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

4, Performed yes [_Jno  if no, provide reasons
studies
1) type of the Medicinal product with complete dossier (stand-alone dossier)

medicinal product
registered or to be
registered

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

T705aJP101

Phase I, Ascending Single Oral Dose Study to Evaluate the Tolerability
and Pharmacokinetics of T-705a in Healthy Volunteers

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Sekino Hospital 3-28-3 Ikebukuro, Toshima-ku,
Tokyo, 171-0014 Japan From 24 January 2007 to 3 April 2007

8. Countries where
the clinical trial
was held

Japan

9. Number of
subjects

438

10. Objective and
secondary goals of
the clinical trial

The primary objective of this study was to evaluate the safety and tolerability
of T-705a given as a single oral dose in a rising dose cohort regimen in
healthy male volunteers. The secondary objective of this study was to gain
information about the pharmacokinetics of orally administered T-705a.

11. Clinical trial

Randomized, double-blind, placebo controlled, ascending single oral dose

design study
12. Main entry a) Subjects between the ages of 20 and 39 years as of the date of informed
criteria consent;




b) Subjects weighing at least 58 kg, with a Body Mass Index (BMI) of
between 18.5 to 30 kg/m?,

13. Studied drug,
posology, strength

The test products were T-705a 30 mg capsule (Batch no. 29911106) and T-
705a 100 mg capsule (Batch No. 24111106).

Subjects randomized to T-705 Group 1 (30 mg) received a single oral dose
of 1 x 30 mg,.

T-705a capsule taken with 240 mL of water within 60 seconds.

Subjects randomized to T-705 Group 2 (90 mg) received a single oral dose
of 3 x 30 mg.

T-705a capsules taken with 240 mL of water within 60 seconds.

Subjects randomized to T-705 Group 3 (200 mg) received a single oral dose
of 2 x 100 mg.

T-705a capsules taken with 240 mL of water within 60 seconds.

Subjects randomized to T-705 Group 4 (400 mg) received a single oral dose
of 4 x 100 mg.

T-705a capsules taken with 240 mL of water within 60 seconds.

Subjects randomized to T-705 Group 5 (800 mg) received a single oral dose
of 8 x 100 mg.

T-705a capsules taken with 240 mL of water within 60 seconds.

Subjects randomized to T-705 Group 6 (1600 mg) received a single oral dose
of 16 x 100 mg.

T-705a capsules taken with 240 mL of water within 60 seconds.

14. Comparator,
dosage, posology,
strength

The reference products were matching placebo T-705a capsule [placebo #4]
(Batch No. 30011106) and T- 705a capsule [placebo #1]

15. Concomitant
therapy

No concomitant medication (including over-the-counter and Chinese herbal
medicine) will be used by the subject between the administration of the study
drug and the completion of Day 6 testing.

16. Efficacy
Endpoints

Pharmacokinetics: PK sampling for plasma T-705 and its metabolite (T-
705M1) was performed at the following time-points: Pre-dose (0 hour) and
0.25,0.5,0.75, 1, 1.5, 2, 3, 4, 6, 8, 10, 12, 24, 36, and 48 hours post-dose.
PK parameters AUCO-t, AUCinf, AUCR, Cmax, Tmax, CL/F (T-705 only),
Vd/F (T-705 only), Kel, T1/2, AUMC, and MRT were calculated from the
overall (48 hours) plasma concentration-versus-time profiles by non-
compartmental methods using WinNonlin® Pro Version 5.01 and SAS®
Version 8.2. Additionally, the In-transformed PK parameters Cmax, AUCO-
t, and AUCinf were presented for T-705 and its metabolite. In addition, %
of dose excreted in urine was calculated for T-705 following each T-705
dose. Moreover, % of dose excreted was calculated for the T-705M1
metabolite following each T-705 dose based on its molecular weight.

17. Safety
Endpoints

Safety: Safety was determined by evaluating adverse events (AEs), clinical
laboratory values (serum chemistry, hematology, and urinalysis), vital sign
measurements, electrocardiograms (ECGs), physical examination findings,
nails and palms discoloration assessment/photographs. All AEs occurring
after administration of study drugs were recorded. Each event reported was
graded in accordance with the CTCAE v3.0 and ranked on a 3-point severity
scale (mild, moderate, or severe). The severity scale was as follows:




SEVErity criteria
1 mild The adverse event is easily tolerated and does not interfere with daily activity.
2 moderste f’l:;i:merse event interferes with dafly activity, but the sabject is still able to
omL
3 severs The adverse event is incapacitating and requires medicsl intervention.

The Investigator reviewed each event and assessed its relationship to drug
treatment (unrelated, remote, possible, probable or definite). The
relationship to drug was as follows:

relationship to dmgz criteria
= distinct temporal relastionship with dg treatment
1 defimite * known reaction to agent or chemical group, or predicted by known
pharmacology

= gvent caunot be explained by patient’s clinical state or other factors
= reasonable temporal relationship with dreg trestment
= likely to be known reaction to agent or chemical group, or predicted

2 probable by known pharmacology
= gvent cannot easily be explsined by patient’s clinical state or ather
factors.
3 possible * reaspnable temporal relatonship with drug trestment
= gvent could be explained by patient’s clinical state or other factors.
At * poor temporal relationship with dmg trestment
= event easily explained by patient’s clinical state or ather factors
= event ocourring before dosing
5 unrelated = event or intercunrent illness due wholly to factors other than drug
freatment
18. Statistical Pharmacokinetics:

methods

Plasma and urine concentrations and PK parameters of T-705 and its
metabolite (T-705M1) were summarized by treatment group using
descriptive statistics (sample size [N], arithmetic means, standard deviations
[SD], standard error of the mean [SEM], coefficients of variation [CV%],
minimum, maximum, and median). In addition, geometric means were
calculated for AUCO-t, AUCinf, and Cmax.

Dose proportionality was evaluated from the single-dose data for T-705
using a linear regression model (power model). The model was used to
calculate the slope and the 95% Confidence Intervals (CI) for the slope of
the /n-transformed PK parameters AUCinf and Cmax. Dose proportionality
was to be concluded if the 95% CI included the value of 1. The plots of
AUCinf and Cmax versus the dose will be also shown in figures.
Additionally, AUCinf and Cmax adjusted for body weight will also be used
to examine dose proportionality.

Safety:

Frequency of AEs was summarized using the Medical Dictionary for
Regulatory Activities / Japanese (MedDRA/J®) Version 9.1 preferred terms
and system organ classes. All other quantitative safety measurements were
tabulated and summarized (with descriptive statistics) for all subjects by
treatment group at each time-point and as a change from baseline. Placebo
subjects were pooled as a treatment group.

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

Of the 48 subjects participating in the study, all 48 were male. The mean age
for all subjects enrolled was 24.4+4.3 years and ranged from 20-38 years.
The mean weight was 66.4+7.9 kg and ranged from 57.0— 86.0 kg. The mean
height was 171.3+5.5 c¢m in the range of range 160.3—181.6 cm. The body
mass index (BMI) ranged from 18.6 to 28.3 kg/m2 with mean BMI of
22.6+2.4 kg/m2. There were no significant defferences between each Group.




20. Efficacy
Results

Pharmacokinetic Results:

Mean plasma concentrations for both T-705 and its metabolite, at all doses,
peaked from 0.5 to 1 hour post-dose and was almost eliminated from the
body between 12 and 48 hours. Plasma concentrations and the elimination
time varied only slightly depending on the dose used.

The pharmacokinetic parameters of T-705 following oral administration of
30 through 1600 mg doses are presented in the following table. Cmax
increased approximately proportional to dose. AUC, however, increased
proportionately up to 400 mg T-705 dose and then the increase was
somewhat more than proportional to dose. Mean CL/F values ranged 2.98-
11.80 L/hr; CL/F values decreased from 10.26 L/hr at 400 mg to 2.98 L/hr
at 1600 mg, but appear to be invariant with dose between 30 and 400 mg.
Mean T1/2 values ranged 1.3-3.9 hr. Mean Vd/F values ranged 16.73-23.80
L. Mean CLr values ranged 0.00-0.02 L/hr. Mean MRT values ranged 2.0-
7.0 hr.

Pharmacoldnetic 3 mg 90 mg Wimg | 400mg | W mg | 1600 mg
paramefer N=6 N=f N=f R=§ N=§ N=6
C g {1oE/mLY Mein 121 411 344 16.62 3403 g1.08
5D 0.235 0.72 0.83 0.99 1.69 1.5
T () Mean 03 0.3 0.3 03 0.3 0.6
SD 0.1 0.2 0.0 01 02 0.1
AUC,, (uzhr/ml) Mean 161 230 19.08 3083 116.73 54082
SD 0.53 Li7 3.3 §.36 31.02 52.66
AUCu (pzheimL) Mean 153 211 10.86 3057 116.12 540.26
SD 0.54 L6 3.57 §.27 3119 52.68
Ty O Memn 3 15 13 16 22 30
D 0.1 0.1 0.2 B2 0.3 0.3
VAT L) Mean 2054 11.44 1261 23.80 045 16.73
5D 193 2.86 304 3.13 3.00 1.55
CLF (L'hr) Mean 1130 9.81 1035 1035 131 288
e 5D 192 1.28 124 1.63 217 0.30
MRT (hr) Mean b1 23 24 15 335 7.0
5D 03 0.2 03 03 0.7 0.7
UR (%) Mean 00 [ 03 [ 0.3 0.5
5D o0 9.2 0.1 0.1 4.0 0.1

T-705 was seldom excreted into urine. The cumulative urinary excretion rate
by 48 hours of T-705 were less than 1.0% Orally administrated T-705a was
mainly excreted as T-705M1 and ranged 77.3-94.8% in urine.

21. Safety Results

Safety Results:

There were no serious adverse events, deaths or discontinuations in this
study. Treatment emergent clinical adverse events were reported in a total of
7 of 48 (14.6%) subjects; Thirteen cases of adverse events were reported by
the 7 subjects. The relationship to the study drug was attributed as mild.
Following is a list of events in each of the dose groups:

T-705a 30mg Group: 1 subject. 2 events

(increase in Alanine aminotransferase, and Aspartate aminotransferase)
T-7052 200mg Group: | subject, 2 events

(increase in Blood creatine phosphokinase and Aspartate aminotransferase)
T-705a 800mg Group: 2 subjects, 3 events

(Pharyngolaryngeal pain, increase in Blood triglycerides and C-reactive
protein)

T-705a 1600 mg Group: 1 subject, 4 events

(Cough, Pyrexia, increase in Monocyte count increased and C-reactive
protein levels)




Placebo Group: 2 subjects, 2 events

(Nausea, and Increase in blood potassium levels)

The vital signs measurements were within limits at all doses tested. There
were no clinically significant changes in ECG, including QTc¢ from baseline
or PR interval, vital signs, physical examinations or nails and palms
discoloration assessments.

22. Conclusions No serious adverse events were observed (including clinical laboratory tests,
vital signs or physical examinations);

* T-705a did not produce any clinically significant effect on ECG (including
QTec) or vital signs;

* T-705 was absorbed and eliminated rapidly with a mean time to reach
Cmax less than 1 hour and T1/2 ranged from 1.3 to 3.9 hours;

* The pharmacokinetics of T-705 support twice or three times daily dosing
regimen;

* Metabolite T-705M1exhibited a similar profile to that of T-705 in plasma;
* The systemic exposure to oral T-705a increased in a ratio that was similar
to the dose increment within the range of 30-400 mg;

* Most of the urinary excretions were metabolite T-705M1.

Applicant (Marketing Authorization holder)

Signature
"UA
Date 27 May 2021
Full name with Position Dr. Shifa Farhan Shaikh, MBBS, MD.
Lead - Medico regulatory affairs
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Honatoxk 30

1o Ilopaaky npoBeieHHS eKCIIepTH3H
peecTpaliifHix MaTepiaie Ha Jlikapehki 3acobu,
ILI0 MOJIAIOTHCS Ha JeP/KaBHY

peecTpatito (epepeecTpaltiio), a TaKoxK
EKCTEepPTHU3M MaTepialiB IIpo BHECEHHS 3MiH JI0
peecTpauifHUX MaTepiaiB mpoTAroM mii
peecTpauiiinoro noceigueHHs (MyHKT 4 posaiay V)

3BIT
Npo KJIiHiYHe BUIIPOOYBaHHS

1. Ha3ga
JIIKapchKOro 3acody
(3a HASIBHOCTI —

ABIT'AH (®arinipagip) Tatnerku o 200 mr

HOMep

peecTpatiitHoro

NOCBIIYEHH)

2. 3asgBHUK H-p Penni’c JlaGopatopic JItn; 8-2-337, Poyan Ne 3, Bammkapa Xims,
Xaiinepaban, Tenanrana — 500 034, Inis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupoOHuk TOJMA OEKTOPI OV DKU®DIIIEM TOAMA KEMIKAJI KO., JIT;
4-1, IlInmo-Okyi 2-Yome, Toama-mu, Tosma, SAmnonis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4 .IlpoBeneHi D rax [ |ni  sxwmo wi, Bxazati npuunHn

JIOCTIKEHHS

1) THI1 1iKkapebKoOro
3acoby, 3a IKUM
nposBoaunacs abo

Jlikapcbkaii 3a¢i0 3 TOBHAM 10Chb€ (ABTOHOMHE A0ChHE)

TUIaHY €ThCs

peecTpanis

5. IloBHa Ha3Ba T705aJP101

KJIiHIYHOTO

BHIIpOOYBaHH, ®as3a I, JocaigkeHHs HAPOCTA10901 0THOPA30BOT MePOPAILHOL 103H A5
KOJOBaHU HOMep ONiHKH mnepeHocHmocTi Ta ¢apmakokinerukun T-705a y spopoBux
KJTIHIYHOTO 100poBOJILLIB

BUIIPOOYBaHHS

6. @aza kinivnoro | @asal,

BUNPOOYBaHHS

7. Tlepion Sekino Hospital 3-28-3 lkebukuro, Toshima-ku,

MpOBeIeHHA Tokyo, 171-0014 Japan

KIiHIYHOTO

BHITPOOYBaHHS 3 24 ciyns 2007 poxky no 3 kBiTHs 2007 poky

8. Kpainu, ne SAnonisa

MIPOBOIMIOCH

KJTiHIYHe

BHINpPoOYBaHHA




9. Kinekicts 48

JOCIiKYBAHHX

10. MeTa ta OCHOBHOIO MeTOK LBOr0 JOCHIMKEHHA ©Oyna oOIiHKa Oe3nexkH Ta

BTOPUHHI 1i/i nepeHocumocTi T-705a, mo 3acTOCOBYBadM y BHIVIAAI OJHOpPa3oBOi

KJIIHIYHOIO NIePOpaNbHOL I03H Y KOFOPTHOMY PEeXMMi MiJBUINEHHSA JI03H Y 3I0POBHX

BHUIIPOOYBaHHA J100poBONBLIB 4OJI0BIUOT cTaTi. BTOPHHHOK METOK LBOrO JOCIiIKEHHS
Oyno orpumanns indopmauii npo (apMakoKiHETHKY MepOpaIbHO
BBegeHoro T-705a.

11. Tuzaitn PanpomizoBane, mnopgiiiHO crmime, manebo KOHTPOJBOBAHE, BHCXiHE

KJIiHi4HOIO JOCTIKEHHA OTHOPa30BOi 103U

BUINIPOOYBaHHS

12. OcHoRHI a) Cy6'exrn y Biui Big 20 no 39 pokiB Ha MOMEHT mignucaHHs iHhOPMOBaHOT

KpUTepil BKITIOUEHHS

30N,
6) Cy0'extn Baroto He MeHue 58 kr, 3 ingekcom macu tina (IMT) Big 18,5
1o 30 kr/m?.

13. JocnimkyBaHuii
JiKapchKHii 3aci0,
croci6
3aCTOCYBaHHS, CHIA
Iif

Bunpo6oByBannmu npopykramu Oysu karcynu T-705a 30 mr (mapris
Ne29911106) Ta xancynu T-705a 100 mr (mapris Ne24111106).

Cy6'extn, pangomizoBani 10 rpynmu 1 T-705 (30 Mr), oTpuMyBanH pasoBy
nepopaneHy 7103y 1 x 30 mr.

Kancynu T-705a 3actocoByBanuck 3 240 M1 Boau npotsarom 60 cekyHm.
Cy6'exTn, panaomizopani 1o rpymu 2 T-705 (90 mr), oTpuMyBati pasoBy
nepopaneHy A03y 3 x 30 mr.

Kancynu T-705a 3actocoByBanuce i3 240 mn Boau npotarom 60 ceKyHI
Cy6'extH, pannomizorani 1o rpynu 3 T-705 (200 Mr), OTpUMYBaId pazoBy
nepopanbHy 103y 2 X 100 mr.

Kancynu T-705a 3acTtocoByBamnuce i3 240 M Bogu npotarom 60 cexyH,
Cy6'extn, panaomizoBani 10 rpymu 4 T-705 (400 Mr), oTpUMyBaId pa3oBy
nepopayibHy 103y 4 x 100 mr.

Kancynu T-705a 3actocoByBanuch i3 240 mi1 Bogu nipotsarom 60 cekyH.
Cy0'ext, pannomizoBani 1o rpymu 5 T-705 (800 Mr), oTpuMyBaii pazoBy
nepopaibHy ao3y 8 x 100 mr.

Kancynu T-705a 3acrocoByBanucs i3 240 M1 Bogu npotarom 60 cexkyHz.
Cy6'extn, pangomizosani 1o rpymu 6 T-705 (1600 Mr), oTpuMyBaiu pasoBy
repopasnbHy o3y 16 x 100 mr.

Kancynu T-705a 3actocoByBanmuice i3 240 mJ1 Boau npoTaroM 60 cekyHI.

14, TIpenapat
TOPiBHAHHSA, 1034,
crnociod
3aCTOCYBaHHA, CHJIa
Iii

Pedepentni nponyxru 6yJu Binosiaxi kancynu miauedo T-705a [nnauedo
Ned] (maptis Ne 30011106) Ta karcynu T-705a [mnaue6o Nel ]

15. CynyTHa Teparnis

Cy0'eKT He 3acTOCOBYBaTHME JKOAHHX CYIMYTHIX JiKapChbKUX Iperaparis
(BrtrO4aroun Ge3pelienTypHi Ta KUTaChKi POCIHHHI MpernapaT) y nepio
Mizk PHHOMOM JOCHIIAKYBAHOTO NPENapaTy A0 3aBePIUEHHSA JOCIiIKEeHHS
Ta 6-ro AHA Tic/Ig 3aBepIISHHA.

16. Kpurepii ouinku
e()eKTUBHOCTI

@®apmakokinernka: Ilokazuukn OK gna mmasmu T-705 Tta  dioro
MmeTabonity (T-705M1) nposoaunu B Taki 4acoBi ToukH: nonepexs po3za (0
rog) ta 0,25, 0,5, 0,75, 1, 1,5, 2, 3,4, 6, 8, 10, 12, 24, 36 Ta 48 rogux micis
BeeaeHHs 1034, [Tapamerpu OK AUCot, AUCint, AUCR, Cmax, Tmax, CL/F
(tinekn T-705), VA/F (timeku T-705), Kel, Tiz, AUMC ta MRT Gynu
pospaxoBadi i3 saranbHol (48 roamH) KoHueHTpauii B IU1asMi KpoBi B




3aJIEKHOCTI BiJl 4acy, HEKOMIIAPTMEHTHHM METO/IaM 3 BHKOPHUCTAHHAM
WinNonlin® Pro Bepcii 5.01 ta SAS® gepcii 8.2. Kpim Toro, I-
tpaHcopmopadi napameTpt @K  Cmax, AUCox« T2 AUCi¢ 6ymm
npencraeneHi as T-705 ta iforo merabonity. Kpim Toro, po3paxosysanu %
1034, L0 BUAINAETHCA i3 ceuero, ansg T-705 micna koskHOi mo3u T-705.
binewe Toro pospaxysanu % Buminenoi mosu mis merabonity T-705M1
ey koxkHoi no3u T-705 Ha ocHOBI HOro MONEKYJIAPHOT MacH.

