) on Days 1, 3, and 7. 10% Apresoline (Ciba) was
given three times in total.

(2) Group B

1) Favipiravir

On Day 3 and Day 21, the first dose was given at 1200 mg, and the second
dose was given at 400 mg. On Day 4 to Day 6 and Day 22 to Day 24, 400
mg was given twice daily. On Day 7 and Day 25, 400 mg was given once
daily. Favipiravir was given 18 times in total (on the 10 days).

2) Hydralazine hydrochloride

A single dose of 10% Apresoline (Ciba) was given at 50 mg (5 mg as
hydralazine hydrochloride) on Days 1, 21, and 25. 10% Apresoline (Ciba)
was given three times in total.

(3) Mode of administration

Subjects received the assigned dose of favipiravir orally with 240 mL of
water within 60 seconds (as a rule) 2 hours after a meal began (the total
amount of water given to subjects was 240 mL even when favipiravir was
coadministered with hydralazine hvdrochloride).

14. Comparator, | --

dosage,  posology,

strength

15, Concomitant | (1) Concomitant medication

therapy No concomitant medication (including prescribed drug, over-the-counter

drug, and Chinese herbal medicine) was allowed after the first hydralazine
hydrochloride administration until the completion of follow-up
examinations performed 7 days after the last dose (Day 32 to Day 34) or
the time of premature discontinuation unless the investigator deemed it
necessary.




If the investigator decided that the purpose of the concomitant medication
met the subject discontinuation criteria, the subject discontinued the study.
There was a subject using a concomitant medication. The name of the
medication, route, per-day dosage, duration of administration, and purpose
of the medication were recorded on CRF.

(2) Concomitant therapy

No concomitant therapy that may affect the safety or pharmacokinetics of
the test drugs was allowed after the first administration of hydralazine
hydrochloride ~administration until the completion of follow-up
examinations performed 7 days after the last dose (Day 32 to Day 34) or
the time of premature discontinuation unless the investigator deemed it
necessary.

If the investigator decided that the purpose of the concomitant therapy met
the subject discontinuation criteria, the subject discontinued the study.

16. Efficacy
Endpoints

Pharmacokinetics:

The geometric mean ratios for Cmax and AUCO-12 of favipiravir and their
90% confidence intervals when favipiravir was administered alone and
when favipiravir was coadministered with hydralazine hydrochloride were
obtained. Likewise, the geometric mean ratios for Cmax and AUC0-12 of
hydralazine and their 90% confidence intervals when hydralazine
hydrochloride was administered alone and when hydralazine hydrochloride
was coadministered with favipiravir were obtained.

A 90% confidence interval for the geometric mean ratio of the parameters
for concomitant administration compared with that for single
administration within the range of 0.80 to 1.25 indicated that there was no
drug interaction.

17. Safety Endpoints

Safety:

Adverse events were ranked on a 3-point severity scale (“Mild,”
“Moderate,” or “Severe”) by referring to the Criteria for Severity Scale and
on a 3-point grade scale (Grade 1 to 5) by referring to the NCI Common
Terminology Criteria for Adverse Events v.3.0 (Japanese version
JCOG/ISCO).

If an adverse event did not match any of the grades, the grade was to be
assessed by referring to the Criteria for Severity Scale. “Mild,” “Moderate,”
“Severe,” “Life-threatening or disabling,” and “Death related to an adverse
event” corresponded to “Grade 1,” “Grade 2,” “Grade 3.” “Grade 4,” and
“Grade 5,” respectively.

Causal relationship to the test drug was assessed as “1. Definite,” “2.
Probable,” 3. Possible,” “4,

Remote™ or “5. Unrelated” by referring to the Criteria for Causal
Relationship to the Test Drug.

Adverse events assessed as | to 4 were regarded related to the test drug.

18. Statistical
methods

Statistical methods:

(1) Pharmacokinetics

1) Plasma concentrations versus time

Summary statistics, coefficient of variation, and standard error were
calculated for the plasma concentrations of favipiravir and its metabolite
(M1) and hydralazine and its metabolite (HPZ and NAcPZ) for each time
point of blood collection. The plasma concentrations versus time were also
presented.




2) Urinary excretion ratio

Summary statistics, coefficient of variation, and standard error were
calculated for the urinary concentrations, urine volume, urinary excretion,
and urinary excretion ratio (% and cumulative urinary excretion ratio %) of
favipiravir, M1, hydralazine, HPZ, and NAcPZ for each urine collection
interval (fraction).

3) Calculation of pharmacokinetic parameters using a non-compartmental
method

Summary statistics and standard error were calculated for the
pharmacokinetic parameters

[Cmax, AUC, AUCO-t, AUCO0-12, AUCO-t /AUC, t1/2, tmax, (cumulative)
urinary excretion ratio,

CL/F (except metabolites), CLr, MRT, and Vd/F (except metabolites)] of
favipiravir, M1, hydralazine, HPZ, and NAcPZ for each treatment day.
Geometric mean and coefficient of variation were also calculated for Cmax,
AUC, AUCO-t, and AUCO-12.

4) Calculation of geometric mean ratios (concomitant administration/single
administration) for Cmax and AUCO-12 and their 90% confidence intervals
The following geometric mean ratios for Cmax and AUCO0-12 (concomitant
administration/single administration) and their 90% confidence intervals
were calculated for the first dose (Day 3 or Day 21) and the last dose (Day
7 or Day 25).

- Geometric mean ratio of favipiravir coadministered with hydralazine
hydrochloride compared with favipiravir single administration

- Geometric mean ratio of hydralazine hydrochloride coadministered with
favipiravir compared with hydralazine hydrochloride single administration
(2) Safety

1) Adverse events

Adverse events were summarized using MedDRA/J Ver.13.0.

2) Clinical laboratory values, vital signs, and 12-lead ECG

Summary statistics and shift were presented for clinical laboratory values,
vital signs, and 12-lead ECG results. Summary statistics and shift for
change in blood pressure levels (systolic phase and diastolic phase) were
also presented.

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

Japanese healthy male volunteers, an East Asian ethnic group, aged
between 20 and 39 years, inclusive

20. Efficacy Results

Pharmacokinetic results:

The plasma concentrations of favipiravir and M1 in concomitant
dministration with hydralazine hydrochloride were almost comparable with
those in favipiravir single administration for both the first and the last
doses.

A 90% confidence interval for the geometric mean ratio of Cmax and
AUCO0-12 of favipiravir in concomitant administration with hydralazine
hydrochloride compared with that of favipiravir single administration fell
within the predetermined range of 0.80 to 1.25 for both the first and the last
doses. The pharmacokinetics of favipiravir, therefore, were considered
unaffected by concomitant administration with hydralazine hydrochloride.




Plasma concentration of hydralazine around the peak value in concomitant
administration with favipiravir for both the first and the last doses were
lower than those in hydralazine single administration, whereas the plasma
concentrations following 4 hours after the administration were almost
comparable between concomitant administration and single administration.
Plasma concentration of HPZ around the peak value in concomitant
administration for the first dose were lower than those in single hydralazine
administration, whereas the plasma concentrations following 4 hours after
the administration were almost comparable between concomitant
administration and single administration. The plasma concentration of HPZ
after concomitant administration for the last dose were lower than that
observed in single hydralazine administration up to 4 hours after the
administration, whereas the plasma concentrations for the last dose were
almost comparable to hydralazine single administration following 6 hours
after the administration. The plasma concentration of NAcPZ after
concomitant administration for the first dose was higher than that of
hydralazine single administration up to 8 hours after the administration,
whereas the plasma concentrations for the last dose were almost
comparable to that of hydralazine single administration.

A 90% confidence interval for the geometric mean ratio of Cmax and
AUCO-12 of hydralazine in concomitant administration with favipiravir
compared with that in hydralazine single administration did not fall within
the predetermined range of 0.80 to 1.25 except for AUCO-12 obtained after
the last dose and the lowest value was slightly lower than 0.80. Therefore,
the pharmacokinetics of hydralazine hydrochloride was considered mildly
affected by concomitant administration with favipiravir.

21. Safety Results

Safety results:

(1) There were no deaths or other serious adverse events in this study. One
significant adverse event occurred in one subject when hydralazine
hydrochloride was administered alone; however, it was not related to the
test drug. The incidences of adverse events were 35.7% (5/14, 5 events)
when favipiravir was administered alone, 7.1% (1/14, 1 event) when
hydralazine hydrochloride was administered alone, and 35.7% (5/14, 8
events) when favipiravir and hydralazine hydrochloride were
coadministered. Adverse events that were regarded related to the test drug
did not occur when hydralazine hydrochloride was administered alone. The
incidences of adverse events that were regarded related to the test drug were
35.7% (5/14, 5 events) when favipiravir was administered alone and 28.6%
(4/14, 4 events) when favipiravir and hydralazine hydrochloride were
coadministered. All the reported adverse events were mild in intensity
except for moderate hordeolum occurred when hydralazine hydrochloride
was administered alone. Except for the blood uric acid increased,

an adverse event unique to favipiravir, which occurred when favipiravir
was administered alone and concomitantly, there were no major differences
in the incidences and intensity among the favipiravir single administration,
hydralazine hydrochloride single administration, and concomitant
administration of both drugs.

(2) Mean profiles versus time and changes from baseline versus time for
systolic blood pressure and diastolic blood pressurc were almost
comparable after the favipiravir single administration, hydralazine




hydrochloride single administration, and concomitant administration. The—‘
concomitant administration did not affect blood pressure levels.

(3) There were no clinically important findings in other vital signs and 12-
lead ECG in any treatment period.