17. Kpurepii otliHkH
Besnexu

besneka: bezneka BH3Hawanacs HUIAXOM OLHKH nobiunmx ssuiy (I151),
KITiHiKO-1abopaTopHUX  MOKa3HWKiB  (DioxiMiyHoro amamizy  kpoei,
reMaTOJIONiYHUX TIOKA3HHKIB Ta aHalisy ceui), BUMIpIOBAaHHS JKHUTTEBO
BKIMBUX TOKa3HUKIB, enexrpokapuiorpamu (EKT), pesyneraTtis
disukanbHOro 06cTENKEHHA, OLIHKY / (POTOJOKYMEHTALliA KOJAbOPY HIrTiB i
nonoHb. bynu 3apeectpoBani Bei (I14), mo BHHHKAIM IicjIs BBENEHHA
aocnmiKyBaHoro mpenapary. Koxie mnobiune sBume, mpo  ske
noBigomisanocs, Oymo omineHo sBigmosigao mo0 CTCAE v3.0 T1a
KiacH(ikoBaHO 3a 3-0aJbHOIO IIKANOI0 TKKOCTI (Jlerka, cepenHs ato

BaKKA). Ilkana THKKOCTI oyna TaKOIo:
sevenity critenia
1 mild The adverse event is easily tolerated and does not interfere with daly acuvity.
% ariodiieh The adverse event interferes with daily activity, but the subject is sall able 1o
o " function.
3 severe The adverse event is incapacitating and requires medical intervention

JocnigHUK po3rnsfgaB KOXKEH BHNAJOK Ta OLHIOBAaB HOro 3B'I30K i3
NiKyBaHHAM [OCTiLDKYBaHUM IpenapatoMm (He MOB'A3aHHX, BiajleHHX,
MOMCUTHBHX, HMOBIPHHX YH BU3HAYEHHX HACTIOKIB).

BigHomeHHs 10  OochiukyBaHOro — mpemapary  OyJo  TakuMm:

relationship to dme criteria

= distinct temporal relationship with drg treatment

= known reaction to agent or chemical group, or predicted by known
pharmacology

- even: cannot be explained by patient’s clinical state o other factors

* reasonable temporsl relationship with drug westment

* likely to be known reaction to agent or chemical group, or predicted

2 probable by known pharmacology

= gvent cannot easily be explained by patient’s clinical state or other

factors.

* reasonable temporal relationship with drug trestment

= event conld be explained by patient’s clinical state or other factors.

= poor temporsl relationship with drug treatment

= event easily explsined by patient’s clinical state or other factors

* event ocomming before dosing

5 unrelated * gvent of intercurrent illness due wholly to factors other than dmg

treatment

I definite

3 possible

4 remate

18. Cratuctiusi
METOIH

dapmakoKiHeTHKA:

Konuentpanii B mnasmi Ta B cevi Ta apmaxkokiHeTudHi napametrpu T-705
Ta Horo meraGogity (T-705M1) Oynu 3BeneHi 3a rpynoro JiKyBaHHA 3a
IOMOMOrOK OMHMCOBOT cTarucTHKH (po3mip Bubipku [N], cepeani
apudMeTHYHI 3Ha4YeHHsA, CTaHJApTHI RiaxuneHHa [SD], craHmapTHa
noxubka cepennboro 3HadeHHs [SEM], koediuientu Bapiauii [CV%],
MiHIMYM, MakcUMyM Ta Mepiana). Kpim Toro, Oynu pospaxoBaHi
reomeTpuuHi cepenni sHadeHHs g AUCo-t, AUCinf Ta Cmax.
[TponopuiiiHicTe A03W OLIHIOBAIH HA OCHOBI JaHHMX MPO OJHY A03y Aud T-
705 3a JONOMOroK MoJeNi JiHiitHOoT perpecii (MoeNnb MoTyKHOCTi). Monens
Oyfa BHKOpHCTaHa JUIA pPO3pPaxXyHKY BiOXWIeHHs Ta 95% noBipyMx




intepanis (CI) a1a Bigxunenns In-Tpancdopmosanux napamerpie OK
AUCinrta Cmax. I1po mpomopuitinicts 1034 ciiig 6y5o 3po6UTH BUCHOBOK,
akiio 95% JII exmouas 3nauenng 1. Tpadiku AUCinr Ta Cmax, MO0 003U
Takok OyayTe mokasaHi Ha pucynkax. Kpim Toro, AUCinf Ta Cmax,
CKOpWIoBaHi Ha Macy Tima, TakoX OyIyTh BHKOPUCTOBYBATHCHA JUIs
BHUBYEHH: MPONOpLiiHOCTI 103M.

besnexka:

Yacrora mobiunux sABuuy Oyjia y3arajJbHeHa 3a JOTIOMOTOK MeauyHOro
CIIOBHMKA 3 PETYNATOPHOI AisnbHOCTI / amoHckkoio (MedDRA / J®) Bepcii
9.1, xpami TepMiHM Ta CHUCTEMHO-OpraHHi kiacu. Vi iHmI KinbkicHi
BUMiproBaHHa Oesneku Oynu 3BefleHi Ta y3araibHeHi (3 ONMCOBOIO
CTATHCTHKOIO) 7151 BCIX Cy0'eKTIB 3a rpynaMH JIiKyBaHHS y KOXKHHIT MOMEHT
vacy Ta 3i 3MiHaMu Biz BuxizHoro pieHa. Cy6'ektH mame6o 6yau 06'ennani
K Fpyna JiKyBaHHIL.

19. Hemorpadiuni
MTOKa3HUKH
JOCITi Ky BAaHOT
TOTyNALii (CTaTh,
BiK, paca, TOLIO)

3 48 cy6’exTiB, sKi Opanu yyacTs y AoCHiIkeHHi, yci 48 Gynn donosikamu.
Cepennilt Bik Ul BCiX BKIIOYEHHX Cy0'ekTiB cTaHOBHMB 24,4 + 4.3 pokw i
konuBaBea Bim 20-38 pokiB. CepenHs Bara craHoBwna 66,4 + 7,9 kr i
xonuBanack Big 57,0 1o 86,0 kr. Cepenniii 3pict craHoBuB 171,3 £ 5,5¢cm y
nianazoni 160,3—181,6 cM. Inneke macu Tina (IMT) konusases Big 18,6 no
28,3 kr / M? i3 cepeanim IMT 22,6 + 2,4 kr / M. MiX KOXHOIO TPYIIOI0 He
OyJI0 CYTTEBHX BiAMIHHOCTEH.

20. PezynsTatu
e(heKTUBHOCTI

dapmaKoKiHeTHYHI pe3y/IbTATH!

CepenHi koHuenrpauii T-705 i iioro MeTaboiTy B IUIa3Mi KPOBI IIPH BCiX
JO3yBAHHAX JIOCATATN MakCHMyMy depe3 0,5 1o | TroguHM mic/is BBEAECHHS
703u i Malbke BMBOAMBCA 3 opraHisMy Mik 12 Ta 48 roguHamu.
KoHueHTpauis B niua3Mi KpoBi Ta yac BUBE/ICHHS HE3HAYHO BapilOBallH, He
3aJ1e3KHO BiJl BBEEHOI TO3H.

®dapmakokiHeTH4Hi mapamerpu T-705 micis nepopanbHOrC MpUHOMY 103
Big 30 oo 1600 mr npeactaeneHi B HacTynHiH Tabnuii. Cmax 301b1IYBATOCS
npubausHo npormnopuiiino 103i. Oqnak AUC 36inb1yBaBes nponopuiino 1o
400 mr pmosm T-705, a moriM 30imemeHHs Oyno pemo Oinblme, Hik
npornopuiiiHo nozi. Cepenni 3HauenHs CL/F cranoBunu 2,98-11.80 n/rox;
3navyenns CL/F smenmnuce 3 10,26 n/rox mpu 400 mr, go 2,98 n/rox npu
1600 mr, ane, 3auanocs He3MiHHUM 111010 1034 Bif 30 go 400 mr. Cepenni
3Ha4eHHA T1/2 cranoBw 1,3-3,9 roa. Cepenni 3HaueHHa Vd / F kommeanuce
16,73-23,80 5. Cepenni 3Hauenss CLr konuanucs 0,00-0,02 n/rog.




Cepenni 3Hauennss MRT konusamucs 2,0-7,0 rox.

Pharmacokinetic 30 ] 200 400 800 1600
parameter \3‘ .\':St .\2:6“ *3-:, .\'::: .\'=smc
Crun (RELL) Maan T3] &1 FELS 1662 [03 5108
$D 035 0.72 093 0.9 7.60 1.5
Toae (0 ) Mean [} ] ] 03 [ 06
5D 0l 02 00 0.2 0.3 0.1
ACC,, (aphoml) Mean 161 330 .58 3983 | 11603 | 39062
D 033 1.17 3.63 636 31.02 52,68
AUC,, (uptrol) Mean 153 9.33 19.56 3957 | 11613 | 54006 |
SD 0.54 1.16 337 627 3119 52.68
T, Mean 13 13 K 16 13 39
sD 0.1 0.1 0.2 02 03 0.3
VaF (L) Mea | 2139 I 1261 380 na3 16.73
sD 193 286 3.04 313 3.00 135
CLT (L) Mex | 1180 951 1033 1038 731 b1
D 192 128 224 163 217 030
MR () Mear 20 33 33 13 33 70
SD 03 92 03 03 0.7 0.7
TR (0 Mear 00 02 03 0.2 03 03
$D 0.0 02 01 0.1 0.0 0.1

T-705 pigko BHMBOAUBCS 3 ceuero. KyMyIsaTHBHA IIBHAKICTH BHBEICHHS 3
ceyero 3a 48 rogun T-705 cranosuna menwe 1,0%. IlepopaneHo BBeneHHit
T-705a, 3 cevero B OCHOBHOMY BHBOJMECH SIK ¥oro mertabomit T-705M1 i
cTaHoBHB 77,3-94,8%.

21. PezynweTatu
Gesnexu

PesynbTaTH Oe3nekn:

VY upomy pocnimpxeHHi He Oyno cepiio3HMX MOOIYHHX SBHIN, JETATLHHX
BUNAKIB a00 NPHUIMHEHH: JIiKyBaHH. KiiHiuHi nobiuni edexTy, nos’s3aHi
3 JikyBaHHAM, Oyiu 3apeectpoBani y 7 i3 48 (14,6%) nauienTis; 7 nauieHTis
noBiToMWwIH 1ipo 13 BunaakiB HecnpuATAMBUX seuul. Li sBUIA BiHOCHO
J10 JOCJIIZKY BAHOTO npernapaty OyJid BU3HaHI K JIerki.

Hani HaBOAWTHECA Tiepellik BHMAAKIB y KOXHIH i3 Ipyn B 3ame:xHocTi Bif
TO3H:

I'pyma T-705a 30 wmr: 1 cyG'ekt, 2 Bunagku (30iNblIeHHA piBHA
anaHiHaMiHOTpaHc(epasu Ta acrnapraTaMiHOTpaHchepasH),

Ipyma T-705a 200 mr: 1 cyO'ext, 2 Bumagku (30inbplUeHHSA piBHA
KpeatuHhochoKiHAzH B KPOBI Ta acmapTaTaMiHOTpaHCcdepaszu);

I'pyna T-705a 800 mr: 2 cyG'extu, 3 BunNamkyl ((papHHronapuHreans-Hui
Oine, 30inbIIeHHs piBHA Tpuriinepumaie i C-peakTrBHOro OIKa B KpOBi);
I'pyna T-705a 1600 mr: 1 cy@'ekt, 4 Bunmaaxku X (Kamiesb, MiJBHIIEHHS
TeMIlepaTypH Tina, 30iMbIIeHHS KiTbKOCTI MOHOLMTIB i 30iMbIIEHHS PiBHS
C-peakrupHoro 6inka B KpoBi);

I'pyna mnauebo: 2 cy6'exkTH, 2 BUNagku (Hy10Ta Ta MiABHIIEHHS PiBHA Kalio
B KpPOBI).

JKHTTEBO BaXKTHBI MOKA3HUKY, NIPH iX BUMIPIOBaHHI, Oy/IH B MexXaX HOPMH
s Beix gocmimpkeHux 103, Kniniyno 3nadymux 3MiH Ha EKI me Gyno,
rarouaroud QTc¢ Bim BuximHoro piBHa aGo iHTepBanmy PR, »xurTeBO
BaXUIMBHX [TOKA3HHKIB, 3MiH IpH (i3HKaIbHUX Oryiagax abo 3MiHM Kolbopy
HITTIB i IOJIOHb.

22. BUCHOROK
(3aKJTrO4YeHHS)

Cepito3HHX MOOIYHMX SBHII He criocTepiranocs (BIUIIOYaloYH JaHi KIiHiKo-
abopaToOpHUX AOCHIIKECHHD, KHTTEBO-BAXKIHBUX IMOKAa3HUKIE ad0 JaHMX
(i3UKaBHOTO 00CTEXKEHHS);

* T-705a He CHIPUYMHMB >KOJHOrO KJiHIYHO 3Hauymoro Bnnvey Ha EKI
(Bkmo4aroyd intepean QTc) abo KUTTEBO BaXJIMBI NOKAZHUKY;




* T-705 mWBHAKO BCMOKTYBARCS | BUBOIMBCH i3 CEPEHIM YacoM 0CATHEHHS
Cmax MeHIIe HiX | roguny, a Ti2 cradosus Big 1,3 mo 3,9 roguuy;

* apmakokinerHka T-705 MiATPHMYETECA pesKUMOM J03YBAHHA JBidi 260
TPHYi HA JICHb,

* Merabonir T-705M1 Busasasae nopiGuui npodine go T-705 y mnasmi;
*CucTeMHHI BMIMB nepopanbHOro npenapary T-705a 36inbuiyBaBes, Tak
camo sk npu 30inbIenHi 1031 B Mexxax 30-400 mr;

* I3 ceuero B OocHOBHOMY BHMBOJIMBCs MeTabomit T-705M1.

3aaBHHK (BNACHUK peccTpaniiHOro mocBiqyennn)

ITigmnuc (Minnuc/
Hata 27.05.2021
[ToBue iM’s Ta mocana Hp. nda dapxan [laiix MBBC, M]]

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyuwuii cneniazicT MEAUMYHOTO Ta peryasTopHoi
JenapTamMeHTy

(Lead — Medico Regulatory Affairs)

~ 7 % il

MEPEK JAZ AL 1-ath
3 OPHEIHANOM
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Annex 30

to Procedure for Expert Evaluation of

Registration Materials for Medicinal

Products Submitted for State

Registration (Re-registration), as well as for

Expert Evaluation of Materials Introducing
Amendments into the Registration Materials during the
Validity Period of Marketing

Authorization (paragraph 4 of Section V)

REPORT ON CLINICAL TRIAL

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

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
FUIIFILM TOY AMA CHEMICAL CO. LTD.
4-1, Shimo-Okui 2-Chome, Toyama-shi. Tovama, Japan

4, Performed
studies

X 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

T705aJP102

Preliminary Study for Food-effect on the Pharmacokinetics of T-705a
in Healthy Volunteers

6. Phase of
clinical trial

Phase I,

7. Clinical trial
was held

Sekino Clinical Pharmacology Clinic 3-28-3 Ikebukuro, Toshima-ku,
Tokyo, 171-0014 Japan From April 10, 2007 to May 16, 2007

8. Countries
where the clinical
trial was held

Japan

9. Number of
subjects

12

10. Objective and
secondary goals
of the clinical
trial

To investigate the food-effect on the pharmacokinetics of T-705a in healthy
adult males taking a single oral dose of 400 mg of T-705a under fasting
conditions and after a meal.

11. Clinical trial
design

2-period, 2-treatment, randomized, crossover study

/



12. Main
criteria

enfry

a) Volunteers aged between 20 and 39 years (inclusive) on the day of consent.
b) Volunteers with a BMI of between 18.5 and 30, and with a body weight of
58 kg or more.

13. Studied drug,

posology,
strength

T-705a capsules [100], lot no. 24111006

Mode of administration:

Subjects received 400 mg of T-705a orally with 240 mL of water within 60
seconds under fasting conditions or after a meal. For fasted administration,
subjects received T-705a orally after fasting for at least 10 hours. For fed
administration, a standard high-fat meal was consumed within 30 minutes after
fasting for at least 10 hours. Subjects received T-705a orally after 30 minutes
from the start of the comsumption of the high-fat meal.

14.  Comparator,
dosage, posology,
strength

15. Concomitant
therapy

No concomitant medication (including over-the-counter and Chinese herbal
medicine) will be used by the subject between the administration of the study
drug

16. Efficacy
Endpoints

Pharmacokinetics: The food-effect was assessed by the similarities of the
plasma concentrations versus time and pharmacokinetic parameters (Cmax and
AUC) between fed administration and fasted administration.

The 90% confidence intervals of the mean differences for log Cmax and AUC
were considered in reference to the criterion (0.80 to 1.25) established in the
Guidance for Industry: Bioavailability and Bioequivalence Studies for Orally
Administered Drug Products — General Considerations of the United States
Food and Drug Administration (FDA).

1% Safety
Endpoints

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

Severity scale and grade scale were assessed in reference to the Criteria for
Severity Scale and 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 by referring to the Criteria for
Causal Relationship to the Test Drug. Adverse events assessed as 1 to 4 were
considered to be related to the test drug.

SEVeriny crireria
1 mild The adverse evenr it eastly wolerated and does not interfere with dady acavity.
o The adverse evea: inrerfaras with datly acuviry, bur the subject w2 s2ll able
2 modesaie - >
functon.
3 sevete The adverse evens is incapacitating and requires medical interventod

The Investigator reviewed each event and assessed its relationship to drug
treatment (unrelated, remote, possible, probable or definite). The relationship
to drug was as follows:

/2



Criteriz for evaluation:
Criteria for Causal Relationship to the Test Drug
Criteria
Tze event bas 3 definite temporal relationabip with the ten drug.
Te evsmt i reasonably foreicsable based ou the pharmacelegic actions of similar drugs
or the test drug.
Tie svent cannet be expluined by an active disezss or other facior:

Category

{. Definitely zalacsd

The svent has a prebable temporal relationship with te st drug.
Tzo svawt is foresseabls baied ro the pharmacelegic acticns of stmilar drugs or che st
drug

Tre svent cannet be readily sxplarned by an active dissaue cr other factors

2. Probably related

The svent kas a probable temporal relad
The event can be sxplaimed by az sctd
event ks 3 Temets ezaporal tel

T2s event can be reedily explaizsd by
The avent is temxperally unrelatsd with the test dmg

3. Pousibiy mlamd

4. Razotaly relarsd S i
3 230 OF OtSer Zaciarh,

. ). Mariond Tie avent is clearty avmibuesble ta a factor coer than tha tevt drug

18. Statistical | Statistical methods:

methods (1) Pharmacokinetic analysis
1) Plasma concentrations of T-705 and T-705M1 versus time
Plasma drug concentrations versus time were presented.
2) Calculation of pharmacokinetic parameters of T-705 and T-705M1 using a
non-compartmental method
The parameters of T-705 and T-705M1 listed below were calculated using a
non-compartmental method. Raw Cmax and tmax values were used. Summary
statistics of the pharmacokinetic parameters for fed administration and fasted
administration were presented.
For T-705 and T-705M1: Cmax, AUC, AUCO-t, tmax, t1/2, ke, CL/F (only T-
705), MRT, and Vd/F (only T-705)
3) Calculation of the 90% confidence intervals of the mean differences for log
Cmax and AUC of T-705 between fed administration and fasted administration
The 90% confidence intervals of the mean differences for log Cmax and AUC
were considered in reference to the Guidance for Industry: Bioavailability and
Bioequivalence Studies for Orally Administered Drug Products — General
Considerations of the FDA.
4) Investigation of the steady state for multiple dose based on the simulation
of plasma concentrations versus time of T-705 and T-705M1
A simulation of multiple doses was conducted based on the plasma
concentrations versus time. The duration to reach the steady state and plasma
concentrations versus time were estimated.
(2) Safety evaluation
Adverse events were coded using MedDRA/J version 9.1 and tabulated.

19. Aged between 20 and 39 years (inclusive) on the day of consent and with a

Demographics of | BMI of between 18.5 and 30, and with a body weight of 58 kg or more.

the studied

population

(gender, age, race

as well)

20. Efficacy | Pharmacokinetic results:

Results (1) Mean plasma concentrations of T-705 reached a maximum at 0.5 hours

after the completion of the test drug administration in the fasted administration
group and at 2 hours after the completion of the test drug administration in the
fed administration group. Plasma concentrations in both groups were below

the lower limit of quantification at 36 hours after the completion of the test

44



drug administration. On a semi-logarithmic scale, mean plasma concentrations
of T-705 decreased in a linear fashion in both groups after 4 hours postdose.
Mean plasma concentrations of T-705M1 reached a maximum at 1 hour after
the completion of the test drug administration in the fasted administration
group and at 3 hours afier the completion of the test drug administration in the
fed administration group. Plasma concentrations in both groups were below
the lower limit of quantification at 36 hours after the completion of the test
drug administration. On a semi-logarithmic scale, mean plasma concentrations
of T-705M1 decreased in a linear fashion in both groups.