22. Conclusions The concomitant administration of favipiravir and hydralazine
hydrochloride did not affect the pharmacokinetics of favipiravir. On the
other hand, the exposure to hydralazine slightly decreased after the
concomitant administration. Because it has been reported that the
vasodepressor effect of hydralazine shows association with its plasma
concentration, antihypertensive effects are expected to be decreased with a
hydralazine hydrochloride clinical dose. Therefore, blood pressure levels
should be monitored carefully when favipiravir is given concomitantly to
hypertension patients receiving hydralazine hydrochloride.

Applicant (Marketing Authorization holder)
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Jomaarok 30

1o Iopsaaky npoBesieHHs eKCIepTH3H
peecTpauiifHux MaTepianis Ha JlikapchKi 3acobu,
10 NMOJAIOTHCA Ha IepIKaBHY

peecTpauiio (nepepeecTpaniio), a TaKoxK
EKCTEPTH3H MaTepialiB Mpo BHECEHHS 3MiH 10
peecTpaniiiHiX Matepiasis npotarom aii
peecTpauiiinoro nocpigueHus (nyHkr 4 pozainy V)

3BIT
npo KJIiHiYHe BUNPOOYBAHHS

) v 2

1. Hazea
JiKapchKoro 3acoby
(3a HasBHOCTI —

ABIT'AH (®aginipagip) Tabnerku 1o 200 mr

HOMeEp

peecTpauiiinoro

MOCBITYEHHS)

2. 3asABHUK H-p Penni’c Jlaboparopic JIta: 8-2-337, Poya Ne 3, Banmkapa Xinnsz,
Xainepadaa, Tenanrana — 500 034, Inzis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupobHuuk TOSAMA ®EKTOPI @V DKU®IIBM TOSAMA KEMIKAJI KO, JITI:
4-1, Iumo-Oxyi 2-Home, Toama-mm, Togama, Snouis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Tlporeneni D rax [ |ni  skwo ui, Bkasaty MPHYHHY

NOCTIKEHHS

1) THm nikapebKOro
3aco0y, 3a SIKUM
nposoauaacs adbo
TIaHY €ThCS
peccTpallis

Jlikapepkuii 3aci0 3 NOBHUM 10Ch€ (ABTOHOMHE 10ChE)

5. IloBHa Ha3Ba
KITIHIYHOTO
BUNPOOYBAHIHS,
KOJOBaHHIT HOMep
KJIIHIYHOIO
BUIpoOyBaHH:

T705aJP116
JocaizxeHHs TiApajasHuy riipoxXJopuay moao (papMakoKiHeTHKH
¢dasinipasipy Ta rijpajasuay riipoxjaopuay

6. daza kiHiuYHOTO
BUnpoOyBaHHs

®daza l,

7. Ilepiog
MPOBE/ICHHS
KIIHIYHOIO
BHNIPOOYBaHHA

Heishinkai Medical Group Incorporated OCROM Clinic

3 21 xoBTHa 2011 poky nmo 22 nuctonana 2011 poky

8. Kpaiuu, ne
MTPOBOHIOCS
KJTIHIYHE
BUTIPOOYBAHHS

slnonis

4



9. Kinekicts
JOCITiUKY BAHHUX

14 —‘

10. Meta Ta OcHOBHA Wik OWIHHTH BIMB  riapanasuHy FiIpoXJIopHy  Ha

BTOPHHHI LTI thapmakokineTuky dasinipasipy y 310poBux JIOpOCIUX  J1I0OpOoBOBLIB

KITIHIYHOTO HOJIOBIMOT CTATi ILIAXOM OOUMCIeHHsS (hapMaKOKiHETHUHUX napameTpie

BUIIPOOYBaHHs rijpanasuHy Ta dasinipasipy npu omHOMacHoMy 3aCTOCYBaHHI JBOX
npenaparie. Tako OLiHMTH Ge3neKy Ta [epPeHOCHMICTb OAHOYACHOIO
BBE/ICHHA JBOX Iperaparis.

11. Juzaiia PanjomizoBane, nepexpecHe, BiJIKpHTe JOC/IUKEHHS 3 BOMA rpyIaMH i

KIIHIYHOTO ABOMa IMepioaMH A0CTiKEHHS.

BUIIPOOYBaHHS

12. OcHoEBHI JoOpoBonbLi, sAKi PO3yMiHOTH BUMOTH JIOCHIKEHHS Ta J100pOBINBHO

KPHUTEPiT BKIFOYEHHS

J@l0Th MUCbMOBY 3r0/1y, MO0 B3ATH YYaCTh Y A0CTIUKEHHI;

2) IoGposonbui BikoM Bix 20 10 39 POKIiB BKIIOYHO HA MOMEHT
MiJINHCAHHS iHGOPMOBAHOT 3roIH;

3) o6poBobli, K € 310pOBUMH, IK BU3HAYHB T0CTIIHHK 33 IOTOMOTOO |
KJIHIKO-1a00paTOPHX aHali3iB, MOKA3HNUKIB KUTTEBO BAaiIIHBHX hyHKUIH,
EKI'y 12 BijiBeaeHHAX Ta iHI KIIHIYHI qaHi:

4) Jdodposonsui 3 IMT Bin 18,5 1o 30.0 kr / Mm% i 3 Macoio Tina 55 kr i
OinbLue;

5) [oOpoeosbui, AKi MOrOWKYIOTLCS —BMKOPMCTOBYBATH — 3aco0M
KOHTpaIemNLii (Mpe3epBaTHBH) 3 MOMEHTY BBE/ICHHS TECTOBOTO MpErapary
A0 14 1HiB mic/1a 3aKiHYEHHs TeCTYBaHHS MPEIapary.

13. Jlocnigky BaHHI
nikapcepkuii 3acib,
crnocio

3aCTOCY BAHHS, CHIIA
ait

Hocaixxysannii npenapar Ta nomep naprii:

Tabnerku T-705a [200]: MAS506F200

10% anpe3zoniny (Ciba): P0O019

Cnoci6 3actocyBaHHs:

(1) 'pyna A

1) dasinipasip

Ha 3 121 mens nepury no3y BBosn/ud o 1200 mr, a apyry - no 400 mr. 3 4
no 6 jeHb Ta 3 22 1o 24 geHs no 400 Mr npenapar JaBand qBidi HA JICHb.
Ha 7-i a 25-1 nens napann 400 Mr osmH pas Ha nens. Pasinipagip gasamm
18 pasiB 3aranom (rpotsarom 10 gHiB).

2) I'ippanazun rigpoxnopusn

OnwnopasoBy nosy 10% anpesoniny (Ciba) ssoann no 50 mr (5 mry
BUIIIA/I MiZipanasuuy riapoxnopuay) B axi 1, 3 ta 7.

3aranom 10% arnpesosniny (Ciba) gaBamu Tpuui.

(2) I'pyna B

1y daginipagip

Ha 3-it ta 21-it nens nepury o3y Beoawau no 1200 mr, a apyry - no 400
MT. 3 4-ro no 6-ii aens Ta 3 22-ro no 24-ii gens o 400 Mr Npenapar gapanu
nBivi Ha nenb. Ha 7-if Ta 25-if nens masanu 400 Mr oaMH pa3 Ha J€Hb.
®Daginipasip naeanu 18 pasis 3araiom (nporsrom 10 auis).

2) I'igpanasu rigpoxsiaopua

Onuopasosy mosy 10% anpesosniny (Ciba) BBoamau no 50 mr (5 mry
BUMUIAAL Tijipanasudy riapoxiaopuay) B adi 1, 21 ta 25. 3aranom 10%
anpesosiiny (Ciba) naBanu Tpuui.

(3) Pexxum BBEAEHHS

Cy0'exTn oTpuMyBanu npuzHaveHy /103y (aginipasipy nepopansHo 3 240
MJI_BoAaM mpoTaroM 60 cekyHa (K mpaBuiio) vepes 2 FOAMHM micas

/7)



NpUitoMy Tk (3aralibHa KinbKicTh BojM, AKY napain cy0'ekram, cTaHOBMIIA
240 mn, HaBiTe KoOJIH dasinipasip oaHowacHo BBOAMAN 3 rigpanasuHy
FLAPOXJIOPHJIOM ). '

14. INpenapar
MOPIBHSHHSA, 1034,
crocio
34CTOCYBAHHS, CHa
aii

15. CynyTns tepanis

(1) CynyTna Tepanis

IMicns nepuworo BBexeHHs Ti/ipajlasuHy TiIpoxXIopuay 10 3aKiHueHHs
MOAIJIbLIMX  OOCTEKEHD, IIPOBEACHUX 4Yepe3d 7 JHIB Mic/s npriomy
OCTaHHBOI 1031 (1eHb 32 - neHb 34), a60 B MOMEHT NPUITHHEHHS NIpUiiomy
npenapary, AKI0 JA0CIIHHK He BU3HAB LI HEOOXIAHMM, He J103BOMSUIOC
NpHIAMATH CY Y THIX NiKapCHKIX Mpenaparis (BKHOYa0un peuentypi, Oe3
PEUENTY pHI NpenapaTH, Ta KUTaichki pocIMHHI rpenaparn).

JKINO  IOCTIAHMK  BUPIUMB, 110 NPH3HAYCHHS CYNyTHLOT  Teparnii
BU/INOBIaE KPUTEPISM BUK/IIOYEHHS 3 [OCIiTKEHHS, Cy0'eKT NPUNAHAB
JOCTITKEHHS,

bys cy6’exr, sxuii BukopucTosyBan CYTNYTHI JliKapehKi npenapaTtu. Hasga
fipenapary, IIAAX, JIO3yBaHHA Ha 00y, TpuBamicTs mnpuiiomy Ta
MpU3HAvYeHHs npenapary peectpyBanu B [PK.