@) Regarding the pharmacokinetic parameters of T-705. Cmax in the fed
administration group was lower than in the fasted administration group and
tmax in the fed administration group was longer than in the fasted
administration group. Although AUC and AUCO-t were slightly lower in the
fed administration group, t1/2 and ke were similar in both groups. The
pharmacokinetic parameters of T-705M 1 showed the same tendency of T-705.
(3) The ratio [90% confidence interval] of the geometric mean of Cmax was
0.460 [0.397 to 0.534], and Cmax in the fed administration group was
substantially lower. The ratio [90% confidence interval] of the geometric mean
of AUC, however, was 0.870 [0.808 to 0.937], which falls within the range
specified in the FDA Guidance on Food-effect (0.80 to 1.25).

(4) The simulations for multiple doses of 400 mg BID and 400 mg TID for
each administration group were conducted based on the pharmacokinetic
parameters of T-705. In each group, Cmax and Cmin from the st day to the
7th day were uniform regardless of the daily dose or number of doses.

21. Safety Results

Safety results:

(1) No death, serious adverse event, or other significant adverse event occurred
in this clinical study. Only one adverse event, blood bilirubin increased, was
reported in one subject in the fasted administration group. The event was mild
in severity and assessed as remotely related to the test drug.

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

22. Conclusions

Although Cmax in the fed administration group was substantially lower than
that in the fasted administration group, AUC was slightly lower compared to
Cmax. Cmax did not meet the criteria of the FDA Guidance on Food-effect,
but AUC met the criteria. T1/2 and ke were similar in the fasted administration
group and the fed administration group. These findings indicated that food
intake affects the absorption of T-705, but minimally impact the processes of
metabolism and excretion.

Nonclinical study data indicate that T-705 efficacy is AUC-dependent.
Therefore, this suggests that the drug efficacy would be little affected if T-705
were administered after a meal.

From the perspective of safety, there were no differences in adverse events and
changes in vital signs between the fasted administration group and the fed
administration group.

In conclusion, food-effect is somewhat observed in the pharmacokinetics of T-
705a. but the clinical impact is small. Therefore, the administration ot T-705a
is possible either under fasting conditions or after a meal.

[
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Jonarok 30

1o Iopaaky npoBeaeHHS eKCIIEPTU3H
peecTpauiiiHux MaTepiasiiB Ha JIiKapchki 3aco0H,
10 TIO/IAIOTHECA HA JICPSKABHY

peecTpauiio (nepepeccTpariio), a TAkKoXK
EKCTIEPTH3N MaTepiaslie Mpo BHECEHHS 3MiH 0
peecTpaliiiHux MareplaiiB npoTsarom aii
peecTpaliitHoro nocsiueHHs (nyHxr 4 posainy IV)

3BIT
Npo KJIiHIYHEe BUNIPOOYBAHHA

1. Hazga ABIT'AH (daginipagip) Tadnetku o 200 mr

JIIKAPCBKOro

3aco0y (3a

| HasIBHOCTI — HOMEp

peecTpauiiiHoro

MOCBITYEeHHS

2. 3asBHUK J-p Peani’c Jladoparopic Jita, 8-2-337, Poya Ne 3, bawmkapa Ximns,
Xaiigepaban, Tenanrana — 500 034, [nais /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India

3. BupoOuuk TOSIMA ®EKTOPI &V DKU®IIIEM TOSAMA KEMIKAJI KO., JIT;

4-1, IllInmo-Okyi 2-Yome, Tosma-tu, Tosama, Anownis /
TOYAMA FACTORY FUIJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IlpoBeneni
IOCTII/HKEHHS

X tak [_Jui sAKwo Hi, BKasaTH NpHUKHY

1) THIL JIIKAPCBKOTO
3aco0y, 2a AKUM
nposo/acs abo

JlikapcebKuii 3a¢i0 3 NOBHAM 10Ch¢ (ABTOHOMHE 10Ch€)

IUTAHY €ThCS

peecTpauis

5. TloBHa Ha3Ba T705aJP102

KJTIHIYHOTO

BHITPOOYBaHHs, IlonepeaHe Joc/TiKeHHs 1100 BIUIHBY XapYMyBAHHA HA
Ko/0BaHHIi HoMep | papmakokineTuky T-705a y 310poBHX 106POBOILIIB
KJIiHIYHOTO

BUNpPoOyBaHHS

6. daza xiiniynoro | Maza I,

BUIIPOOYBaHHS

7. Ilepiox Sekino Clinical Pharmacology Clinic 3-28-3 Ikebukuro, Toshima-ku,
NpOoBeeHHA Tokyo, 171-0014 Japan

KJTIHIMHOIO

BUNPoOYBaHHA 3 10 ksiTaa 2007 poky no 16 tpasHsa 2007 poky

8. Kpainm, e Slronis

MPOBOAMIIOCH

KJTIHIYHE

BUIIPOOY BaHHA




“s

' 9. Kinbkicts
JOCTIIKYBAHHX

12

10. Mera Ta HJocninxkenus xapuosoro BrumBy Ha (apmakokinetuky T-705a y 3goposux
BTOPHHHI LI TOPOCITHX HOJIOBIKIB, Ki IIpUiiMaloTh oHYy nepopansHy 103y 400 mr T-705a
KJIIHIYHOTO HATILLE Ta micsst K.

BUIIPOOY BaHHS

11. Juzaiin 2-X mepioaHe, 2-X €TanHe, paHI0Miz0BaHe, MEPeXpecHe JA0CTiKeHHS
KJTiHIYHOTO

BUIIPOOYBaHHs

12. OcHoBHI a) JJoOposounsui y Biuli Bia 20 1o 39 pokiB (BKIHYHO) HA MOMEHT MillMCaAHHs!
Kpurepii iHQOPMOBaHOT 3ro/1H.

BKJIFOYEHHSI 6) Jlobposoabui 3 IMT Bia 18.5 1o 30 ta Macoro Tiza 58 kr i Oiablie.

13. Kancynu T-705a [100], naptia 24111006

HocnimxkypaHui
nikapcbKuii 3acib,
criocid
3aCTOCYBaHH:,
cuna aii

Crioci® BBeICHHS:

Cy06'exru orpumysanu 400 mr T-705a nepopansho 3 240 Ma BOAM NPOTIroM
60 cexkyHm B ymoBax rojoayeaHHs ado nicas ki [lpu npuiiomi nartuwe
naieHTd orpumysanu T-705a nepopanbHO Micas rofoyBaHHA NPOTArOM
npunaiivui 10 rogus. Ilpu 3acTocyBaHHi 3 DKer0, CTaHapTHA i3Ka 3 BUCOKHM
BMICTOM 3KMpY crokuBanmack mnportarom 30 XBWIMH INiC/Is TOJIOLYBaHH:A
nporarom He meHwe 10 rogun. Cy6'extu orpumysanu T-705a nepopanbHo
uepes 30 XBIIMH BiJ MOYATKY CMOXKUBAHHS T7Ki 3 BUCOKUM BMICTOM JKHpY.

14, Tlpenapar
MOpiBHAHHSA, 1034,
crocit

3aCTOCYBaHHS,

cuna Jii

15. CynyTtHs Cy0'eKT He 3acTOCOBYBATHME SKOAHMX CYINYTHIX JHKApChKMX [perapartis
Teparnis (Bkmovaroun GespeuenTypHi Ta KUTAalHCBKi POCIAWHHI Npenapat) Mix

MpHITOMOM JOCTIIXKY BAHOTO [IPenapary.

16. Kpurepii
OLIHKH
e(heKTHBHOCTI

@apmakokineruka: Brme npuiioMy ki OLIHIOBaIM 33  CXOXKICTIO
KOHUEHTpaliif y mnnasmi Kpoei 3a 4acoM Ta (papMakOKIHETHYHHMH
napamerpamu (Cmax Ta AUC) Mi npuiiomMom mnpenapaty i 4ac ixi Ta
NpUIOMOM HATILE.

90 % mosipyi iHTepBanu cepeanix BiaMinHocTell A1 log Cmax Ta AUC
posIIgaIKes 3 ypaxysanHam kpurepito (0,80-1,25), BCTAHOBIEHOTO 3riAHO
pexomeHaauiii: Jlocnimkenns 6i010¢TyY HOCTI Ta Oi0eKBIBAJICHTHOCTI 118
JIKApCLKMX MPernaparis, 10 BBOAATBCS MePOpaibHO — « Y NpaBiliHHS 3
npoosoabeTBa | Megukamentis CILIA (FDA)».

17. Kpurepii
OLIIHKH Oe3rexku

Besneka: JIOCHIAHUKN OLIHMIM CTYNIHb TSDKKOCTI Ta NPHYMHNA BUHHKHEHHS
MoGIYHIX ABHIL, AKI MATH MiCLe ITi/T Hac KIHIYHOTO A0CI/IKEHHS.

[11kana TAKKOCTI Ta IIKaJa OLIHKM TSHKKOCTI OLIHIOBANACh 3 ypaxyBaHHAM
Kpurepiis mkaau TskkocTi Ta 3aranpuux TepMinosiorivanx kputepiis NCI
As nodiunux asum v.3.0 (snoncska Bepeisa JCOG / JSCO).

Skio nmobivHa [is He BIAMOBIIAE JKOAHIN OIHIL, 1T OLIHIOIOTE 33 KPUTEPIIMH
KAy TakkoeTi. «Jlerkuity «ToMipHuiiy, « Tsxkkui», «3arpoxye »uTTio ado
CHpUUMHIOE iHBaNiaHicTy Ta «CMepTh, MOB’A3aHa 3 NMOOIYHUM SBHIIEMY
Binnosigae «1-My Kiacy», «2-My Knacy», «3-My Ki1acy», «4-My Kmacy» Ta «35
KJ1Acy» BIZNOBIAHO. 3B’A30K i3 A0C/ILKYBAaHMM IPENapaTtoM OLIHIOBAJIH,
MOCHIAIYKChL  HA  KpUTepil  NMPHYMHHO-HACTIJKOBOTO  3B’3KY 3
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JIOCTTKY BaHUM TipenapatoM. [To6iuni sButa, otineni Bij 1 10 4, BBaxanucs

[MOB A3aAHUMHU 3 -:locni,u}{(y BAHHM npenaparom.
eventy Cillend
1 mild The adverse event is easily rolerated and does not mterfers with dady acovity
Siaderats The adverse event interferes with datdy actnaty. but the subject 15 sall able 1o
- baat -k
funcnon
3 ievers Tae adverse event is incapaciiatng and requires madical intervennon

JlocniAHUK po3MiAfaB KOMKEH BMMAJA0K Ta OLIHIOBAB HOro 3B'M30K i3
TIKYBaHHAM JOCHIMKYyBaHUM TMpernapaToM (He MOB'I3aHUX, BiIA/IeHNX,
MOKJIMBHX, HMOBIPHHX YM JOCTOBIpHHX). BiJHOLIEHHA 10 J0CHTITKYBaHOTO

npenapary oyno TaKHM:
-nrena for evaluanon

Crntena for Cauzal Relanozship to the Test Diug
Category Cntass.
Tao event Bas 3 delimte tempornal relationinp
The sveat i reasomably foreisdabla based oo 2
o7 e test drug
The svent cazmaot be expluned by aa actuve divenss of sther facters

2 ThE e g

=haz legis ac 1emel Ay
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2. Probably relaned

drug

T aves: cansor be readily explained by as active diteass or cibas factens

The evear has 3 probable tesmperal relagonubip with the tey2 drug

Tae ovest cas be explasaed by as sctive dieaie of other facton

Toe svanr Doy 3 remots tamporal reanonilip with the test &g

The eveat caz be resdily explained by 2o scuve diseass or otler facrars

The euant 1 tezeporally uarslated with drug

Toe enent ol tibutable 10 3 thas the test drug

T

ossthly relaed

18. CraTucTH4HI
METOIU

CTaTHCTHYH] MeTOaH:
(1) dapmakokiHeTHUHUH aHami3

1) Konuenrpanis T-705 ta T-705M1 y nuasmi KpoBi B 3a/1e5KHOCTI BijL vacy.
By npeacrtasieHi KOHIEHTpallii npenapaTiB y mia3Mi KpoBi B 3a/I€KHOCTI
Bijl vacy.

2) PospaxyHok (apmakokiHeTHuHHX mapametpie T-705 ta T-705M1 3
BIKOPHCTAHHAM HEKOMMApPTMEHTAIBHOTO METO.LY.

I[TepepaxoBani Hukue napamerpu T-705 ta T-705M1 Oyam pospaxosaHi 3
BUKOPMCTAHHSM HEKOMMApTMEHTa1bHOrO MeToay. bBynm  Bukopucrani
HeoOpoOneHi 3HaueHHs Cmax T2 tmax. BYJM nOpeacTaBieHi y3arajabHeHi
CTATUCTHYHI AaHi m0a0 (apMaKOKIHETHUHMX [apaMeTpiB 11 npuiiomy
npenapaty Hatiecepie. JInsa T-705 ta T-705M1: Cmax, AUC, AUCo-t, tmax,
T1/2, kel, CL/F (nuwe T-705), MRT ra Vd/F (nuwe T-703)

3) PospaxyHok 90% moBipuux iHTepBasie cepeHix pisHUUb A8 10g Cmax Ta
AUC T-705 mix npuitoMoM DK Ta NpU3HAYEHHSM Iperapary HaTLecepLe.
90 % noBipuux iHTepBatiB cepefHiX pizHHUbL W14 log Cmax Ta AUC Oynu
PO IUISIHYTI 3 MOCHIAHHAM Ha pekoMenzanii: JlocimkenHs 61010CTy HOCTI Ta
0l0CKBIBAJIEHTHOCTI JIIKAPCHKUX 3ac00iB, 110 BBOIATHCH MEPOPaibHO -
sara/ibii MipkyBaHHa FDA.,

4) JlocnimaeHHs cTifikocTi craHy Oaratopa3zoBoi J03M  Ha  OCHOBI
MO 1eJTIOBAHHS 1T KOHLIEHTpaLlii y iasMi Kpoei B 3amexHocTi Big yacy T-705
ta I-705M1.

By 10 npoBeleHO MOAENIOBAHHA Garatopa’oBUMH  J103aMM Ha  OCHOBI
KOHUEHTpaLiit y nasmi kpoBi B 3asiexknocTi Bij yacy. OLiHIOBaNH TPHBATICTL
N0CATHEHHs ¢TabibHOro CTaHY Ta KOHLEHTPALIT B [U1a3Mi KPOBI B 3a/1€KHOCTI
BiJL yacy.

(2) O1iiHka Oe3mneku
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Ve,

[ToOiuHi peakuii Koy Bajiu 3a gonomoroto MedDRA/] gepcii 9.1 Ta cknamanu
TabJIHLI.

19. Jlemorpadiumi
TOKa3HUKH
JOCTIKY BAHOT
nomyJiauii (cTats,
BiK, paca, ToI0)

V eiwi Big 20 1o 39 pokie (BKIKOYHO) HA MOMEHT MiANKcaHHs iHpopMoBaHol
srogu Ta 3 IMT Bin 18,5 no 30 Ta 3 macoro Tina 58 xr i 6inbiue.

20. PesyneraTin
e(heKTHBHOCTI

DapMakOKiHeTHUHI PE3y/IbTaTH!

(1) Cepeani xonuenrpauii T-705 y nnaszmi pocarnu makcumymy uepes 0,5
FO/UMHM TTHC/18 3aBEPLUEHHS BBE/ICHHSI 1I0C/1i/I/KY BRHOTO TpernapaTy B IpyTii, Lo
npuiiMana npenapar HaTILe, Ta Yepe3 2 FOAMHM 11i¢/1s 3aBepIIeHHs BBEASHHS

| jocnijuKyBaHOrO npernaparty B Cpyiii, sika oTpuMyBana npenapar mnicns DKi.

ITasmoBi KoHUeHTpaLlil B 000X rpynax Oy HIBKUMMH 3@ MEXKY KilbKiCHOro
BIIZHAYEHHS 4epe3 30 roAuH Iicis 3aBeplieHHA BBEICHHA TECTOBOIO
npenapary. 3a HamisiorapuMiuHOIO LIKAJI0K cepeHi koHueHTpauii T-705 y
nia3Mi Kpoei JiHIHO 3HIDKYBalMch B 000X rpyrnax uepes 4 roAuHH Iici
BRCJICHHS JI03U.

Cepenni KoHuenrpawii T-705M1 y nnasmi Jociarnu MakcuMymy uepes |
TOIMHY TTCTS 3aBepIeHHs BBeIeHHS 10CI1i/1Ky BaHOTO 1Iperapary B rpyi, o
npuiiMazia npenapar HaTile, Ta 4epes 3 TOAMHHM IIic/s 3aBeplleHHs BBEACHHS
BUIIPOOYBAHOTO Tpenapaty y rpylii, ska OTpUMYyBaja npenapar micas DKi.
KonnenTpauis B niasmi B 000X rpynax 0yja HHUKUOIO 32 MEXKY KiJIbKiCHOTO
BU3HAYEHHS uepe3 30 TOOMH Iic/s 3aBeplIeHHs BBEIEHHA TECTOBOIO
npenapary. 3a HamisjaorapuMidHOIO LWIKAMOKW cepelni KoHueHtpauii T-
705M1 y nnaszmi Kpoei NiHIHHO 3HHKYBAJIUCE B 000X rpymax.

(2) oo dapmaxokinernunnx mnapametpiB T-705, Cmax y rpymi, wmo
OTpHMYBAJIa Mpenapar nicjs ki, Oy/1a HU/KUOI0, HiZK Y TpyTIi, AKa npuiiMaia
npernapar HaTiie, a tmax Y IpYMi, SKa OTpHMYBala npenapar nicis ixi, Gyia
AOBIIOK, HIK y TPy, sika oTpuMyBana npenapar Haruwe. Xoua AUC Ta
AUCo. Byan Jemo HUKYUME Y TPYITi, 10 OTPHMYBAAH npenapar micis ki,
T 27a kel 6yn noaiGHuMu B 000X rpynax. dapmakokineTuuHi napamerpu T-
705M1 nposeMOHCTPY Bajld 0IHAKOBY TeHaeHuUito 1o T-705.

(3) Cnigeignomenns [90% QoBipUHOTO iHTEPBALY | CEPEIHBOTO FEOMETPHYHOTO
Chas cTanoBuio 0,460 [0,397-0,534], a Cwmax y rpylni, sika OTpUMYyBaja
npernapar nicas npuiiomy ki, OyB 3HauHo HuAYnM. OiHak Bianowenus [90%
noripuoro inreppany]| cepeanboro reomerpuynoro AUC cranosuno 0,870
[0.808 mo 0,937], w0 3HAXOAMTLCS B MeEKax JlianasoHy, 3a3HAUCHOro B
Kepisuuursi FDA wono xapyosoro edekrty (0,80 no 1,25).

(4) MoaemosanHs /uis Garatopa3osux 103 400 Mr aBa paszu Ha 100y ta 400
MI' TPH pasu Ha o0y IS KOKHOT FPYIH BBeJEHHA MPOBOJMIN HA OCHOBI
dpapmaxokineTuunux napametpis T-705. YV koxHiit rpyni Crmax T2 Cmin 3 1-10
1o 7-if AeHb OyaH PIBHOMIPHUME HE3aIEKHO Bijl 1000BOT /1031 260 KilLKOCTI
03,

21. Pesynbrati
be3nexku

PesvibraT Oesnexu:

(1) Y umboMy KiiHidHOMY JjociikeHHI He OyJ0 JIeTalbHUX BHMAKiB,
cepiio3HMX MOOIYHMX ABMIL YM IHINHX 3HAYMMHX NOGIUHHX  ABHLL.
[losigoMsiocst JMIIe Mpo oaHYy MOGIYHY PEaKiilo - MiABUIIEHHs PiBHA
GinipyGiHy B KpoBi y oxHoro cy®’exta B Tpyli, AKka OTpUMYBasia nperapar
natiie. BUnagok MaB Jerkuii CTyMiHb TAKKOCTI Ta OLIHIOBABCS AK BiJJaJeHO
noB’ sa3aHuil i3 JOCHiIKYBAHUM [IPEIapaTOM.




(2) Ilpotarom mepiony MOCTIDKEHHA He OYI0 KITiHIYHO 3HAUYIIUX 3HAXITOK
010 KUTTERO BAXKIMBUX MMokazHukie, EKI™ 3 12 BiaseaeHHaMu abo IHIINX
KIHIYHHAX 2HAXIIOK.