(2) CynyrHs Tepanis

Konma cynyTHs Tepanis. sika Moske BIVIMHYTH Ha Oezneky abo
(hapMaKoKiHETHKY J10C/IiKy BaHUX TpenapaTis. Oy.1a 3a0opoHeHa ricas
MEpLWIOro  BBEJACHHS  TiApanasuHy  riApoxjJopuy 10 3akiHuyeHHs
MOZA/IbIIMX  OOCTekKeHb, NPOBE/EHMX wepes 7 AHIB micas npuitomy
OCTAHHBOT 1031 (JIeHb 32 - ieHb 34) a0 B MOMEHT NMPUITHHEHHS npuiiomy
npenapary, aKio JOCJIiHHK He BU3HAB L€ HEOOXiIHHM.

AKwo  gocniiHUK  BHPIWIMB, WO NpH3HAYEHH: CYNYTHBOI Tepanii
BIZMOBIZIA€ KPUTEPIAM BHKIIIOYEHHS 3 JIOCITiIKEHHS, cyb'ekTa BHKIIIOUAIH
JOCIiKEHHS.

16. Kpurepii ouinku
e(eKTHBHOCTI

dapmMakoKiHeTHKA:

Otpumani cepenni reomerpuuni criBBigHomweHHs Crax Ta AUCo.12
(aginipapipy Ta ix 90% aoipui inrepBanu, KoM (asinipasip BBoOAMIM
OKpPeMO Ta KOJM (aBilipaBip BBOAWIM OZHOYACHO 3 TriapamasmHy
rigpoxnopunom. IMogiGuum ynHoM Gy oTphMaHi CEpeIHI TEOMETPHYHI
cniBBiIHOWEHHS Cmax Ta AUC0.12 rigpanasuHy Ta ix 90% josipui
IHTepBanM, KOJM TilpanasuHy iJpOXTOPH BBOAMIM OKPEMO Ta KOIH
rizpanasuuy riqpoxXJaopu1 BBOIMIH 0/{HOYACHO 3 (arinipagipom.
Hosipuuii  inrepsan  90%  ana  cepeaHbOro reOMeTpHYHOr0
CTHBBIIHOLIEHHA NMAPaMeTPiB JUIA OAHOYACHOTO TIPHHOMY MOPIBHAHO 3
IHTEPBAJIOM JUTS 0JIHOPA30BOr0 BBEACHHS B JlialazoHi ria 0,80 no 1,25
BKa3yBaB HA BIJACYTHICTh JIIKAPCHLKOT B3acMO T,

17. Kpurepil ouinku
Oesneku

besneka:

[ToGiuni sBMma wiacupikyBaauce 3a 3-6aIbHOIO WKATOW TSHKKOCT
(«Jlerkan, «Ilomipnay abo «Tsmkkay), nocunaouncs Ha Kpurepii wkanu
TSKKOCTI Ta 3a 5-6aMbHOI0 mwKanoo (B 1 /10 5), nocHIatounch Ha 3araibHi
TepmMinosioriuni - kputepii NCI wmopo  mecnpustiuBux  mogiii v.3.0

(anoHceka Bepeig JCOG / JSCO).




Ao nobiuna peakuis He BinnoBinae oI OLIHIL 3 BUILIE HABEIEHUX,
il OLHIOBATH 34 MOCHIAHHAM Ha LIKAITy KPHTEPIiB TSKKOCTI. «JIerkumi,
«ITomipuuity, «Tsxkmii», «3arpoxye kuTTIO a60  iHBANigM3ye» Ta
«CMepTb, NoB'A3aHa 3 IOGIYHIM SBUILEM» BimoBizana «l-my cTymenion,
«2-My CTYIEeHIO», «3-My CTYMEHIO», «4-My CTYNEHION Ta «5-MY CTYIICHIOY
BiAMOBIHO.

[puunuHo-HacninkoBnii  3p'a30k i3 JOCIIAAKYBAHUM  MPENapaToM
OLIHIOBATH 3a IUKAAOI0 3 O'STH Kareropiii 1. «J/locToBipuuiiy, 2.
«Unmosipuuity, 3. «Mosusniin, 4. «Biulanenniiv  ado 5. «Bes
JOCTOBIPHOTO  3B’SI3KY».  Bimnosiano 1o Kpurepiie  npuumnno-
HAC/ILIKOBOTO 3B'A3KY HECTIPUATINBHX SBuLL. Hebaskari ABHILA, OLLIHEH] K
1-4, posrisaanucs sk nos'saxi 3 JOC/IIKY BAHUM TIPENapaToM.

18. Cratuctuuni
METOaM

CraracTHuni metoan:

(1) ®apmakokineTuka

1) KoHuenTpartis B riasmi kpoBi B 3aekHOCTI Bij uacy

[MizcymoBani cratueTHuni mami, koediuient Bapiaiii Ta craHgapTHy
MOXHOKY PO3paxOBYBaJIH A TJIa3MOBHX KOHLEHTpalii daeinipasipy Ta
Horo merabosity (M) Ta rigpanasuny Ta foro meTabosnity (HPZ Ta
NACPZ) ans xoxuoro zabopy kpoei. Takox Gyiu npeacTaBieHi piBHi
KOHUEHTpALl B 171a3Mi KPOBI B 3aJ1e5KHOCTI B uacy.

2) KoediuienT BuBeaeHHs i3 ceuero

[Mincymkosi cratuctnani jani, koediuient sapiauii Ta CTaHIAPTHY
NOXHOKY, pO3paxoBy Ba/In 41 KOHUEHTpaLLiii ceui, 00 emy cedi, BUBEIEHHS
13 ceuero Ta koediuieHTa BiBeIeHH i3 cevero (% Ta cyMapHHi koedilieHT
BUBEJICHHS 13 ceveto %) dasimipasipy, M1, rizpanazuny, HPZ ta NAcPZ
JUIsL KOXKHOTO 300py cedi ((ppakiiiiHo).

3) PospaxyHok (apMakoKiHeTHUHNX nmapamMeTpiB i3 BHUKOPUCTaHHSIM
HEKOMapTMEHTAIIbHOTO METOLY.

Ans apmakokineTHaHMX napameTpir Gyin po3paxoBaHi yzarajabHeHa
CTATHCTHKA Ta cTaHaprHa noxuoka [Cmax, AUC, AUCo, AUCo.12, AUC.
VAUC, tir2, tmax, (KyMyISTHBHMIT) Koe(iuieHT BuBeneHns i3 cevero, CL/F
(okpim  merabGonitie), CLr, MRT Ta Vd/F (okpim  metabosiTis)]
(asinipagipy. MI, rigpanasuny, HPZ ta NAcPZ Ha kosken JIEHD
nikyanng. CepeliHe reomeTpuuHe Ta  KoediuieHT Bapialil  Tako;x
pozpaxoByBaiu Ul Cmax, AUC, AUCo. ta AUCo.12.

4) PospaxyHOK cepelHIX TeOMETPHYHMX CIIBBIAHOILIEHD (ogHOYacHE
BBC/IeHHs/caMocTiiiHe BBeieHH ) 418 Cmax Ta AUC0-12 Ta ix 90% JOBIpUMX
iHTepBaJIiB.

Taxozk reometpuuni cnigBiaHowenHs A5 Cmax Ta AUCo-12 (0HOUACHE
BBE/ICHHsI/camocTiliHe BBeleHHA) Ta ix 90% momipui inTepBamm Gy.au
pospaxoBaHi JUis nepwoi BeeicHol 1030 (AeHb 3-i abo aens 21-if) Ta
OCTaHHLOI J103M (AeHb 7-if a0 aeHb 25-i).

- Cepeane  reomerpuune  criiBBigHowenHs  dapinipasipy, npH
OHOYACHOMY BBE/CHHI 3 TiApala3sMHOM TiIPOXJIOPHIOM, MOPIBHAHO 3
CaMOCTIfiHuM BBeJICHHM (aBiripasipy.

- CepenHe reoMeTpHtHE CHIBBIAHOLUEHHS TIipaiasHHy TiZIpoXJIOpHITY,
OJTHOYACHO BBEJICHOr0 3 (paBimipaBipoM, TOPIBHAHO 3 caMOCTiiHuM
BBEJICHHAM TiipanazuHy ripoxXIopuiy.

(2) beznexa

1) IToGi4Hi edextn
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[oGiuni epexru 6yan yaranbueni 3a nonomororo MedDRA /T Ver.13.0. |
2) Kniniywi JabopartopHi MOKA3HMKU, MOKA3HHKH JKHUTTENisuTbHOCTI Ta EKT
y 12 BinBemennsix.

Bynu npencraeneni ysaransneni cratnernuni Jani Ta 3MIiHM 1 KITiHIYHO-
naboPaTOPHUX JIAHMX, KUTTEBO BATHBUX MOKAZHMKIE Ta pe3yJbTaTiB
EKI" y 12 Bigsenennsx. Takosk Oynu npencrasieHa ysaraibHeHa
CTATHCTUKA Ta 3MIHM PIBHS aprepiajibHOro THCKY (cucToniuHa dasa Ta
Aiactojiuna daza).

19. Ilemorpadiuni SINOHCBKI  3710POBI  40JI0BiKH-106POBOBILI, CXiIHO-a3iaTchka eTHivHa
[IOKA3HUKH rpymna Bikom Bz 20 10 39 pokie BI0UHO.