22. BucHOBOK
(3aKTIOYeHHS)

Xoua Cmax Y Tpymi, fika OTpUMYBaja Impenapar nicis npuifomy ixi, Oyna
314UH0 HUIKYO0, HIK Y Tpyni, ska npuiimana npenapat Hartuie, AUC Oyna
TPOXH  HWKY0K TOPIBHAHO 3 Cmax. Cmax HE  BIANOBIIaB  KpUTEpisM
Kepisuuursa FDA womo xapuosoro edekty, ane AUC Bianosigag Lum
kpirepinm. Tiz i kel 6ynu noniGHuMU B rpy1i, sika 1ipuiiMala npenapar HaTile
i rpyni sika npuiiMana npenapat micas npuiimy Dxki. Ll BHCHOBKH HoKasai,
1o NpyiftoM K BITMBae Ha BeMOKTYBanus T-705, ajne He3Ha4yHO BIUIMBAE Ha
npouecd MetabGonizMy Ta BHBeleHHS. JlaHi HEKIIHIYHMX JIOCAi/LKEHb
BKA3YIOTH Ha Te, Wo edekruBnictb T-705 3anexuts Big AUC. Ormike, ue
CBI/14NTH [pO Te, 10 e(eKTHBHICTh mpenapary He3HauHo O mocTpaxpaana,
siiito T-705 npuiiMaTtu nicas npuimy i,

3 1ouKH 30py Oeaneku, He 0yI10 HigKHX BIIMIHHOCTEH Y MOOIYHUX ABULLAX Ta
301HAX FKHTTCBO BAKIMBHX MOKAZHUKIB MK FPYIIOI0, SKa NpuiMaa npemnapat
HATUIE Ta TPYIOO 10 OTPHUMYBaJIa rpernapar micas ixKi.

[l aaKkiHUeHHS ¢ 3a3HAYUTH, IO XapuoBHii e()eKT eLLo CNoCTepiraEThes y
¢apmaxokinernui T-705a, ane wiinidHnii Brine Hepeaukuii. Omke, npuiiom
T-705a moswinBHii aG0 HaTie abo nicas ki

3asBHHK (BJACHHK peccipaniiinoro moesixuenns)

Tiamnuc /Mianuc/
Hara 07.01.2021
[loBHe iM’s Ta 11ocajia Jp. Luga Papxan Llaiix MBBC, MJT

(Dr. Shifa Farhan Shaikh MBBS, MD)

Beyunii crielianicT MeJIMYHOTO Ta PeryJisiTOpHOro
JlerapTaMeHTy

(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

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
FUIJIFILM 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

T705aJP103

Phase I, Ascending Multiple Oral Dose Study To Evaluate The
Tolerability And Pharmacokinetics Of T-705a In Healthy Volunteers

6. Phase
clinical trial

of

Phase I,

7. Clinical
was held

trial

Sekino Clinical Pharmacology Clinic 3-28-3 Ikebukuro, Toshima-ku,
Tokyo, 171-0014 Japan From June 17, 2007 to October 1, 2007

8. Countries
where the clinical
trial was held

Japan

9. Number
subjects

of

24

10. Objective and
secondary goals of
the clinical trial

The objectives of this study was to evaluate the safety and tolerability of T-
705a given as multiple oral dose in an escalating dose cohort regimen in
healthy male volunteers and to gain information about the pharmacokinetics
of orally administered T-705a.

11. Clinical trial
design

Randomized, double-blind, placebo controlled, ascending multiple oral dose
study

12. Main entry
criteria

(1) Volunteers between the ages of 20 and 39 years as of the date of informed
consent;
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(2) Volunteers weighing at least 58 kg, with a BMI of between 18.5 to 30
kg/m2.

13. Studied drug,
posology, strength

Eight healthy subjects were assigned to each of 3 dose groups. Subjects were
randomly assigned to receive a T-705a or placebo in a ratio of 3:1.

Dose Level 1: 400 mg x 3/day treatment for 7 days (twice daily on Day 1,
three times daily on Days 2 to 7, and once daily on Day 8)

Dose Level 2: 400 mg x 3/day treatment for 2 days followed by 400 mg x
1/day treatment for 5 days

Dose Level 3: 600 mg x 2/day treatment for 2 days followed by 600 mg x
1/day treatment for 5 days

14, Comparator, | placebo
dosage, posology,
strength
15.  Concomitant | No concomitant medication (including over-the-counter and Chinese herbal
therapy medicine) will be used by the subject between the dosing and the completion
of Day 15 (Group 1) or Day 14 (Groups 2 and 3) testing.
16. Efficacy | « To assess of changes in the concentrations of T-705 and T-705M1 in plasma
Endpoints and urine samples
* Calculation of the pharmacokinetic parameters of T-705 and T-705M1 using
a non-compartmental method
* Analysis of the day upon reaching a steady-state (Group 1 only)
* Calculation of the accumulation index
* Comparison of actual values with the plasma drug levels predicted by
simulation on a model (Group 1 only)
17. Safety | Criteria for evaluation (Cont.):
Endpoints Safety:

Safety was determined by evaluating adverse events (AEs), clinical laboratory
values (serum chemistry, hematology, and urinalysis), vital sign
measurements, electrocardiograms (ECGs), physical examination findings,
nails and palms discoloration assessment/photographs.

All AEs occurring after administration of study drugs were recorded. Each
event reported was graded in accordance with the CTCAE v3.0 and ranked on
a 3-point severity scale (mild, moderate, or severe). The severity scale was as
follows:

severity criteria
I mild The adverse event is easily tolerated and does not interfore with daily actvity.
2 moderate The adverse event inferferes with daily activity, but the subject is still able to fimetion.
3 severe The adverse event is incapacitating and requires medical mtervention.
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The Investigator reviewed each evemi and assessed its relationship to drug treatment {unrelated,
remote, possible, probable or definite). The relationship to drug was as follows:

relationship to drug criteria
s distinct temmporal relationship with dmg treatment
1 definite = known reaction to agent or chemical group, or predicted by known
pharmacology
s avent cannot be explained by patient's clinical state or other factors
» reasonable temporal relationship with drug trestment
5 » hikely to be known reaction to agent or chermeal group, or predicted by
ut known pharmacology
» event cannof easily be explamed by patient’s climeal state or other factors.
% paniiie * reasonable temporal relationship with drug treatment
» event could be explained by patient’s clinical state or other factors.
P -pumtanpoa:hnelahonshlpmﬂ;dmgtreamm
+ event easily explained by patient's clinical state or other factors
» gvent cocuming before dosmg
5 umrelated » gvent or intercmrent illness due wholly to factors other than drug
treatment
18. Statistical | Pharmacokinetics:
methods * Changes in the concentrations of the study drug and its metabolite in plasma

and urine samples:

Changes over time in the concentrations of the study drug and its metabolite
in plasma and urine sample as well as the cumulative urinary excretion rate
were assessed.

* Calculation of the pharmacokinetic parameters of the study drug and its
metabolite using a non-compartmental method: The following parameters
were calculated for the study drug and its metabolite using a non-
compartmental method, as outlined in the Notice from the National Council
of Medicine and Pharmacy No. 796 “Guidance for Industry, Pharmacokinetics
Study of Investigational Drug”: Cmax, tmax, AUC, AUCO-t, t1/2. However,
actual values of Cmax and tmax are presented. For pharmacokinetic
parameters, the summary statistics are also presented for each group and each
dosing period (Days 1, 4 and 8 in Group 1, and Days 1 and 7 in Groups 2 and
3).

The following pharmacokinetic parameters were calculated for both T-705
and T-705M1: Cmax, AUC (AUC, AUCO-t, AUCt and AUCO-t/AUC), t1/2,
tmax, UR, CL/F (for T-705 only), CLr, MRT and Vd/F (for T-705 only).
 Analysis of the day upon reaching a steady-state (Group 1 only): Time to
reach a steady-state was estimated from the time course of the trough level.

* Calculation of the accumulation index : In Group 1, Cmin on Days 4 and 8
and AUCt were divided by the value of each parameter on Day 1 (plasma
concentration 6 hours [C6], and AUC) to yield the accumulation index. In
Groups 2 and 3, Cmin from Day 2 on was divided by the value on Day 1 (C6
in Group 2 and plasma concentration 12 hours [C12] in Group 3) to yield the
accumulation index.

+ Comparison of actual values with the plasma drug levels predicted by
simulation on a model (Group 1 only) : Repetitive simulation is performed on
the basis of the parameters measured on the first day of treatment. The time
course of the drug level thus obtained was compared with the actual values.
Safety analysis:

» Examination of adverse events: The adverse events were analyzed using
MedDRA/J (Version 9.1), and the results were summarized.
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19. Demographics
of the studied
population
(gender, age, race
as well)

Healthy male subjects between 20 and 39 years of age

20. Efficacy
Results

Pharmacokinetic Conclusions:

(1) In T-705 treatment of Group 1, the plasma T-705 concentration increased
serially. The concentration rapidly reached a peak after dosing on each day,
and decreased rapidly on Day 1 but more slowly on Day 4. The mean plasma
concentration of T-705M1 was lower than that of T-705.

The cumulative urinary excretion rate of T-705 was very low, being similar to
that on single dose, and the mean cumulative urinary excretion rate of T-
705M1 was about 60%.

Concerning pharmacokinetic parameters of T-705, Cmax increased serially
with multiple doses, unlike that with single dose. Although tmax were stable,
t1/2 were prolonged. AUC and Cmin also increased.

Cmin of T-705 increased gradually from Day 1, and a stable state could not
be estimated from the results obtained until Day 8.

Concerning the cumulability of pharmacokinetics, accumulation was noted.
When a simulation of T-705 was performed using a superposition method,
daily AUC were calculated to increase until Day 7.

(2) In T-705 treatment of Groups 2 and 3, the plasma T-705 concentration
increased until Day 3.

After Day 4, the concentrations were lower than that up to Day 3. A peak
concentration was rapidly reached on each day. Elimination times were
delayed until Day 3. However, after Day 4, they were similar to that on Day
L.

The mean plasma concentration of T-705M1 was lower than that of T-705.
The cumulative urinary excretion rate of T-705 was very low, and that of T-
705M1 was about 70%.

Cmax and tmax of T-705 were nearly unchanged. AUC increased, and t1/2
were prolonged.

Concerning the cumulability of pharmacokinetics, no accumulations was
noted at the end of dosing.

When a simulation of T-705 was performed using a superposition method,
daily AUC increased until Day 2 but showed no further increase thereafter and
was expected to decrease.

These results suggest that the pharmacokinetics can be adjusted to a clinically
effective pattern by modifying the dosage/regimen.

(3) Since the pharmacokinetics differed between single dose and multiple
dose, evaluation of a model simulating the plasma drug concentration on
multiple doses became necessary. The values obtained in the model used for
simulation in Group 1 differed from the measured values on Day 1.

(4) When the dose proportionality of Cmax and AUC on single dose between
30 and 600 mg were evaluated in a power model, the estimated value + SD
(95% CI) of the slope (B) of Cmax was 1.001 + 0.033 (0.934 to 1.067); the
95% confidence interval included 1, and a dose proportionality was noted. In
contrast, AUC was 1.119 £ 0.040 (1.040 to 1.199); the 95% CI did not include
1, and no dose proportionality was noted. In consideration also of the results
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of Study JP101, AUC is considered to be proportional in a range of 30 to 400
mg but not at 600 mg.

21. Safety Results

(1) In this study, no deaths, other serious adverse events, or other significant
adverse events were reported. The incidence of adverse events was 16.7% (4
of 24 subjects, 5 events), i.e., 16.7% (3 of 18 subjects, 4 events) in the T-705
treatment groups and 16.7% (1 of 6 subjects, 1 event) in the placebo treatment
group.

(2) After dosing of T-705a, the blood uric acid level increased serially in all
dose groups. Changes in the blood uric acid level were smaller in T-705
treatment of Groups 2 and 3 than in that of Group 1. The correlations of change
in the blood uric acid level from the baseline with Cmax and AUC were both
weak.

(3) Concerning changes in the clinical laboratory results throughout the study
period, the TG increased slightly, and CK decreased slightly, in addition to
the increases in the blood uric acid level. The increases in the TG were
considered to be due to differences in the dietary contents between during and
after the hospitalization period, and the decreases in the CK were considered
to be due to restriction of exercise during hospitalization.

(4) As for vital signs, ECG, physical examinations, discoloration, and
abnormal behavior, there were no changes of clinical significance throughout
the study except headache and throat ache reported as adverse events.

22. Conclusions

Cumulative increases in the plasma drug concentration were observed on
multiple dose of T-705 at the same doses, but they could be prevented by
changing the dosing method to a tapering method, i.e., reducing the daily dose
by adjusting the dosing intervals. While increases in the blood uric acid level
were also shown to be suppressed by the tapering method, attention to
increases in the blood uric acid level, which may appear during the dosing
period, is also necessary in future clinical studies. Also, as the dosage/regimen
used in this study was tolerated by humans, progression to the next phase using
patients is considered to be justified.

Applicant (Marketing Authorization holder)

Signature
vy

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

1o Iopsiaxy npoBeaeHHs eKCIepTU3H
peecTpalifHUX MaTepialiB Ha JIiKapchKi 3acobu,
III0 TIO/IAOTHCS HA JePKABHY

peecTpaliio (nepepeecTpaliio), a TAKoX
€KCTIEPTH3H MaTepialiB Mpo BHECEHHS 3MiH 110
peecTpaliitHUX MaTepiaiB MPOTAroM Ail
peecrpauifiHoro noceigueHHs (nyHKT 4 po3ainy IV)

3BIT
[Ipo KJIiHiYHe BUNIPOOYBaHHA
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1. Hazga ABIT'AH (®aginipagip) Tabnerku no 200 mr

TKapCHKOTo

3aco0y (3a

HasiBHOCTi — HOMED

peecTpauifHoro

IIOCBiTUEHHS)

2. 3adBHUK I-p Penni’c JlaGoparopic JIita; 8-2-337, Poym Ne 3, Banmxkapa Ximns,
Xaiinepaban, Tenanrana — 500 034, Innuis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India

3. BupobHuk TOSMA ®EKTOPI @V]DKU®IIIEM TOAMA KEMIKAJI KO., JIT/;

4-1, llIumo-Okyi 2-Uome, Tosma-mm, Tosama, SnoHis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4 IlpoBeneHi
JOCIIIIKCHHSA

Tak |_|mi  SKINO Hi, BKA3aTH NPHYMHY

1) Tun nikapcbKOro
3aco0y, 3a SIKUM
nporoamnacs abo

Jlikapcbkuii 3a¢i0 3 NOBHUM /10Cch€ (ABTOHOMHE /I0ChE)

IUIaHY€THCS

peecTpalis

5. ITorHa Ha3Ba T705aJP103

KJIIHIYHOTO

BUNpOOYBaHHS, ®asa I, JocnipkenHs i3 36iIbIMIEHHAM KUJILKOCTI IepopaibHEX 103 IS
KOJIOBaHMi HoMep | omiHkH nepenocumocti Ta (Qapmaxokinernku T-705a y 3p0poBHX
KJIIHIYHOTO A00poBO/ILLIB

BUIIPOOYBaHHA

6. ®aza xiiniyHoro | @azal,

BUNPOOYBaHHs

7. Ilepion Sekino Clinical Pharmacology Clinic 3-28-3 Ikebukuro, Toshima-ku,
NpOBEACHHS Tokyo, 171-0014 Japan

KJTiHIYHOTO

BUNPOOYBAHHS 3 17 uepsus 2007 poky 1o 1 xopTHa 2007 poky

8. Kpainu, ne SAnonis

IPOBOJHIIOCA

KJIHI4HE

BHIIPOOYBaHHs
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9. KinbkicTsb 24

JIOCITIKYBaHUX

10. Mera Ta 3aBIaHHAMM 1IBOTO JOCIiKEHHS OYJI0 OLiHUTH Oe3neKy Ta MepeHOCHMICTh

BTOPUHHI L1 T-705a, wo 3acTocoByerses sIK GaraTopazoBa MepopaibHa JI03a B PesxuMi

KJTIHIYHOTO HAPOLIYBaHHA [JO3M KOrOPT Y 3/I0POBHMX 4YOJIOBiKiB-ZOOpOBOJIBLIB, Ta

BUNPOOYBaHHsA oTpuMaTH iH(popMmalio npo ¢apMakoKiHETHKY IepopalibHO BBejeHOro T-
705a.

11. JIuzaiin Panpomizosane, rojBiiine ciine, rmianebo-KOHTpoasoBaHe, Oaratopa3ope

KJIiHIYHOTO nepopaibHe JOC/iPKEHHS 31 30UIBINEeHHSM NepopalibHUX J103.

BUIIPOOYBaHHSs

12. OcHoBHI (1) MoGpoeosmsui y Biui Big 20 go 39 pokiB HA MOMEHT MNiANHCAHHA

KpuTepii inbopmoBaHoi 3rojiu;

BKJIFOUEHHS (2) To6posoikii Barowo He merme 58 kr 3 IMT rix 18,5 no 30 kr / m2.

13 Bicim 3popoBux cyG'exrie Oynu npusHaveHi Ans KOXKHOI 3 3 rpym [103.

JTocmipkyBaHuii JloGporosiblsM — Bunankoso npusHavamu  T-705a  abo nnamebo y

nikapcbkuii 3acib,
criocio
3aCTOCYBaHHS,
cua mit

criBBigHomenHi 3: 1.

Pisens no3u 1: nikysanns 400 mr % 3 / oGy mpoTarom 7 auiB (ABi4i HA A€Hb
y 1 JeHs , TpH pa3u Ha JeHb y JHI 2—7 Ta OAMH pa3 Ha JICHb y 8 /ieHs )
Piens 103u 2: nikysanus 400 mr x 3 / eHb npoTAroM 2 JHIB 3 NO/aJIBIINM
nikyeauHsM 400 Mr x 1 / neHs NpoTaroM 5 aHiB

Pipens no3u 3: nikyBanus 600 Mr X 2 / JeHb NPOTAroM 2 JHIB 3 MOJAJIBLINM
nikyBauHsaM 600 mr X 1 / neHs mpoTaroM 5 aHiB

14. TIpenapar
NIOPiBHAHHS, 1034,
criocid

ITnauebo

3aCTOCYBaHH4,

cuta il

15. CymyTHsa Cy6'ekT HEe 3aCTOCOBYBATMME JKOAHMX CYIYTHIX JiKapchKHX Iperaparis
Teparnis (BKJIIOYAIOUM GE3peLeNTypHI Ta KUTAMCHKI POCTMHHI NpernapaTu) Bijl OYaTKy

710 3aBepIIeHHs Jociipkenns ta 15-i ens (rpyna 1) abo 14-i nens (rpynu
2 Ta 3) micis 3aBepUIEHHs! JOCIIiKEHHS.

16. Kpurepit
OLIIHKH
e eKTUBHOCTI

« Ouinka 3MiH KoHnenTpanii T-705 Ta T-705M1 y 3pazkax I1a3Mu KpoBi Ta
ceui.

* Pospaxynok ¢apmakokinernunux mnapametpie T-705 Ta T-705M1 3a
JIOTIOMOTOF0 HEKOMITAPTMEHTAIBHOTO METOLY

« AHaJli3 MNOKA3HUKIB B JEHb JIOCATHEHH:s cTablIbHUX KOHUEHTpauii (Jiduie
rpyna 1)

*» Po3paxyHOK iH/IEKCY HAKOITMYECHHS

« [lopipHsAnHA (GaKTHUHMX 3HAYeHb i3 PIBHAMH Ipernapaty B IasMmi KpoBi,
nepeadadeHUMH NPU MoJieIoBaHHi (Jikmme rpyna 1)

17. Kpurepii
OLLHKH Oe3neKu

Kpurepii oninku (IIpogopxenns):

Beznexa:

Besnexky Bu3HAYaiM ILUIAXOM OLiHKM nob6iunux seuuy (I151), KJIHIYHHEX
abopaTopHUX MoKasHuKiB (GioxiMidHMI aHai3 KpOBi, 3arajbHUi aHaui3
KpOBi Ta aHali3 ceyi), BUMIPIOBaHb JMKHUTTEBO BAXNIMBHX MOKA3HHKIB,
enextpokapaiorpam (EKD), pesynsrariB ¢hisuKaasHOro 06CTeKEHHS, OLIHKM
/ pOTOMOKYMEHTALlisl KONBOPY HIlTiB Ta J0JIOHb.