JOCTI Ky BAHOT
MOy 1AL (¢TaTh,
BiK, paca, Touo)

20. Pesynbratn DapmaxokineTHuHi pesynbTaTy:
e(eKkTHBHOCTI [InasmoBi  koHueHTpauii Gasiniparipy Ta MI npu OJIHOYACHOMY
3aCTOCYBAHHI 3 rimpanasuHy  riapoxzaopumom Oynn  maiixke

CIIBBIZHOCHUMM 3 KOHUECHTPALLISAMH caMOCTIiiHO BBE/ICHOTO (paBimipasipy
AK U1 MepLIoT, Tak i U 0CTAHHBLOT 1073,

Hosipunii  intepan  90% s CEPCAHBOTO  FEOMETPHYHOIO
criBBigHOmEHHs (aginipasipy npu Cmax Ta AUCo-12 npu OJIHOYaCHOMY
3CTOCYBAHHI 3 TipanasmHy riApOXIOPHIAOM NOPIBHAHO 3 JIOBipYHUM
IHTEPBAIOM CaMOCTIHOTO NpUioMy (asinipaBipy 3HU3MBCS 10 3a1aHOTO
Jianaszony Big 0.80 no 1,25 s NepiIoi ta ocTaHupoi 103. Tomy Ha
apmakokineTHky (asinipasipy iforo oaHouacHe BBeeHHS 3 rizipasasudy
TiIPOXJIOPH/IOM HE BIUIMBAE.

ik xonHuentpauii rigpanasuny B rmaswmi KpoBI MpH  0JHOYACHOMY
3aCTOCYBaHHI 3 (apinipaBipom sk 475 HepLuoi, Tak i A1 0CTAHHLOT 11034
OYB HUIKUMM, HiX IIPH caMOCTIHHOMY 3aCTOCYBaHHI riipanasuHy, Toai K
KOHUEHTpaUITy niasmi Kposi uepes 4 rouuu micis npuiiomy 0ysiu mait:ke
CMIBBIXHOCHUMH MDK OHOMACHHM | CAMOCTIIfHHM 34CTOCY BAHHSM,
Konuentpauis HPZ y nnasmi kposi i nikose 3HauenHs MpH 0IHOYACHOMY
BBEC/ICHHI NeplIoi 1031 Oy/a HIBKYOIO, Hik NpH caMOCTIIIHOMY BBeIeHHi
rizpanasuHy, Toai SK MIa3MoBi KOHLIEHTpaUii vepe3 4 roguHu mic/s
BBE/ICHHs OyJIM Malike CHIBBITHOCHUMH MiX OIHOYACHHM BBEJEHHSIM Ta
oaHopasosum  BBecHHAM. Konuentpauis HPZ y mnasmi kposi mpu
O/IHOYACHOMY 3aCTOCYBAHHI OCTAHHBLOT [03W Oy/a HHUKUOI, Hik npH
CaMoOCTIifHOMY BBeEHHI riapanasuiy, 10 4 roauH rics BBCJICHHS, TO/ SK
KOHLUEHTpAUiA B MiasMmi KpoBi 11 OCTAaHHBOT J103H Oyna maiike
CNBIPO3MIPHOIO 3 CAMOCTIIHUM BBEACHHAM riipanasuHy vepes 6 rojauu
micas  BeenenHs. Kouuenrtpauis NAcPZ V Iaasmi o kpoBi  michs
OJHOYACHOro MpHioMY repiiol 1031 OyJia BUILOIO, HiXK KOHUEHTpaLis rmpu
CaMOCTIHHOMY NIpHiioMi rigtpanasuuy 10 8 roauH micis BBEC/ICHHA, TOi 9K
KOHUEHTpALsl B MIIa3Mi ocTaHHBOT 1031 Oyiia Maiiske CIIIBPO3MIPHOIO 3
KOHLICHTPALIE CaMOCTIIHOrO mpHiiomy riapaiasuHy.

Hosipunii  intepsan  90%  ans CePEAHBOr0  reOMETPHUHOIO
cmiBeigHoweHHs Cmax Ta AUC0.12 ripanasuHy npu 0JIHOYACHOMY
3aCTOCYBaHHI 3 (paBinipaBipoM MOPIBHAHO 3 THM, 110 MpH CaMOCTIHHOMY
BBE/ICHHI Iipajlasuiy ., He BXOAMB y 3a/[aHuii gianason gin 0,80 10 1,25, 3a
BuHATKOM AUCo.12, oTpumaHoro micis npuifoMy ocTaHHbOT 1030 |
HalHWKYe 3HaveHHs Gysno Tpoxm Hipkue 0.80. Omke OJAHOYACHE




.

34CTOCYBAHHS TiApalasuHy TiApoXTopuay 3 daginipasipom cyTTeso |
BIUTHBAJIO Ha (papMAKOKIHETHKY TifipaiasuHy TiJIPOXJIOPH/TY.

21. Peaynerarn
Oesnexn

| ABMIL cTaHOBMIA 35.7% (5/14, 5 Bunaakis), koam ¢asinipasip BBOIHIM

| BBEJISHHS TiIPaasiiy riApoXJIopuIy Ta 0AHOMACHOrO MpHiloMy 060X

Pesynerarn 6esnexn:

(1) ¥V ubomy nocnikenni we 6yno neTanbHUX BHOAAKIE Ta (HIINX
CepiiosHuX noGiunnx sBuw. OnHe 3HAYHE NOGIYHE SBMILE CTANOCH y
OIHOrO Cy0’eKTa, KoM riipanasuty ripoxX0puz BBOAMIM OKpEeMO; npoTe
e He OyJs10 MoB'sI3aHo 3 BUNPOGYBaHNUM npenaparom. Yacrora nobiunux

camoctiiino, 7,1% (1/14, 1 Bunamok), kosu rIpanasuHy Tiapoxaopus
BBOAMIIN CaMOCTiiiHO, i 35,7% (5/14, 8 Bunankis) mpu OJIHOHACHOMY
3acTocyBaHHi (agimipaBipy Ta rigpamasuny rigpoxnopuay. [Mo6iuni
ABMLIA, SKI PO3IIAAAINCE Y 3B'3KY 3 BHIPOOYBAHHM npernapaTom, He
BUHUKA/IH, KON TiipanasvHy ripoXjaopui BBOAMIN okpemo. YacToTa
MOOIMHMX  ABMII, SIKi PO3MAANAIMCE Y 383Ky 3 BUNpPoOyBaHHM
fipenaparoM, cranosuna 35,7% (5/14, 5 eunaakis) konu daginipagip
BBOJMIIH caMocCTiiiHo, Ta 28,6% (4/14, 4 Bunaakis) npu 0HOYACHOMY
3acTocyBanni  QasinmipaBipy Ta  riapanasumy rizpoxnopuay. Vi
3apeecTpoBadi nobiuni sBuma Gynu crabkumu 3a IHTEHCHUBHICTIO, 32
BHHATKOM TOMIPHOTO FOPIOITYMY, IO CHIOCTEPiraBes mpu caMocTiitHOMY
BBC/ICHHI Ti/IpalasuHy TiIpOXJIOpHILY.

3a BHHATKOM MiBMILEHOT CEUOBOi KHCIOTH B KpOBL, no0iuHe spuine,
YHiKajbHe s asimipagipy, ske Binbyeanocs, Koau (hasinipasip BBOAMIN
CaMOCTIHHO Ta OIHOYACHO, He OYJI0 3HAYHHUX BiMIiHHOCTEIT y 4acToTi Ta
IHTCHCUBHOCTI  caMocTiiiHOTO  npuitomy (aginiparipy, camocriiiHoro

npernaparis.

(2) Cepenni mpodini B 3aneskH0CTI Bt yacy Ta 3MIHH Bijl BUXiZHOTO piBHs
A0 vacy JUlsl CMCTOJIYHOIO aprepiabHOr0 THCKY Ta AIacToNi4HOro
apTepiajabHOro THCKY Oyin Mailke CHiBPO3IMIPHMME MiC/s CaMOCTIHHOTO
BBENCHHA  (apimipasipy,  camocTiiiHOro  BBeZeHHs  rimpanasumy
rinpoxnopn,ay Ta OJHOYACHOro IX BBeAeHH:A. OJHOYACHE BBEJEHH:S He
BILTMBAJIO HA PIBEHL apTepiaIbHOIO THCKY.

(3) 3a Beck nepioa AocsIiwKeHHs He GYJI0 KIIHIYHO 3HAYY X 3MiH 1010
IHIWHX JKUTTEBO BAKIMBHX MOKa3sHUKIB Ta EKT y 12 BijBeaeHHsX,

22. BucHoBok
(3aKTFOMeHHS )

Oznoyache 3actocyBanms (asinipasipy Ta rijpanasuty TiIPOXJIOPUILY He
BILTNBA/IO Ha (hapMakoKiHeTHKy (asiripasipy. 3 iHuoro GoKy, akKTHBHICTS
Fiipaiasudy  AeUlo  3MEHWMIACA I1iC/s  OJIHOMACHOrO MpHiiomy 3
dasinipasipom. OcKiibkM MOBiZOMISIIOCS, 1110 Basojienpecopuuii edekr
TiIpanasiHy 1eMOHCTPYE 3B'S30K 3 HHOT0 KOHLEHTpPALicio y asmi KPOBi,
OiKY€ETBCS, IO 3HUKEHHS AHTUIIIEPTEH3HBHOTO e(DeKTY 3MCHILIUTLCS npu
3acTOCyBaHHI KIIHIMHOT N03M rifpamasuHy rigpoxnopuay. Tomy ciin
PETE/ILHO KOHTPOJTIOBATH PiBEHE apTepiaNbHOrO THCKY, Ko/ dasimipasip
IPU3HAYAIOTE O/IHOYMACHO MAL[i€HTaM i3 rineprouiero, ski OTPUMYIOTH
TiIpaJIa3HH TiIPOXIOPHL.
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