Bynu 3apeectposani Bei [15], 10 BUHMKaIH Mic/is BBEACHHS LOCII/UKYBaHOTO
nperapaty. Kosken Bumazok, mpo skuif moBimomisuiocs, OyB OLIHEHHIA
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BianoeigHo 10 CTCAE v3.0 Ta knacubikoBaHuii 3a 3-6abHOI0 IMKAIO0
TsokKocTi TS (nerke, cepenne a6o Tsmxke). [lkana TsokkocTi Oyua Takoro:

1 puld The adverse event 15 easily tolerated and does not interfere with daly activity.

2 moderate | The adverse event interfares with daily activaty, but the subject 15 still able to fmetion.
vérse event 1s incapacitating and requures 1cal mtervention.

The Investigator reviewed each even{and asseszed its relationship to drug treatment (unvelated,
remote, possible, probable or definite). The relationship to drug was as follows:

relationship to drug critenia
» distinet temporal relationship with drug treatment
1 Gefini * known reaction to agent or chemical group, or predicted by known
pharmuacology
* event cannot be explained by patient’s clinical state or other factors
-mymﬁwwﬁ&mm
. to be known reaction to or chemieal , or predicted by
2 probatle known phamacology " -
+ event cannot easily be explained by patient's clinical state or other factors.
3 possible * reasonable temporal relationchip with drug treatment
= » event could be explained by patient’s clinical state or other factors.
» event easily explained by patient’s clinical state or other factors
* event ocownng before dosing
5 unrelated * event or intercuirent illness due wholly to factors other than drug
treatment
18. Cratuctuuni Dapmarokinemuxa:

METO 1

* 3MiHM KOHLEHTpaUilt JOC/IiKYBaHOrO Npenapaty Ta #oro MeTaGomity y
3pa3Kax I1J1a3MH KpOBi Ta ceui:

OuiHroBany 3MiHK B 4aci KOHIEHTpALiH J0CIiKYBAHOTO IpenapaTy Ta Horo
MeTaboJliTy y 3pa3Ky IUIa3MM KpOBi Ta cedi, a TakoX CyKyIHY LIBHIKICTE
BUBEJIEHHS 13 ceyero.

* PospaxyHoxk apmMakoKiHETHYHMX IapaMeTpiB AOC/i/KYBAHOTO TIperapary
Ta HOro MeTabosliTy 3 BHKOPHCTAHHAM HEKOMIIAPTMEHTAIBHOTO METOMY:
Hactynni napamerpu 6ynu pospaxoBaHi JUis ZOCIIKYBaHOIO JIIKAPCHKOTO
3ac00y Ta Horo MeraboNiTy 3 BUKOPHCTAHHAM HEKOMIAPTMEHTAILHOIO
merony, Sk 3azHadeHo B Ilomimomnenni Hanjonamsnoi pagm 3 nwmrans
MeIULMHA Ta papmanii Ne 796 «KepiBHHITBO 3 BUBYECHHS MPOMUCIOBOCTI,
(apmakoxineTrky pociimkyBasoro npenapary»: Cmax, tmax, AUC, AUCO-t,
tiz. Takox mnpeacrtaBaeHi daxruyni 3HaYeHHA Cmax 1 tmax. oo
(hapMakokineTHYHMX HapaMeTpiB, 3Be/IEHa CTATUCTHKA TAKOXK NPEACTABIIEHA
JUIS KOXKHOT IPYTIM Ta KO3KHOTO nepiomy mo3yBanus (1, 4 ta 8 auiy rpymi 1 ta
1 a7 guiy rpynax 2 ta 3).

Hist T-705 ta T-705M1 6ynu pospaxosani HacTynHi apMakoKiHeTH4Hi
napametpu: Cmax, AUC (AUC, AUCo-t, AUCt Ta AUCo-+t/ AUC), t112, tmax, UR,
CL/F (mawe gns T-705), CLr, MRT ta Vd / F (mame gis T-705).

* AHami3 106y micns JOCATHEHHS PIBHOBAXKHOIO CTaHy (Juime s rpynu 1):
Hac nocsrHeHHsa piBHOBaXKHOTO CTaHy OIHIOBABCS 3 YPaXyBaHHIM YacOBOTO
Kypcy MiHIMaJIbHOTO piBHSI.

* Pospaxynok inaexcy Haxonmaenss: Y rpymi | Cmin Ha 4 Ta 8 1ui Ta AUCT
Oy posiineHi Ha 3HAUEHHA KOXKHOTO MapaMeTpa y AeHb | (KoHUeHTpawis y
miasmi 6 rogun [C6] ta AUC), mo6 orpumary iHieKc HakomHueHHA. Y
rpynax 2 Ta 3 Cmin 3 2-ro IHS AiMWIN Ha 3HaYeHHs Ha 1-if gens (C6 y rpymi 2
Ta KOHIEHTpallis y mwiasmi kposi y 12 rogus [C12] y rpyni 3), o6 orpumatu
1HIEKC HAKOMIHYEeHHSI.
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* IlopiBHsnug (akTHYHEX 3HAYCHB i3 PIBHAMM Ipemapaty B IUIa3Mi KpOBi,
nepejbaueHnMy MozieoBaHHsIM (e rpyma 1): TToBTopHe MoeMOBaHHsA
NPOBOJUTHECS HA OCHOBI MapaMeTpiB, BUMIPSHHX Y MEPIUMi JCHb JIIKyBaHHA.
Hacosuii Xin OTpUMaHOrO pPiBHS MpemapaTy NOPiBHIOBANM 3 (GaKTHIHUMU
3HAYEHHIMH.

Ananiz Ge3nexu:

* Bupuenna nobGiynux sBuuy: [ToGiuni sBMINA aHaNi3yBalM 3a JOIOMOIO0
MedDRA /] (Bepcist 9.1), a pe3ynpraTi i jcyMOBYBaJIH.

19. emorpadiani
TMOKa3HUKH
JOCJTIKYBaHOT
nomysuii (CTars,
BiK, paca, TolIo)

3noposi YonoBiku y Bini Bix 20 1o 39 pokis

20. PesynrraTtu
edexruBHOCTI

DapMakOKiHeTHYHI BUCHOBKH:

(1) Ilpn nixkyeanni T-705 rpymu | xonuentpauis T-705 y miasmi Kkposi
NoCcTyrnoBo  3pocrtana. KoHILEHTpalis MMBUAKO Jocsrana MiKy mMicis
IOZIEHHOTO MPUHOMY 1031 IIperapaTy i IBUIKO 3HIKYBanacs Ha 1-H J1eHs,
ane nopinpHiNIe Ha 4-i nens. Cepennst koHuenrtpauis T-705M1 y miasmi
KpoBi Oyia HUK4oI0, Hixk y T-705.

KyMmysstuBHa IIBUAKICTE BUBeeHHS i3 cedeto T-705 Oyna myske HHU3BKOIO,
noAibHa Q0 Takoi AK NpHU OJHOPA3OBiil 103i, a cepefHs KyMyJsTHBHA
MIBUAKICTE BUBeAEHHH 3 ceuero T-705M1 cranoruna 6auzsko 60%.

o crocyerses dapmakokiHeTHuHux napameTpiB T-705, Cmax MOCITiZOBHO
30inpIIyBaBcss MpH Garatopa3oBUX 032X, HAa BiJMiHY BiJl OJHOPa30BOro
103yBaHHs. Xo4a tmax Oynu crabineHumuy, ti2 nogorxkysarcs. AUC ta Crmin
TaKOJK 3POCIIH.

Cmin T-705 noctynoso 36insinyBaBcs 3 1-ro Hs, i cTabiIbHUNA CTaH He MOXKHA
Oyno owniHMTH 3a pe3yapTaTaMmi, siKi Oynu oTpuMani 1o 8-ro aHA npuitomy
pernapary.

oo GapmakoKiHETUYHOT KyMYJIATUBHOCTI OYJI0 BiI3HAYEHO HAKOIIMYEHHS.
Konu mogemosanna aii T-705 npoBoauIn MeTOIOM CYNEpPO3uLLii, I0/IeHHA
AUC 6yna po3paxopaHa sIK Taka 110 30i1b0IyeThes 10 7-T0 JHS.

(2) Ipwu nixysanui T-705 rpyn 2 ta 3 kouuenrpauis T-705 y nuasmi kposi
3pocTana a0 3-ro JHs.

ITicnst 4-ro s KOHUEHTpauii Oynu Hwkyumu, HiX 10 3-ro gus. Ilikoea
KOHI.(CHTan.iH IBHAKO Jgocdrajaacd KOKHOI'O  JHA. Hac BHBCICHHA
3arAryBaBcs 10 3-ro aus. OpHak nicns 4-ro JHA NOKa3HUKW Oynu noaiGHi sk
i B 1-i1 nens. Cepenns koHueHTpawis T-705M1 y nnazmi kpori Oyna HIDKYOIO,
Hi>k KoH1IeHTpatis T-705.

KymynarueHa mBHAKICTE BUBECHH: 3 ceyero T-705 Oyna ayxe HU3BKOIO, a
s T-705M1 - 6museko 70%.

Cmax 1 tmax T-705 Oynu maibxe Heaminnumu. AUC 30inbloyBaBcs, a tin
MIO/IOBXKYBABCSL.

Hlomo ¢apmakokiHeTHYHOT KyMYJIATHBHOCTI, B KiHI[ JIO3yBaHHA He
CIIOCTEPIrajoch HAKOIIUYCHb.

Konu mopemosanns aii T-705 npoBoauiy MeToI0M CYIIEpIIo3uILii, 1060BHi
piBens AUC 36ineuryBanace o 2-ro JiHs, ajie He IEMOHCTPYRAB [10JAJIBIIOro
36inpINeHHs Iicns 4oro, AK i ouikyBanocs 3meHurysascs. Lli pesynsraTn
CBiZYATH PO Te, 10 hapMakoKiHeTHKa MoKe OYTH aJanToBaHa 0 KJIiHI4HO
¢(DEKTHBHOI CXEMH IIIAXOM 3MiHH JIO3YBaHHs / PEXKUMY.
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(3) Ockinbku (QapmakoKiHeTHKa BiJpi3HATACS MiX OJHOPA30BOIO TA
OaraTopa3oBoro J03aMM BBeJIeHHs, HeoOXiqHOW Oyna ouiHka MoAemi, mio
IMITY€ KOHUEHTpaLIifo Tikapchkoro 3aco0y B IU1a3Mi Ha 6araTopa3oBHX 103aX.
3HayeHHs, OTPUMAHI B MOJIEJ, SKY BUKOPUCTOBYRAIIM JISl MOJIGTIOBAHHS B
rpymi 1, BiApisHAIMCS Bil BAMIpSHUX 3HAYEHE Y MepLUMil IeHE Y Liel rpynu.
(4) Komu nponopiiiHicTs 1031 Cmax i AUC 15t omHOpa3osoi 1031 Big 30 10
600 mr ouinioBanmu B Mogiesti cumm Aii, oninouHe 3unauenns + SD (95% JII)
Haxuily (B) Cmex cramosmio 1,001 + 0,033 (0,934-1,067); 95% nosipunit
inTepsa Bkmoyas 1, i 6ymo BifgzHayeno nponopuiiuicts go3u. Ha mporusary
usomy, AUC cranosmna 1,119 + 0,040 (Bix 1,040 mo 1,199); 95% JII He
BKJIFOYAB 1, i mponopuiiHocTi Jo3u He OyIo Big3HaueHo. BpaxoByroun Takox
pesynsrata gociimkenns JP101, AUC BBaxkaeTbes nponopuiiHaM mo03i y
JianazoHi jo3yeanns Big 30 mo 400 mr, ane He g0 600 Mmr.

21. PesynpTaTi
Besnexu

(1) ¥V upomy nocmimpkeHHi He MOBIXOMIISUIOCS IIPO JETalbHI BHNANAKH, iHII
cepiio3ni mobiuHi sBUIA Ta iHIi 3HAaYy L noOiuHi seMIa. YacToTa obiunmx
sBUII cTaHOBUNIA 16,7% (4 3 24 cy6'exTiB, 5 Bunazakir), Tobro 16,7% (3 3 18
cy6'exris, 4 BUnanKkyu) y rpynax nikyeauss T-705 ta 16,7% (1 3 6 cy6'ekTis,
1 BUmaioK) y rpymi JikyBaHHs iaue6o.

(2) Ilicna nmpuitomy npemapary T-705a piBeHb ce4oBOT KHMCIOTH B KpOBi
MOCTYMOBO MiIBUIIYBaBCs y BCIX Ipynax A03yBaHHsA. 3MIiHHM PiBHsA C€40BOT
KHCJIOTH B KpoBi Oyyi MeHIuMu rpu Jikysauui T-705 rpyn 2 Ta 3, Hik y
rpyni 1. Kopensnis 3MiHM piBHS ce4OBOI KMCJIOTH B KPOBI BiJ BHXIZHOIO
piBHA 3 Cmax Ta AUC 6yuna ciabkoro.

(3) o crocyeTses 3MiH Pe3YNBTATIB KITiHIKO-TabOpPaTOPHHUX MOKA3HUMKIB
IIPOTATOM YCHOIO IEpiofy JOCHDKEHHs, pPiBeHb TPHUIIILEPHIIB CLIO
301NbIIMBCA, @ piBeHb KPeaTHHIHKIHA3M JEN0 3MEHIIMBCS, Ha JOJATOK JIO
MiIBUIICHHA PpiBHA CEYOBOT KHCJIOTH B KpoBi. 30inblueHHs piBHA
TPUIIIIUEPHIB BBaXKAJoCs OOYMOBICHUM pI3HHLEI) B Xap4yBaHHI MDK
nepiosioM rocmitamizamii Ta Imicas HBOTO, a 3MEHINEHHS KpPeaTWHIHKiHa3M
Oyno cipuuMHEHO 0OMEKCHHIM (i3MYHUX BIPARB ITiJ] Yac rociTaizallii.

(4) o cTocyeTbes KUTTEBO BaxIMBUX mnokasuuki, EKI, dizukaneHux
OTJIAAIIB, 3MiHM KOJBOPY INKIPHHX MOKPHBIB Ta 3MiH TOBEIiHKH, IIPOTAIOM
KJIHIYHOrO JOCHTIIKEHHS, N0 MalM KIiHiYHe 3HauYeHHs, He Oyyo, KpiM
roJoBHOro 6o0/o Ta 600 B ropii, npo ski NoRigoMIAIoCs AK mpo noGivmi
SIBUIIA.

22. BHCHOROK
(3aKITIOUCHHS)

KymynstupHe 36inpIneHHs KOHLEHTpalil jikapcekoro 3acoly B ruiasmi
criocrepiraiiocs Ipu GaratopasoBomy 3actocyBanHi T-705 mpu TMX camux
Jo3ax, aje X MoxHa Oys10 3anobirTH, 3MiHHBIIM METOJ] 103YBaHHs LIIAXOM
3HWKEHHS, TOOTO 3MEHIMBINM J00OBY [03y, PEryJIOIYH iHTepBaM
Jo3yeanHd. Xoya Takox OyJl0 IOKa3aHo, IO MiJIBULIEHHS PIiBHS CEYOBOT
KHCIOTH B KpOBi INPUrHIYYETHCS METOJOM 3MEHINEHHS [JO3YBaHHS, Y
I0Ia/IbIIMX KIIHIYHUX JOCIIIKEHHAX, TAKOXK HEOOXITHO 3BEpHYTH yBary Ha
IIJIBULICHHA PiBHA CEYOBOI KHCIOTH B KpPOBi, fKE€ MOXKE IPOSBUTHCSA
IIPOTArOM BCHOTO mHepiogy mnpuitomy npenapaty. KpiM Toro, ockinpku
J03yBaHHS / PEKHUM, BUKOPUCTAaHWIl Y LIbOMY JOCIIKEHHI, MEPEeHOCHBCH
JOABMH, IepeXi A0 HacTynHol ()a3u 3 BHUKOPUCTAHHAM Mpenapary y
MAaILi€HTIB BBAXKAETHCS BHUIIPABIAHUM.
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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
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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. TOYAMA FACTORY
Manufacturer | 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

T705aJP104

Phase I, Ascending Single Oral Dose Study to Evaluate the Tolerability and
Pharmacokinetics of T-705a in Healthy Elderly Volunteers

6. Phase of
clinical trial

Phase I,

7. Clinical
trial was held

Medical Corporation Kouryokai CPC Clinic From September 26, 2007 to
October 24, 2007

8. Countries
where the
clinical trial
was held

Japan

9. Number of
subjects

16

10. Objective
and secondary

The objectives of this study was to evaluate the safety, tolerability and
pharmacokinetics of T-705a given as a single oral dose in healthy elderly
volunteers.
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goals of the
clinical trial

11.  Clinical
trial design

Randomized, double-blinded, placebo-controlled, single-dose study

12. Main entry
criteria

* Volunteers of 65 years or more in age as of the date of informed consent;
* Volunteers with a body mass index (BMI) of between 18.5 to 30 kg/m2;
* Volunteers two years or more after menopause if they are women.

13. Studied | T-705 (drug substance of T-705a) 400, 800 mg or matching placebo
drug,
posology,
strength
14, placebo
Comparator,
dosage,
posology,
strength
1. No concomitant medication (including over-the-counter and Chinese herbal
Concomitant | medicine) was used by the subject between 1 day before the administration of the
therapy study drug and the completion of Day 6 testing.
16. Efficacy | Pharmacokinetics:
Endpoints » Shifts in plasma concentrations and amounts excreted in urine for T-705 and its
metabolite
(T-705M1).
* Calculation of pharmacokinetic parameters for T-705 and T-705M1 using a non-
compartmental method.
* Comparison with calculation of pharmacokinetic parameters of healthy
volunteers.
* Simulation of shifts in plasma concentrations at steady state for multiple doses.
17. Safety | Safety was determined by evaluating adverse events (AEs), clinical laboratory
Endpoints values (serum chemistry, hematology, and urinalysis), vital sign measurements,

electrocardiograms (ECGs), physical examination findings, nails and palms
discoloration assessment/photographs.

All AEs occurring after administration of study drugs were recorded. Each event
reported was graded in accordance with the CTCAE v3.0 and ranked on a 3-point
_sg\_/pLigy_ §c_ql§_(r_r_1_i_le,_ moderate, or severe). The severity scale was as follows:

seventy criteria
1 muld The adverse event is easily tolerated and does not mberfere with datly activity.
2 moderate The adverse event mierferes with daily actreity, but the subject 15 sl able to fimrtion.
3 savera The adverse event is meapacitating and requires medical intervention.

The Investigator reviewed each event and assessed its relationship to drug treatment
(unrelated, remote, possible, probable or definite). The relationship to drug was as
follows:
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critena

» dishnet temporal relationship with drug treatment

-lmﬂwnmacﬁnntnagenrmchemicalmorpmdim&byhnwn
pharmacelogy

» event cannot be explained by patient’s clinical state or other fictors

* reazonable temporal relationship with dmg teatmant

» likely to be known reaction to agent or chemical group, or predicted by
known pharmacalogy

» event cannot easily be explained by patient’s clinical state or other factors.

* reasonable temporal relationship with drug treatment

* event could be explained by patient’s climical state or other factors.

* event easily explained by patient's clinical state or other factors

* event occurring before dosing

-mmtotintemunmﬂ]nessdnewiwﬂymfactmsmﬁexﬂ:andmg
treatment

2 probable

3 possible

4 remote

5 unrelated

18. Statistical
methods

Pharmacokinetics:

* Changes in the concentrations of the study drug and its metabolite in plasma and
urine samples :

Serial changes in the concentrations of the study drug and its metabolite in plasma
and urine sample as well as the cumulative urinary excretion rate were assessed.

* Calculation of the pharmacokinetic parameters of the study drug and its metabolite
using a non-compartmental method : The following parameters were calculated for
the study drug and its metabolite using a non-compartmental method, as outlined
in the Notice from the National Council of Medicine and Pharmacy No. 796
“Guidance for Industry, Pharmacokinetics Study of Investigational Drug”: Cmax,
tmax, AUC, AUCO-t, AUCO-t,/AUC t1/2, ke, urinary excretion rate (UR), total
clearance (CL/F, only calculated for T-705), renal clearance (CLr), mean residence
time (MRT) and distribution volume (Vd/F, only calculated for T-705). The actual
plasma concentration values were used to calculate Cmax and tmax.

* Comparison with calculation of pharmacokinetic parameters of healthy
volunteers: The ratios of pharmacokinetic parameters of elderly subjects to
pharmacokinetic parameters of healthy adult subjects were calculated, and the
influence of aging on pharmacokinetics is considered.

Additionally, Cmax and AUC adjusted for body weight were used to examine dose
proportionality.

* Estimation of steady state for multiple doses by simulating the concentration of
T-705 in the plasma : Based on the plasma concentrations for the single dose, the
expected steady state and pharmacokinetics of multiple doses were simulated.
Safety analysis:

* Examination of adverse events: The adverse events were analyzed using
MedDRA (Version 9.1), and the results were summarized.

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

Healthy elderly volunteers 65 years or more in age

20. Efficacy
Results

Pharmacokinetic Conclusions:

* The mean plasma T-705 concentration reached 19.96 and 47.60 ug/mL 0.5 hours
after the administration in the 400 and 800 mg groups, respectively, and decreased
rapidly thereafter.
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* The cumulative urinary excretion rate of T-705 was small regardless of the dose.
That of T-705M1 within 24 hours after administration was 81.4% and 73.5% in the
400 and 800 mg groups, respectively.

* The geometric mean (CV) of Cmax of T-705 was 22.14 pg/mL (20.9%) and 47.29
pg/mL (12.4%), and that of AUC was 58.63 pg-hr/mL (25.5%) and 149.93
pg-hr/mL (23.4%), in the 400 and 800 mg groups, respectively. In the 800 mg
group, t1/2 and MRT were slightly prolonged, but tmax and CLr were nearly the
same, compared with the 400 mg group.

When the results in this clinical study were compared with those of the
administration of T-705a in healthy adults at 400 and 800 mg, the mean plasma T-
705 and T-705M1 concentrations were higher in the elderly subjects than in the
healthy adults at both 400 and 800 mg. The ratios of the values of pharmacokinetic
parameters of T-705 in the elderly subjects relative to those in the healthy adults
were 1.362 and 1.399 for Cmax, and 1.512 and 1.318 for AUC, in the 400 and 800
mg groups, respectively. Those of T-705M1 were similar to those of T-705, and
CLr of T-705M1 was lower in the elderly subjects than in the healthy adults at both
400 and 800 mg.

» Simulation of changes in the plasma T-705 concentration using a 2-compartment
model incorporating serial changes in ke suggested that there would be no marked
accumulation of T-705.

21, Safety | No death or other serious or other significant adverse event were occurred. The
Results frequency of subjects who experienced adverse event was 16.7% (2/12, 2 events)
in all subjects administered T-705. The 2 adverse events were an increase in urinary
B2-microglobulin in 1 subject of the 400 mg group and an increase in 3-N-acetyl-
D-glucosaminindase observed in 1 subject of the 800 mg group. Both were mild
and disappeared without treatment. No adverse event was noted in the placebo
group.

+ Concerning changes in the laboratory results during the study period, TG
increased slightly and CPK decreased slightly. The increase in TG was considered
to be due to differences in the dietary content between during and out of the
hospitalization period, and the decrease in CPK was considered to be due to
restriction of exercise during hospitalization.

» Concerning vital signs, ECG, physical examinations, and abnormal behavior, no
finding of clinical significance was noted during the study period.

22, It is concluded that T-705a shows no pharmacokinetic difference that might affect
Conclusions | the safety, and that dose adjustment depending on age is unnecessary, if it is used
in the elderly with no marked impairment in renal function.
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Jonatox 30

1o [lopsajky npoBeneHHs! eKCIepTH3M
peecTpalifHuX MaTepialiB Ha JikapchKi 3aco6u,
IO TI0/IAIOTECS Ha JIEPKABHY

peecTpaiio (mepepeecTpaitiio), a TAKoX
CKCTICPTU3M MaTepialliB PO BHECEHHS 3MiH 0
peecTpauiifHuX MaTepiaiis npotarom il
peecTpauiitHoro nocpiguerts (yHkr 4 posniny IV)

3BIT
Npo KJIiHiYHe BUNIPOOYBaHHSA

1. Hazpa ABII'AH (®aginipasip) rabnetku no 200 mr

JKapCEKOTo

3aco0y (3a

HasiBHOCT] —

HOMEp

peecTpauiifHoro

NOCRITYCHHS)

2. 3asBHUK H-p Penni’c JlaGoparopic JItm; 8-2-337, Poyn No 3, Baumkapa Xinns,
Xatinepaban, Tenanrana — 500 034, Tumis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India

3. Bupobuuk TOAMA ®EKTOPI ®@V]IXKHU®IJIBM TOSIMA KEMIKAJI KO., JITH;
4-1, Illumo-Oxyi 2-Yome, Tosma-u, Tosma, Snowis /
TOYAMA FACTORY FUIJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4 ITposeneHi DA rax [ Jmi  sxmo ui, Brazatu [PUYHHY

JOCIIKEHHS

1) Tun
TKapchKOro
3aco0y, 3a AKUM
NpOBOMIIACS
abo miaHyeThCs
peecTpartis

Jlikapepknii 3aci6 3 noBHEM J0Ch€ (ABTOHOMHE 10ChE)

5. IToBna Ha3Ra
KJIIHIYHOTO
BUITPOOYBaHHS,
KOIOBAHUI
HOMep
KJIIHIYHOTO
BUNIPOOYBaHHS

T705aJP104

®aza I, JocmimxkeHHs 3pocTaoyoi mepopajbHOi 03 IS OMIHKH
nepeHocHMocTi Ta papmaxoxinernxn T-705a y 310poBux 106poBobLiB
MOXMJIOr0 BIKy

6. ®aza
KJIIHIYHOTO
BUIIPOOYBaHHS

Dazal,

7. Tlepion
MIPOBECHHS
KJIIHIYHOrO
BUNpPoOyBaHHs

Medical Corporation Kouryokai CPC Clinic

3 26 Bepecns 2007 poky mo 24 sxostHst 2007 poky
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8. Kpaiuu, ne Snonis
MPOBOJMIIOCS
KJIHIYHe
BUIIPOOYBaHHS
9. KinbKicTs 16
JIOCITI KYBAHUX
10. Mera ta OCHOBHMM 3aBIaHHAM I1BOTO JOCIiIDKEHHS Oyno ouinuTH OGesmeky,
BTOPHHHI 11ii NepeHOCHMicTb Ta apmakokineruky T-705a, o 3aCTOCOBYEThCA y BUIISAL
KTiHIYHOTO OJIHOPa30BOT MEPOPABHOL 103U Y 30POBHX JIFOJIeH OXMIIOTO BiKy.
BUNIPOOYBaHHS
11. Iuzaiin Panjomizopane, nojpiiiHe ciine, mianeGo-KOHTPOIEOBAHE AOCII/UKEHHS 3
KJTiHIYHOTO O/IHOPa30BHUM BBEJIEHHAM 03U
BUIIpOOYBaHHS
12. OcHoBHI * HoGpoBobLi BikoM Bijt 65 pokiB Ha MOMEHT mianucaHHs iHGOPMOBAHOT
KpuTepii 3rOJIH;
BKJTFOYEHHS » lo6posomnsui 3 ingexcom macu tina (IMT) Bix 18,5 10 30 xr/ m2;
* JIoGpoBOIBL, AKIIO JKIHKHK TO [Ba POKH i GinbIne micias MeHoNay3u.
13. T-705 (nixapceka pedoruna T-705a) 400, 800 mr abo BigmosixHe miane6o
Jlocniky BaHmii
JKapCHKUiA
3acib, crocib
3aCTOCYBaHH,
cuia Jii
14. TIpenapar ITnane6o
NOPiBHSAHHSA,
J103a, crocib
3aCTOCYBaHHH,
cuiia Jii
15. CynytHs Cy6'ekT He 3aCTOCOBYBAlM JKOJIHMX CYIYTHIX JHKAPCHKMX IIPENaparis
Teparis (Brmouarouu Ge3penenTypHi Ta KHTalchbKi pocIMHHI npenaparty) 3a | feHs 0

BBEJIEHHS JIOCTIiPKYBAHOTO MpPEnapaTy Ta Iic/s 3aBepLIeHHs TECTyBaHHs Ha 6
JICHB.

16. Kpurepit

Dapmakokinemuka.

OLLiHKH * 3MiHM KOHIEHTpAaLii B IUI1a3Mi KPOBI Ta KIIBKOCTI, 10 BUALISETECS i3 ceuero
ebexrusnocti | ana T-705 Ta ioro metaGonity (T-705M1).
* PospaxyHok ¢apmaxokineTnurnx mapametpis mis T-705 ta T-705M1 i3
BHKOPHUCTaHHAM HEKOMIIAPTMEHTAILHOIO METOLY.
* IlopiBHAnHA 3 po3paxyHKoM (GapMaKOKIHETHMHEX TApaMETpPiB y 30POBHX
I06pOBOMBILIE.
* Mope/roBaHHS 3MiH IIa3MOBHX KOHLEHTpAIliil y piBHOBAXXHOMY CTaHi s
TEKIIEKOX J103.
17. Kpurepii besnexky BusHawamu masxoMm ouiHku 1oOiunmx sBuwy (IT), xiidiko-

OLIHKHM Oe3rnexu

nabopaTopHUX TMOKa3HUKIB (OIOXIMIYHMX IIOKa3HMKIB, TIeMaTOJIOri4HHX
MOKa3HUKIB KpOBI Ta aHaNi3iB cedvi), BHUMIPIOBaHb J>KUTTEBO BAXIMBUX
MOKa3HUKIB, enexrpokapuiorpam (EKI'), pesynerarie  ¢isukansHOro
00CTeKEHHs!, OLiHKH / POTOAOKYMEHTALSI KOJILOPY HIrTIiB Ta J0JIOHb.

bynu 3apeectposani Bei I15], mo BUHUKANH ITicIisi BBEJIEHHS JIOCIIiIKYBAHOTO
npenapary. Koxen BUmajnok, npo skui moBigomusiocs, O6yB ouiHeHuii
BianosigHo go CTCAE v3.0 Ta kiacudikoBanuii 3a 3-6albHOI0 MIKAIOK
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TSKKOCTI (JIETKOT0, CepeiHBOTO Ta THKKOTo crymners). Illkana TsokkocTi Oyna
TaKo0:

i Attt Tl T ———

seventy entena

1 onld ‘1he adverse event 15 easily tolerated and does not interfere with daily actwity.
J moderate | The adverse evens mterferes with daaly activity, but the subject s 560 able to fancbon.
3 severe The adverse event is incapacitating and requires medical intervention.

JIOCHITHUK pO3MIsiiaB KOXKEH BHIIAJ0K Ta OLIHIOBAB MHOro 3B'S30K i3
JOCIIKYBAaHAM TIpenapaTtoM (He IOB'S3aHMX, BiJIANEHUX, MOMXJIMBHUX,

AMOBIpHMX uM BHM3HaueHHX). BigHomerHs a0 mikapcekoro 3acofy 6Gyiio
TaKUM:

relationship to drug criteria
* distinct temporal relationzhip with drug freatment
1 defizit + known reaction to agent or chemical group, or predicted by known
phamacology
» event cannot be explained by patient’s clinical state or other factors
: likely to be known : g
. ¢ to reaction to or chemical , OF i
2 probable agent group, or predicted by
* event cannot easily be explained by patient’s clinical state or other factors.
£ posible * reasonable temporal relationship with drug treatment
» event could be explained by patient’s climeal state or other factors.
4 * poor temporal relationshup wath drug reatment
T « gvent easily explained by patient’s clinieal state or other factors
* event occumng before dozing
5 unrelated « event or intercwrent illness due wholly to factors other than dug
treatment
18. Dapmakokinemuxa.
Cratucruysi * 3MiHM KOHILEHTpalii JOCTiIKyBaHOro Npenapary Ta Horo MetabouniTy y
METO/IH 3pa3Kax IJIa3MH KpOBi Ta ceui:

OuiHIOBaIK IOCIiZOBHI 3MiHHM KOHLGHTPAL{H AOCII/KYBaHOTO Mpenapary Ta
foro mertabosiTy y 3pa3kax Iua3MHd KpOBi Ta ceyi, a TAKOXK 3arajpHy
IMBUJIKICTBH EKCKpELl 3 cedero.

* Po3paxyHok (papMaKOKiHETHUHHX IapaMeTpiB JOCIiPKYBaHOIO IIperapaTy
Ta Moro MeraboqiTy 3 BUKOPHUCTAHHSM HEKOMIIAPTMEHTAIBHOIO METOJY:
Hacrtynni napametpu Oynu po3paxoBaHi Ui AOCTIPKYBaHOTO JIKapChKOTO
3aco0y Ta ¥oro MmeraGojiTy 3 BHKOPHCTAHHSM HEKOMIIAPTMEHTAJIBHOIO
Meroly, sk 3asHadeHo B [loBinomnenni HamionaneHoi pagu 3 mnuraHs
MenuipHE Ta papmanii Ne 796 «KepiBHHITBO 3 BUBUEHHS IPOMHUCIIOBOCTI,
thapMakOKiHETHKHM AOCIILKyBaHOro npenapary»: Cmax, tmax, AUC, AUCo-,
AUCo+, / AUC ti, kel, mBuakicts BuBenenus 3 ceueto (UR), 3aranbuumii
kiiperc (CL / F, pospaxopane mume ans T-705), aupxoswuii xiipenc (CLr),
cepeaniii yac migrpumannsa konueHtpamii (MRT) ta o6'em posnoainy (Vd / F,
po3paxoBanuii e g T-705). @akTuuHi 3HaYeHHS KOHIEHTpaLil B I1a3Mmi
BHUKOPUCTORYBAIUCH IS PO3PaXyHKY Cmax T2 tmax.

« [TopiBHsiHHSA 3 po3paXyHKOM (hapMaKOKiHETHYHHX NapaMeTpiB JUIs 310POBUX
nobpoBonelie:  Po3paxoBano  cmiBBigHOmMEHHS  (apMaKOKiHETHYHUX
mapamMeTpiB i 0cib moxunoro Biky a0 ¢hapMaKOKiHETHYHUX MapaMeTpiB Ui
3IOPOBHX JOPOCIHX CYO'€KTiB Ta pO3MISAHYTO BIUIMB CTapiHHA Ha
(apMaKoKiHETHKY.

Kpim TOro, mma mocmikeHHA A03W BUKOpUCTOBYBamd Cmax Ta AUC,
CKOPUIOBaHi Ha Macy Tilla IpornopuiiHo 103i.

« Ouinka crifikoro crtaHy Juis 6araTopa3oBUX JI03 ILIISXOM MOJETIOBaHHA
kouuentpauii T-705 y ruiasmi: Ha ocHoBI KOHLEHTpanii y murasMi KpoBi uis
OJIHOPA30BOi  [03M MOJEMIOBANM O4YiKyBaHWM pIBHOBaXXHMH cTaH Ta
(hapMaKOKiHeTHKY DaraTopa3oBUX J03.
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Amnanis Geznexu:;

* Bup4ennsa mobiynux seumy: ITo6ivni sBuma aHaJlizyBald 3a JOIIOMOTOIO
MedDRA (Bepcis 9.1), a pesysibTatu nincymMoByBamm.

19,
Hemorpadiuni
MOKA3HUKH
AOCIIKY BAHOT
IOy JISIL T
(cTaTs, BiK,
paca, ToIo)

310poBi 100POBOJIEIL OXKUIOTO BiKy BikoM Bif 65 poxis

20. PesynpraTu
eeKTUBHOCTI

DapmakoKiHemuyHi UCHOGKU.

* Cepenns konnentpauis T-705 y masmi kposi gocsrna 19,96 ta 47,60 mxr /
mit yepes 0,5 rogunu nicis npuifoMy y rpynax no 400 ta 800 mr Bigmoinno
i IIBHJIKO 3HU3MIIACS B [OJANBIIOMY.

* KymynsarusHa mBuukicte BuBemeHHA 3 ceueto T-705 Gyna HeBeIHKOIO
HezanexxHo Big nosu. Konnenrpauis T-705M1 npotsarom 24 roaus micis
BBe/IeHHs cTaHoBuia 81,4% Tta 73,5% y rpynax 400 ta 800 mr BixmosiaHo.

* Cepenne reomerpuune 3uadeHus (CV) Cmax T-705 cranoswio 22,14 mkr /
mit (20,9%) i 47,29 mkr / M (12,4%), a AUC - 58,63 mxr - ron / mi (25,5%) i
149,93 mxr - rox / mi (23,4%), y rpymnax 400 ta 800 mr Bianogiguo. ¥V rpymi
800 mr ti2 Ta MRT Gym J1emmo MOJOBXEHIMH, alle tmax Ta CLr Gy Maiixe
OZIHAKOBHUMH, y TIOPIBHAHHI 3 IpyIIoro, o npuiimana 400 mr.,

Komn pesynasTaTH y npoMy KIIHIYHOMY JAOCHiKEHHI HOpPIBHIOBAIM 3
pesynbraramu BeefeHHsa T-705a y 3nopoBux popocnux y 103i 400 ta 800 mr,
cepeani konuentpanii T-705 ta T-705M1 y miasmi 6yau BumpMu y oci6
MOXHMJIOTO BiKy, HDK y 30poBMX Jopociux sk y 400, Tak i 800 wr.
CriBiHOWeHHs 3HaYeHb (apMakoKiHeTHYHMX nokasuukis T-705 y oci6
MOXMJIOTO BiKy IIOJ0 IOKA3HHMKIB ¥ 3[0POBHX J0POCIMX cTaHOBMIO 1,362 Ta
1,399 nnst Cmax Ta 1,512 ta 1,318 mna AUC y rpynax mo 400 Ta 800 mr
BignoBinHo. I1i nokasuwku T-705M1 6ynu nopi6uumu xo T-705, a CLr T-
705MI 6yB HIDKYMM y TMAL[ieHTiB MOXMIOTO BiKY, HIK Y 3/10POBMX JIOPOCIIHX -
400 1 800 wmr.

* MozentoBaHHs 3MiH KoHIeHTpalil B rasmi kposi T-705 3a gomomororo 2-
KOMIIAPTMEHTANBHOI MOJENi, [0 BKIIOYAE NOCHigoBHI 3Minu  kel,
IPUITY CTHIIH, 10 He OyJe momiTHoro Hakonuyenusa T-705.

21. PesynpraTu
Oesnexu

Jleranpnux BUNAAKiB 9 CEePHO3HUX MNOGIYHMX SBHLN YM IHIOUX BaXJIMBHMX
nobiuyHKX sBUIL He BifOyBanock. Yuco cy6'exris, ski Manu nmobiuni seuma,
craHosuna 16,7% (2/12, 2 Bunanku) y Beix cy6'exrie, sikum BBogmmu T-705.
JlBa Bunagxu nobivnux sy Oynu: 36inemenns Bmicty P2-Mikpornobyminy
B ceui y 1 cyb’exra rpymu 400 mr Tta 36inemends B-N-auerun-D-
rITOKO3aMiHaHIa3H, o crocTepiranocs y 1 cy6’exra rpymu 800 mr. O6unpa
BUIIaJAKK OyJIM IETKUMH i 3HUKIH Oe3 nikyBaHHs. JKoaHux HeGaXkaHUX SBHMII
y rpymi mianeo He Bia3HAYCHO.

» Ilo cTocyeTnes 3MiH 1abOPaTOPHUX Pe3yJIBTATIB IPOTATOM JOCIIPKYBAHOTO
nepiofy, piBeHp  TpUrmLepuAiB  gemo  30iNBmIMBCA, a  piBeHb
kpeatuHiHGochaTkiHazm  Tpoxw  3HM3MBCs.  IliBMineHHs  piBeHs
TPUTIiLEPU/IiB BBAXKANOCS OOYMOBJICHHM DI3HMIEI0 B Xap4yBaHHI MiX
nepiozoM rocmirtainizauii Ta 10 HHOro, a SMEHIUEHHs KpeaTHHIHpOCTaTKiHA3H
OyIo cipuaMHEeHO oOMexKeHHsIM (hi3MYHMX BIIPAB ITiJ Yac rociTasizanii.
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* [llo cToCY€ETBCS HKUTTEBO BaXKTHBUX MOKa3HHMKIB, EKT, (izukaneHUX OrNIsiB
Ta MOPYIIeHp MOBE{IHKH, KIIHIYHO 3HaYYIMX NOPYIIeHb, IPOTATOM TepioTy
JIOCIKEHHsI He 0YJI0 BUSBIICHO.

22. BUCHOBOK 3pobieHo BucHOBOK, mo T-705a He Mae dapmakokineTHunoi pisHULi, fKa
(3axiroueHHs) MOXe BIUTMHYTH Ha Ge3NeKy, i IO KOpHMIyBaHHS JO3M 3aI€XHO BiJ BiKy €
HETOTPIOHMM, SIKINO BiH 3aCTOCOBYETHCS y JITHIX JrOjeil Ge3 BHPaXeHOro
NopyIeHHs GyHKILT HUPOK.

3asiBHMK (BIACHMK peecTpamiiiHOro noceiTuenns)

[Mignuc Migmuc/
Hara 25.10.2020
IToBHe iM’st Ta nocana Jp. llInda dapxan Ilaiix MBEC, M]]

(Dr. Shifa Farhan Shaikh MBBS, MD)

Bemyunii crienianicT MEAMYHOTO Ta PeryIsSTOPHOTO
JETapTaMeHTy

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

Registration Materials for Medicinal

Products Submitted for State
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Expert Evaluation of Materials Introducing
Amendments into the Registration Materials during the
Validity Period of Marketing

Authorization (paragraph 4 of Section V)
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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

Xlyes [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

T705aJP106
Phase I, Multiple Oral Dose Study to Evaluate the Pharmacokinetics
and Testicular Safety of T-705a in Healthy Volunteers

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Tokyo Heart Center, Osaki Hospital, Kanshinkai, Medical Incorporated
Association From August 5, 2008 to November 3,2008

8. Countries where | Japan
the clinical trial was

held

9. Number of| 16
subjects

10. Objective and
secondary goals of
the clinical trial

To evaluate the safety including testicular toxicity and pharmacokinetics of
T-705a given as multiple oral doses for 5 days in Japanese adult healthy
male volunteers

11.  Clinical trial | Randomized, double-blind, placebo-controlled, multiple dose study
design

12, Main entry | (a) Volunteers aged between 45 and 64 years, inclusive as of the date of
criteria informed consent;

(b) Volunteers with a BMI of between 18.5 to 30 kg/m2 and with body
weight of 58 kg or more
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13. Studied drug,
posology, strength

Group 1: T-705a 600 mg or matching placebo was given twice daily on
Day 1, followed by once daily administration for 4 days.

Group 2: T-705a 400 mg or matching placebo was given twice daily for 4
days, followed by once daily administration on Day 5.

14. Comparator, | placebo

dosage,  posology,

strength

13, Concomitant | No concomitant medication (including over-the-counter and Chinese

therapy herbal medicine) was allowed after the first study drug administration until
completion of the examinations on Day 12 unless it was inevitable or the
investigator deemed it necessary.

16. Efficacy | Criteria for evaluation:

Endpoints (1) Pharmacokinetics

1) Plasma concentrations and urinary excretion versus time of T-705 and
T-705M1

2) Calculation of pharmacokinetic parameters for T-705 and T-705M1
using a non-compartmental

method (first and last administrations)

3) Calculation of accumulation index

4) Comparison of the plasma drug concentrations between simulation and
observation

5) Estimation of daily AUC

(2) Safety

The investigator reviewed each adverse event and assessed its severity and
causal relationship to the study drug.

Adverse events were ranked on a 3-point severity scale (“Mild”,
“Moderate”, or “Severe”) and on a

5-point grade scale (Grade 1 to 5) 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 following Table 1 (Criteria for
Severity Scale).

“Mild”, “Moderate”, “Severe”, “Life-threatening or disabling” and “Death
related to an adverse event” corresponded to “Grade 17, “Grade 27, “Grade
37, “Grade 47, and “Grade 5”, respectively.

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

“4. Remote” or “5. Unrelated”, Adverse events assessed as | to 4 were
regarded related to the study drug.

17. Safety Endpoints

2) Safety

1) Evaluation of adverse events

Adverse events were summarized using MedDRA/J Ver.11.0.

2) Evaluation of testicular toxicity

Endocrinological test results versus time were presented and examined
comprehensively

18.
methods

Statistical

Statistical methods:

(1) Pharmacokinetics

1) Plasma concentrations and urinary excretion versus time of T-705 and
T-705M1
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Changes versus time in the concentrations of T-705 and T-705M1 in
plasma and urine as well as the cumulative urinary excretion ratio were
presented.

2) Calculation of pharmacokinetic parameters for T-705 and T-705M]1
using a non-compartmental method (first and last administrations)

The following parameters were calculated for T-705 and T-705M1 using a
non-compartmental method. Summary statistics of the pharmacokinetic
parameters were presented for the first dose on Day 1 and Day 5.

Cmax, AUC (AUC, AUCO-t, AUCO0-/AUC), t1/2, tmax, UR, CL/F (for T-
705 only), CLr, MRT and Vd/F (for T-705 only) of T-705 and T-705M1
3) Calculation of accumulation index

Accumulation index was derived by dividing the Cmin after Day 2 by C12
on Day 1.

4) Comparison of the plasma drug concentrations between simulation and
observation Repeated simulations were performed to show plasma
concentrations versus time and to compare with the actual observed values.
5) Estimation of daily AUC

Daily AUC versus time was estimated by simulation.

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

Healthy Japanese male volunteers aged between 45 and 65 years, inclusive

20. Efficacy Results

(1) Pharmacokinetic results

1) In 600 mg (BID, QD) group, the mean plasma T-705 concentrations
reached a peak immediately after administration and decreased without
delay on all dosing days. In 400 mg (BID) group, the peak of mean plasma
T-705 concentrations was steady over dosing day.

2) The mean plasma concentrations of T-705M1 were lower compared to
those of T-705.

3) CLr of T-705M1 was comparable between Day 1 and Day 5 for both 600
mg (BID, QD) and 400 mg (BID) groups, and the mean cumulative urinary
excretion ratios in each dose interval were approximately 70% of dose for
both 600 mg (BID, QD) and 400 mg (BID) groups throughout the treatment
period. Urinary excretion ratios of T-705 were negligible.

4) Cmax and AUCO-t of T-705 increased and t1/2 was a little prolonged in
response to lowered CL/Ffollowing the last administration compared to the
first administration in both 600 mg (BID, QD) and 400 mg (BID) groups.
There were no remarkable changes in MRT in 600 mg (BID, QD) group,
whereas MRT was a little prolonged in 400 mg (BID) group.

5) Accumulation of plasma concentrations was observed in 400 mg (BID)
group, not in 600 mg (BID, QD) group.

6) The observed plasma T-705 concentrations were not well predicted by
simulation using the PBPK model, whereas the observed plasma
concentrations almost fit the predicted concentrations by simulation using
the MBI-PK model. The simulation of the dosage and dose for the TL group
of JP205 study demonstrated that the Cmax and Cmin values were almost
constant on the second day of multiple administration and thereafter.

7) The daily AUC values during multiple administration estimated by the
MBI-PK model were almost comparable to the AUC on Day 1 in 600 mg
(BID, QD) group, whereas they increased
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under repeated administration in 400 mg (BID) group, The estimated AUC
based on the

dosage and dose of TL group of JP205 study was almost constant from Day
3 and thereafter

21. Safety Results 1) There were no deaths, other serious adverse events or other significant
adverse events in this study. All the reported adverse events were mild in
intensity and resolved without requiring any action or treatment. The
incidences of adverse events excluding unrelated to the study treatment
were 16.7% (1/6, 1 event ) in 600 mg (BID, QD) group and 16.7% (1/6, 7
events) in 400 mg (BID) group: one event of diarrhoea (16.7%, 1/6) in 600
mg (BID, QD) group judged to be “possibly related”, and 3 events of
headache, 3 events of feeling hot, and one event of blood uric acid increased
in 400 mg (BID) group judged to be “possibly related”. No adverse events
were recognized following placebo treatment group.

2) Beta-N-acetyl-D-glucosaminidase increased was observed in all the
subjects receiving T-705a.

Since a possible interference of T-705M1 to the NAG measurement was
suspected,

remeasurements were done, and interference of T-705M1 was suggested in
all the subjects who observed Beta-N-acetyl-D-glucosaminidase increased.
3) No changes in the testicular endocrinological tests relevant to the
administration of T-705a were observed.

4) There were no clinically significant findings in vital signs and 12-lead
ECG throughout the study period

22. Conclusions The dosage and dose for JP205 study and the present study was appropriate
Judging by the foreseeable efficacy and testicular safety.

Applicant (Marketing Authorization holder)

Signature
Y

Date 25" October 2020
Full name with | Dr. Shifa Farhan Shaikh MBBS, MD.
Position Lead — Medico Regulatory Affairs
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o Iopsjky nposenenns excreprizu
peecTpauifinux Marepianis Ha JiKapckki 3aco6u,
10 TIO/IOTECS Ha JICPKABHY

peecTpauiro (epepeecTpario), a Takox
€KCMEPTH3M MaTepiaiB NMpo BHECEHHS 3MiH 110
peecTpaLifiHuX MaTepialis npoTaroM aii
peectpaniiinoro nocsiguenss (mynkr 4 posainy V)

3BIT
Npo KJIiHiYHe BUNPOOyBaHHS
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1. Hazga
JIiKapceKoro 3acoby
(3a HasBHOCTI —

ABIT'AH (®aginipagip) Tabneriu o 200 mr

HOMeEp

peecTpauiiHoro

TNIOCBIT4CHH5)

2. 3agBHUK H-p Penni’c JlaGopatopic JIta; 8-2-337, Poyn Ne 3, Banmkapa Ximis,
Xaitnepa6an, Tenanrana — 500 034, Tnpis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupobHuk TOSAMA ®EKTOPI @V DKHUDIILM TOSIMA KEMIKAJI KO, JITIL:
4-1, Illumo-Oxkyi 2-Yome, Tosma-uu, Tosma, Snowis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LT
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4.Ilpoeeneni D rak [ Jui  sxmo Hi, BKA3aTH [PUYKHY

JOCTiIKEeHHs

1) Tun nikapcekoro
3aco0y, 3a AKUM
npoBounacs ado

Jlikapcebkuii 3aci6 3 noBHUM g0che (aBTOHOMHE J0ChE)

M71aHY€ThCS
eecTpallis

5. IlorHa Hazga T705aJP106

KJTiHIYHOTO @aza I, gocnipxkenns GaraTopaszoBux NepopajibHUX /103 Npenaparty

BUNIPOOYBaHHS, ANt OUIHKH  (apmakokiHeTHKH Ta Ge3meuyHoCTi BILINBY Ha

KOJIOBaHUH HOMeEp PeNpPOAYKTHBHY cHeTemy HosioBikis T-705a y 3p10porux go6posoasuis

KJIIHIYHOTO

BHNPOOYBaHHs

6. ®aza xiiniudoro | dana I,

BUNPOOYBaHHSA

7. Ilepion Tokyo Heart Center, Osaki Hospital, Kanshinkai, Medical Incorporated

MPOBEACHHS Association

KJTIHIYHOTO

BUITPOOYBaHHS 3 5 cepunst 2008 poky 10 3 mmcronazna 2008 poky

8. Kpaiuu, ne Srnonis

IPOBOIMIIOCS

KJIiHIYHe

BUIIPOOYBaHHs
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9. Kinekicts 16

JOCITIPKYBaHUX

10. Merta ta Ouinury  Gesneky, BKIIOYAOYM TECTHKYJIIDHY  TOKCHYHICT Ta
BTngHHi i bapmakokineruxy T-705a, mo 3aCTOCOBYETECS Y BHIVIAAL GaratopasoBux
KJTIHIYHOTO TCPOPATLHUX /103 TPOTATOM 5 JHIB, y AMOHCHKHX HOPOCITHX 30pPOBHX
BUIIPOOYBaHHS Y0JIOBIKiB-100POBOJIBLIE,

11. JTuzaiin PanjromisoBane, noxsiiine crire, M1a1e60-KOHTPOILOBAHE, 6araToI030Be
KJIIHIYHOrO JOCIIiJPKEHHS

BHIIPOOYBaHHs

12. OcHOBHI (a) Jlobpoonbui y Bimi Big 45 o 64 POKIB BK/IIOYHO HA4 MOMEHT

KpuTepii BIIFOYEHHs

miinucanHs inopmoBaHoT 3rou;
(b) Jobposoubwi 3 IMT sia 18,5 10 30 kr/ M i 3 Macoro Tina 58 kr i 6insme

13. HocnimkyBanmii
JNiKapchKuii 3acif,
croci®
3aCTOCYBaHHsI, CUIIa
aii

I'pyna 1: T-705a 600 mr aGo Bianoriaxe miaue6o, rapanu agidi Ha JIeHE 3
1-ro 11 3 mojanbIIKMM BBEICHHSM OUH pa3 Ha JeHb NPOTATroM 4 JHIB.
I'pyna 2: T-705a o 400 mr a6o manebo, JaBaau JBi4i HA A€Hb IPOTATrOM
4 HIB 3 NoAANBIIHM OTHOPA30BHM BBCJEHHAM Ha 5 /1eHb.

14. TIpenapar
NOPiBHAHHA, /1034,
criocio
34CTOCYBaHHA, CHJIA

it

ITnane6o

15. CynyTtHs Tepanis

He 3acTocoByBanocs xofHMX CymyTHIX TiKapchkux 3acobiB (BxmrOUarOUM
GespeuentypHi Ta KuTaiichki pOCTHHEI npenapaTH) TcnA BBENEHHS
TEPIIOT 1031 JOCIKYBAHOTO TIPENapaTy 10 3aBepLISHHs 10CIIi IKeHHS Ta
12 nuie micns Horo 3akinueHHs, SKmIO e He Oyno ueobxizuum abo
JOCJIiIHUK HE BU3HAB 1Ie HEOOXiTHIM.

16. Kpurepii ouinku
edexrueHoOCTI

Kpurepii epexTusnocri:

(1) ®apmakokineTnka

1) KonueHTpalis B riasmi KpoBi Ta BUBEIEHHS i3 CEYEIO B 3aJ1€3KHOCT] Bi
yacy T-705 ta T-705M1

2) Pospaxynox tapmakokiHeTHynux napametpis mis T-705 ta T-705M1
32 JIONIOMOTOI0 HEKOMNApPTMEHTAIEHOr0 METOAY (IEplIe Ta OCTaHHE
3aCTOCYBaHHs)

3) PospaxyHok iHIeKCy HAKOTTHYEHHS

4llopiBHsHHS ~ KOHUEHTpalilf mnpenapary y TuasMi KpoBi Mixk
MOJICIIIOBAHHAM Ta CIIOCTEPEIKEHHAM
5) Ouinka noGosoro AUC

(2) Beaneka

Hocnianuk posraagas KoxHy no6iuHy peakiilo Ta OL[HIOBAB ii TAXKICTH
Ta MPUYWHHUIA 3B’ 430K i3 IOCIIKYBaHHUM IIpenapaToM.

IToGiuni eexTn xnacudikysamucs 3a 3-x GaqpHOIO LIKANOK TSHKKOCT
(«Jlerxuit», «ITomipHuii» abo « Tsakkuit») Ta 3a MKaIO0

S-6ampnoil mkamu ouimok (Bix 1 go 5) 3 mocwnamHsM Ha 3aranpui
repminonoriuni  kpurepii NCI mogo HecnpusTiMBax sBum  v.3.0
(smonceKa Bepeia JCOG / JSCO). Slkuio nmo6iuna peakiyis He Bignosigana
KOIHIM 3 OI[IHOK INKalM, TO OILHKY BM3HAYAIM 33 MOCHIAHHAM Ha
tabmaio 1 (Kpurepii mxamu sokkoeri). «Jlerkuity, «TTomipHuiiy,
«Tsoxruiny, «3arposye ;KUTTIO abo iHBaiu3ye» Ta « CMepTh, 0B’ I3aHa 3
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NOGIYHUM ABUIIEM» BiMORiaH «1-My cTynenion, «2-My CTyIICHIO», «3-
MYy CTYIICHIO», «4-My CTYIIEHIO», Ta «5-My CTYIEHION BiIIOBiTHO.

IlprunnHO-HacigkoBHit  38’s30K i3 IOCTIKYBAHHM  NpemapaTom
OLliHIOBANH K |, «ocToBipHuity, 2. «fIMOBipHHFI», 3. «Moxnusuiit», 4.
«Bignanenunit» abo 5. «Bes JIOCTOBIPHOTO 3B’s13Ky». HeGasxanui ABHUIIA,
ouineHi sk 1-4, posrisaanucs sk nos's3ani 3 AOCII/LKYBAHUM [IPENapaTom.

17. Kpurepii oninku
besnexu

2) Besneka

1) Ouinka HecripusTIMBUX stBUI

[To6iuni edexrn Gynu ysaransHeni 3a nomomororo MedDRA /J Ver.11.0.
2) Ouinka TecTHKYNAPHOT TOKCHYHOCT]

Pesynerati ropmonansmux Tectie B 3amexHocTi Bil wacy G6ymm
NPEJICTABIICH] Ta BUBYEH] KOMIUIEKCHO.

18. Crarucruuni
METOIH

Crarucruuni meroan:

(1) ®apmakokineruka

1) KoHuenrpais B miasmi kpoBi Ta BuBeieHHs i3 ceuero B 3aJIEKHOCTI Bijg
4acy posnoainy T-705 ta T-705M 1

By npencrasneni sminu B 3anexnocti Bix qacy posmoainy T-705 ta T-
705M1 y nnasmi kpoBi Ta ceui, a Takoxk CYKYNHHH Koe(illieHT BUBeIeHHs
i3 ceyero.

2) PospaxyHox $apMakokiHeTHIHIX napametpie qus T-705 ta T-705M1
i3 BUKOPHCTAHHAM HEKOMIIAPTMEHTAIBHOTO METOIy (meplie Ta OcTaHHE
3aCTOCYBAHHS)

Hactynui napamerpn 6ynu pospaxosami ams T-705 ta T-705M1,
BHKOPHCTOBYIOUM HEKOMIIAPTMEHTANBHUM MeTox. 3BeleHa CTATHCTHKA
dapmakxokineTHYHHX napamerpis GyIia npeicTaBieHa 1is MepIuol 1034 Ha
1-ii Ta 5-i genb, Cmax, AUC (AUC, AUCo+, AUCo+/ AUC), t12, tmax, UR,
CL/F (mawe mns T-705), CLr, MRT ta Vd/F (mame s T-705) T-705 Ta
T-705M1

3) PospaxyHok iniekcy Hakonuuenns

[HIeKe HakonM4eHHS OTPHMYBamM AineHHAM Conin micns 2-ro  gaHA
3actocyBaHHsa Ha C12 ua 1-if nens 3aCTOCYBaHH1.

4) IopiBHsHHS KOHIEHTpaNi TiKapCHKHX Tperaparis y miasmi Kpoei Mixk
MOJIETIOBAHHAM ~ Ta  CIOCTEpeXeHHAM. IIOBTOpPHE MoOeMIOBaHHS
TIPOBOMIIM /1A TOTO, OO MOKA3aTH KOHUEHTPAILIO y IL1a3Mmi KpOBi y yaci
Ta [OPIBHATH 3 (PAKTHYHUMH 3HAYCHHIMH IIPY CIIOCTEPEIKEHH.

5) Ortinka no6osoi AUC

Ulonenny AUC y nopiBusEHi 3 4acoM OIiHIOBAITH UISXOM MOJICITFOBAHHS.

19. Temorpadiuni
IIOKAa3HUKH
JIOCITIIKYBaHOT
TIOITY JISALT (CTaTh,
BiK, paca, Too)

3/10pOBi AMOHCEKI YOJIOBIKH-T0GPOBONBL BikoM Biy 45 o 65 pokis
BKJIIOYHO,

20. Pesynbsraru
edekTHBHOCTI

(1) @apmaxokinetuuni pe3ympraTu

1) ¥V rpyni 3actocoBysanu 600 mr (BID, QD) cepenni konnenTpanii T-705
y muasMi KpoBi nocsrim cBoro miky Bilpa3y TiCJs BBElEHHA Ta Ge3
3aTPUMKH 3MEHIIYBAIMCh NPOTATOM YCiX JHIB Hpuifomy npenapary. Y
rpyni mo 3acrocoBysanu 400 mr (BID) mik cepeHix KoHueHTpauii T-705
y wiasMmi kpoi 6yB cTaGiibHUM NpoTsroM 106w JI03YBaHHS,

2) CepenHi 111a3MoBi MOKa3HUKH koHueHrpanii T-705M1 Gynu HmxumMu
IOPIBHAHO 3 piBHeM KoHuUeHTpawii T-705.
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3) CLr T-705M1 6yB nopiBHsHEMIA Mk 1-M sHEM 1 5-M JTHEM SK JUIS TPyII
no 600 mr (BID, QD), tak i mna 400 mr (BID), a cepeani kymynstusni
KoeillieHTH BUBeneHHs i3 ceueio B KOXKHOMY iHTepBasi 103 CTAHOBHIIH
npubnmsno 70% no3u s sx rpymm 600 mr (BID, QD), Tak i 400 mr (BID)
NPOTATOM yCBOro nepiofy sikyBarus. Koedinientu Busenenns 3 cevero T-
705 Oynu HE3HAUHHUMH.

4) Cmax Ta AUCo.t T-705 3pocnu, a ti2 TPOXH MOAOBKHBCS Yy BiNOBijbL Ha
snnkenns pisus CL/F nicis ocrannboro npuitomy [penapary HopiBHIHO
3 nepium BeeAeHHAM AK 600 mr (BID, QD), tax i 400 mr (BID). He Oyno
noMitHUX 3MiH y MRT y rpyni 600 mr (BID, QD), Toni ssxk MRT 6yna
TPOXH IIOJOBKEHOI0 y rpymi 400 mr (BID).

5) HakonuueHHs 1mia3sMoBuX KoHIeHTpaLiii criocTepiranock y rpymi 400
mr (BID), a ne B rpyni 600 mr (BID, QD).

6) Konuentpauii T-705 3a sxum cnocrepirami y mrasmi KpoBi He Gyim
lo0pe CIPOrHO30BaHI METOJ0M MOJCIIOBAHHS 33 JONOMOIO0 Mozeni
PBPK, Toxi sk koHueHTpamii B ruiasmi KpPOBi B JIOCIi/KEHHI Mmaibke
BIANOBIIAIM  NPOTHO30BAHMM  3MOJIEFOBAHUM KOHIIEHTpallisiM  3a
noromororo mozaeni MBI-PK. Mopaenropanns JI03yBaHHA Ta JIO3M JUIA
rpynu TL y nocaiypxenni JP205 npogemonctpysaino, mo 3nadenns Cmax Ta
Cmin 6y11 Malike OCTIHUMHU HA APYTHil AeHb bararopa3zoBoro BBeIeHHSL.
7) lo6osi 3nayenns AUC nia 1ac 6aratopasoBoro BBEJICHHS, OLliHEH] 32
mozenmo MBI-PK, 6yiu maibke cniBBinnocuumu 3 AUC Ha 1-if neHpb y
rpymi o 600 mr (BID, QD), Toai sk npu MORTOPHOMY BBE/eHHi y Ipymi o
400 mr (BID), ronu 36inbimyBamucs, ouinka AUC Ha 0CHOBI

AosyBanHs Ta nosa rpymu TL y pocmimkenni JP205 6Gymu maibke
MOCTIHHUMM 3 3-r0 J1HA Ta Micas HEOro

21. PesynbtaTu
Oesneku

1) V upomy mocmimkenni we 6ymo neTanpHMX BHIAIKIE, cepHo3HUX
noOIYHUX SBMII UM iHIIMX noGivnux seum. Vei noGivwi ABUIIA, NP0 AKi
TNOBifoMIIsIOCS, 6y/M c1abKUMM 32 IHTEHCHBHICTIO Ta BHpILIYBaJIHCE, HE
BUMAraio4u Hiskux Aiff um nikysanHsa. YacToTa BHHMKHEHHS TOGIYHMX
SABHI, 33 BUHATKOM HE MNOB'M3aHUX i3 JOCIIPKYBaHHM IpenapaToM,
cranoeuna 16,7% (1/6, 1 sunanok) y rpyni 600 mr (BID, QD) ta 16,7%
(1/6, 7 Bunaakie) y rpymi 400 mr (BID): oans Bunagok niapei (16,7%, 1/6)
y rpymi 600 mr (BID, QD), sKy BBa)aroTh "MOXKIHBO noB's3aHo", i 3
BUIIaJIKK TONOBHOrO 000, 3 BUIAJKM BIMUYTTS JXapy Ta OMHH BHUIAI0K
MiIBUIIEHHS PiBHA CEI0BOT KHCIIOTH B KPOBi, rpyIa, 1o npuiimana 400 mr
(BID), BBaxaeTsest “MosumBO 10B’s3aHumMu”. Y rpymi miane6o He Gyio
BHSBJICHO YKOJHUX HeOaXKaHUX ABMLLL

2) ITigBuIne s piBHS 6eta-N-aueTun-D-rimoko3aMininasu
criocTepiranocs y Beix cy6'exris, ski orpumysanu T-705a.

OckibKH Mi03pIoBaI MOXIIHBHIA BIUTHE 3 60Ky T-705M1 Ha MoKazHUKK
NAG, 6ynu nposesieHi moBTopHi BUMiproBanns, i 6yno BusBieHo, mo T-
705M1  enimBae  Ha  36inbuenns  piBna  Gera-N-anerun-D-
TIIIOKO3aMiHiJa3H, AKe CIIocTepiranu y Beix cy6'ekTie.

3) JKoaHux 3MiH B rOpMOHANIBHHX TECTUKYJIAPHUX TECTAX, IO CTOCYIOTHCS
BBeaeHHs T-705a, He cnoctepiranocs.

4) Ilpotsirom focipKyBaHoro nepiofy He Gyso KIiHIYHO 3HAYYIMX 3MiH
pE3YIBTATIB IOJO JKHUTTEBO BAXJIMBUX IIOKa3HUKIB Ta EKI y 12
BiJIBEICHHSIX.
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22. BucHoBok Jo3yBanHs Ta 103a jyis nocnimkenns JP205 ta ysoro JOCTiKeHHs Oy 1u

(3axmouenns) BIIMOBIIHUMH, MOXHa TOBOPHTH npo eQEeKTHBHOCTI Ta TecTHKyIsApHY
Oesrnexy.

3asBHUK (BIaCHMK peecTpaniiinoro nocBingeHus)

Minnuc Minnuc/
Hara 25.10.2020
IToBHe iM’s Ta nocaga Ap. Ulnda @apxan Iaiix MBEC, M]]

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyunii crienianict meauyHoro ta PEryJIATOPHOrO
AeTapTaMeHTy

(Lead — Medico Regulatory Affairs)
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REPORT ON CLINICAL TRIAL
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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, J apan

4. Performed studies

Xlyes [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

T705aJP107
Phase 1, Multiple Oral Dose Study to Evaluate the Safety, Tolerability
and Pharmacokinetics of T-705a in Healthy Elderly Volunteers

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

CPC Clinic, Medigolis Medical Research Institute From September 29,
2008 to April 23, 2009

8. Countries where | Japan
the clinical trial was

held

9. Number of | 16
subjects

10. Objective and
secondary goals of
the clinical trial

To evaluate the safety, tolerability and pharmacokinetics of multiple doses
of T-705a for 5 days in healthy elderly volunteers.

1. Clinical trial | Multiple oral dose study

design

12. Main entry | a) Volunteers aged > 65 years on the day of consent.
criteria b) Volunteers with a BMI of between 18.5 and 30 kg/m2

¢) Female volunteers who have been post-menopausal for at least 2 years.
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13. Studied drug,
posology, strength

The dosing interval for twice-daily dosing was 12 hours.

* Group 1 (600 mg x twice/day for 1 day + 600 mg x once/day for 4 days)
6 T-705a tablets [100] or placebo tablets twice daily for 1 day followed by
6 T-705a tablets [100] or placebo tablets once daily for 4 days

* Group 2 (400 mg x twice/day for 4 days + 400 mg x once/day for 1 day)
4 T-705a tablets [100] or placebo tablets twice daily for 4 days followed by
4 T-705a tablets [100] or placebo tablets once daily for 1 day

14. Comparator, | placebo

dosage,  posology,

strength

15, Concomitant | No concomitant medication (including over-the-counter and Chinese

therapy herbal medicine) was allowed after the first study drug administration until
completion of the examinations

16. Efficacy | (1) Pharmacokinetics

Endpoints 1) Plasma concentrations and urinary excretion of T-705 and T-705M]1

versus time

2) Pharmacokinetic parameters of T-705 and T-705M] using a non-
compartmental method

(first and last doses)

3) Comparison of plasma concentrations versus time and pharmacokinetic
parameters in

healthy elderly and healthy non-elderly volunteers

4) Comparison of simulated plasma concentrations and actual plasma
concentrations

17. Safety Endpoints

The investigators assessed the severity and causality of 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 “I. 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 related to the test drug.

18. Statistical
methods

(1) Pharmacokinetic analysis

1) Plasma concentrations and urinary excretion of T-705 and T-705M1
versus time

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

2) Calculation of pharmacokinetic parameters of T-705 and T-705M1 using
a non-compartmental method The parameters of T-705 and T-705M1 listed
below were calculated using a non-compartmental method. Summary
statistics of the pharmacokinetic parameters were calculated for different
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times of administration (i.e., first dose on Day 1 and Day 5). The following
pharmacokinetic parameters were calculated:

For T-705 and T-705M1: Cmax, AUC (AUC, AUCO-t, and AUCO-t/AUC),
t1/2, tmax, urinary excretion rate, CL/F (only T-705), CLr, MRT, and Vd/F
(only T-705)

3) Comparison of pharmacokinetics in healthy elderly and healthy non-
elderly volunteers The drug concentration data for healthy non-elderly and
healthy elderly volunteers obtainedin Study JP106 were used to compare
plasma concentrations versus time and pharmacokinetic parameters.

4) Comparison of simulated plasma concentrations with actual values

A simulation of multiple doses was conducted. The simulated plasma
concentrations versus time was presented and compared with actual values.
(2) Safety analysis

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

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

Healthy Japanese male volunteers aged > 65 years on the day of consent.

20. Efficacy Results

1) Mean plasma concentrations of T-705 in the 600 mg (BID, QD) group
and 400 mg (BID) group increased rapidly following administration, and
eliminated without delay. Mean trough plasma concentrations of T-705 in
the 600 mg (BID, QD) group did not increase on subsequent dosing days,
but increased on subsequent dosing days by multiple doses in the 400 mg
(BID) group. Mean plasma concentrations of T-705MI1 in the 600 mg (BID,
QD) group and 400 mg (BID) group were lower than T-705.

2) Mean cumulative urinary excretion rates of T-705M1 were 74.4% in the
600 mg (BID, QD) group and 73.5% in the 400 mg (BID) group. These
rates in the two groups were similar.

Mean cumulative urinary excretion rates of T-705 in the 600 mg (BID, QD)
group and 400 mg (BID) group were less than 1%.

3) A comparison of pharmacokinetic parameters of T-705 between after the
first dose on Day 1 and after the final dose on Day 5 in the 600 mg (BID,
QD) group and 400 mg (BID) group revealed that Cmax and AUCO-t
increased due to a decrease in CL/F, while CLr remained unchanged. In
both the 600 mg (BID, QD) group and 400 mg (BID) group, the CLr of T-
705M1 after the first dose on Day 1 was similar to that after the final dose
on Day 5.

4) A comparison of the pharmacokinetic parameters of T-705 in elderly and
non-elderly subjects revealed that AUC on Day 5 in eldetly subjects was,
compared to non-elderly subjects, approximately 1.4-fold higher in the 600
mg (BID, QD) group and approximately 1.8-fold higher in the 400 mg
(BID) group. CL/F was approximately 0.7-fold lower in the 600 mg (BID,
QD) group and approximately 0.5-fold lower in the 400 mg (BID) group.
With regard to T-705M1, AUC on Day 5 in elderly subjects was, compared
to non-elderly subjects, approximately 1.5-fold higher in the 400 mg (BID)
group. CLr was slightly lower, at 0.9-fold, in both the 600 mg (BID, QD)
group and 400 mg (BID) group. Similar findings were observed in a
comparison of elderly and non-elderly male volunteers.

5) A simulation in the 600 mg (BID, QD) group and 400 mg (BID) group
using an MBI-PK model showed that actual T-705 plasma concentrations
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were comparable to the simulated plasma concentrations. As a result of a
simulation using the same model for the dosage of the TL group in Study
JP205 (400 mg twice daily for 2 days followed by once daily for 3 days),
plasma concentrations of T-705 were estimated to reach the steady-state
concentrations after Day 4. The estimated daily AUC is thought to be kept
in a steady state after Day 3.

6) No evidence of accumulation was observed in the 600 mg (BID, QD)
group. The estimated daily AUC was similar to that observed on Day 1 of
the multiple-dose period. In contrast, mean coefficients of accumulation in
the 400 mg (BID) group were approximately 21 on Day 2, approximately
22 on Day 3, and approximately 35 on Day 4. The 400 mg (BID)
administration was thought to have accumulation because the estimated
daily AUC increased during the period when the subjects received twice
daily administration.

21. Safety Results 1) No deaths, other serious adverse events, or other significant adverse
events were reported.

Three adverse events were reported in 2 subjects (2/6 subjects, 33.3%) in
the 400 mg (BID) group, 1 event was reported in 1 subject (1/4 subjects) in
the placebo group, and no adverse events were reported in the 600 mg (BID,
QD) group. All adverse events were mild in severity. Adverse events
related to the test drug in T-705a administration group were reported in
16.7% (1/6 subjects, 2 events) in the 400 mg (BID) group. These events
were blood fibrinogen increased and C-reactive protein increased.

2) There were no findings attributable to T-705a administration in
endocrinological tests.

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

22. Conclusions Plasma concentrations of T-705 increased with aging, but the incidence of
adverse events did not increase, or there were no findings in clinical
laboratory values or vital signs. The doses of T-705a administered to
elderly persons therefore need not to be adjusted.

Applicant (Marketing Authorization holder)

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

florots.




Honarok 30

1o Topsnky npoBefeHHs eKCriepTH3H
peecTpaliiHuX MaTepialiB Ha Jikapceki 3aco6u,
W0 MOJIAIOTECS HA JICPIKABHY

peectpalio (nepepeecTpaliiio), a TAKOK
eKCIICPTU3M MaTepialliB [P0 BHECEHHS 3MiH 0
peecTpauiitnuX MaTepiaiis npoTArom xii
peecTpauiinoro nocsigueHHs (yHkT 4 pos3ainy IV)

3BIT
Npo KJIiHiYHe BUNpo6yBaHHs
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1. Hazpa
TiKapchKoro 3acofy
(3a HasBHOCTI —

ABII'AH (Paginipasip) tabnerku mo 200 mr

HOMEp

peecTpauiiiHoro

NOCBIAUEHHS)

2. 3agBHUK A-p Peani’c JlaGoparopic JItn; 8-2-337, Poyn Ne 3, Bammxapa Xiwis,
Xaiinepa®an, Tenanrana — 500 034, Inmzis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuuxk TOSMA ©EKTOPI @VDKU®IIbM TOSMA KEMIKAJI KO., JITT;

4-1, llumo-Oxyi 2-Yome, Tosma-1uu, Tosma, Snonis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4.IlpoBeneni
JOCITIIKeHHA

DX tax [ Jui  sxmo Hi, BKa3aTH IPHYHHY

1) Tvn nikapcbKOro
3aco0y, 3a AKUM
nposojunacs abo

Jlikapcebkmii 3aci6 3 MOBHMM [0ch€ (ABTOHOMHE 10ChHE)

IUIaHYEThCS

peectpauis

5. IloBHa Hazpa T705aJP107

KJIIHIYHOTO ®aza 1, gociikenns: npuiiomy GaraTopa3’oBHX NepopaJbHHX 103
BUIPOOYBaHHA, npenapary ISt OLiHKH Ge3nexm, MepeHoCUMOcCTi Ta
KOZIOBaHHI1 HOMEp ¢papmakoxinernkn T-7052a y 350poBux 106poBOJILLIB HOXKWIOr0 BiKy
KJTIHIYHOTO

BHUIIPpOOYBaHHS

6. @aza kiiniynoro | ®asal,

BUNPOOYBaHHs

7. Ilepion CPC Clinic, Medipolis Medical Research Institute

IIPOBEJICHHS 3 29 Bepecns 2008 poxy o 23 keitas 2009 poky

KJIiHIYHOTO

BUIIpOOYBaHHS

8. Kpainu, ae SInonis

IPOBOAMIIOCS

KIiHIuHe

BUIIPOOYBaHHSA
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9. Kinekicts
JOCIIPKYBaHUX

16

10. Mera ta Ouinuti  Gesmeky, nepeHOCHMICTs Ta (hapmakoKiHeTHKy —mpuitomy
BT?pI/lHHi i Oaratopasosux mo3 T-705a IPOTAroM 5 JHIB Y 3JI0pPOBHX A06POBOMIBLIE
KJIIHIYHOTO MOXMJIOTO BiKYy.

BUNIpoOYBaHHS

11. Muzaiin HocnipkenHs GaratopazoBoro npuitomy 103 npenapary.

KJTiHIYHOrO

BUNPOOYBaHHs

12. OcHoBHi

KpHTEpil BKIIOYEHHS

a) ToOpoBombILi BikOM > 65 poKiB Ha MOMEHT MiANHUCAHHS iHpopmoBanoi
3rOJIH.

6) Hobpoeonswi 3 IMT Bix 18,5 10 30 kr / M2

B) JKinku-106poBosi, sxi nepe6ysaoTs y NIOCTMEHOMay3i IoHaiiMeHIIe
2 poku,

13. ocnimkysanuii
niKkapceKuit 3acif,
crocib
3aCTOCYBaHHS, CHIIA
aif

[HTepBan Mix 103yBaHHAM Npu npuitoMi ABiYi HA ICHb CTAHOBUE 12 TOJMH.
* I'pyna 1 (600 mr x meiui/nens 1 gens, motiM 600 Mr x OJIMH pa3/neHn
npoTaroM 4 aHiB)

6 tabnerok T-705a [100] a6o Tabmerku miaue6o jiui Ha mens 1 JICHb,
norim 6 Tabnerok T-705a [100] a6o Taberky miane6o oxun pa3 Ha JeHb
HPOTAroM 4 JIHIB

* I'pyna 2 (400 mr x ngivi/nens nporsrom 4 uie, notim 400 mr x OJINH
pas/nens 1 nens)

4 Tabnerxku T-705a [100] a6o Tabnerku riaueGo npiui Ha 1eHs IPOTArOM
4 puis, notim 4 Tabnetkn T-705a [100] aGo TabeTku mnaneGo OJIVIH pa3
Ha JeHb | neHp

14, Ipenapar
NIOPiRHAHHS, /1034,
crioci6
3aCTOCYBaHH:A, CHJIA
It

IInane6o

15. CymyrtHs Teparis

ITicnst mepiioro BBeEHHS JOCITIKYBaHOrO Mpenapaty o0 3aBEpPLUICHHS
JIOCTI/DKCHHs. HE J03BONANOCS NPUAMATH i JTiKapesKi npenapaTu
(Bkiroyaroun Ge3penentypHi Ta KHTalchKi pocIMHHI IperapaTH).

16. Kpurepii ouinku
edexTuBHOCTI

(1) Papmakokineruka

1) Konuentpanis B rurasmi kposi Ta ekckpenist 3 ceuero T-705 ta T-705M1
B 4acOBIii 3aJIe)KHOCTI

2) @apmaxokineruyni napamerpu T-705 ta T-705M1 i3 BUKOPHUCTAHHAM
HEKOMIApTMEHTANbHIIT METOY (Ie€pLua Ta OCTaHHs J03U MPUHOMY)

3) IlopiBHsHHA KOHUEHTpaLill y MmasMi KpoBi B 3aJIe3KHOCTI Bif yacy Ta
(hapMakOKiHETHYHMMHU NTapaMeTPaMH B 30POBHX JO/IEH OXHION0 BiKy Ta
3/I0POBHX JI00POBOJIBLIB CEPEIHBOIO BiKY.

4) IlopiBHSHHA MOJENTLOBAHMX KOHUEHTpAUii y IUIasmi KpoBi Ta
(pakTHYHMX KOHIEHTpALIH Y 1a3Mi kpoei

17. Kpurepii owinku
Oesnexu

JlocmiqHuKky oniHIOBAIM TAKKICTE Ta PUYMHK TOGIYHUX SIBHII, AKI MaIu
MicLe I1iJ] Yac KJIIHI4HOro AOCIiIKeHHS.

Hebaxani sBuma kmacudixysamucsk 3a 3-GalbHOK WIKANOK THKKOCTI
(“Jlerki”, “TTomipHoi TskkocTi” abo “Tskki’), MOCHIAIOYHCh Ha Kpurepii
IIKAJIX TSDKKOCTI Ta 3a 5-6anpHolo mkanoro (ix 1 1o 5), nocHnarouucs Ha
3araneHi Tepminonoriuni kpurepii NCI mopo noGivsmit seum v.3.0
(smonceka Bepcis JCOG / JSCO). Slkmo moGiune siBuIne He BiAnosizae
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XKOJHIM OIiHLI, ¥oro OIiHIOBAMM 33 MOCHIAHHSM Ha KAy KpUTepiiB
TSOKKOCTI. «Jlerrmiiy, «IToMipHuity, «Taxkuiiy, «3arpoxye XUTTIO YU
NPU3BOAMTE 10 IHBaJigM3alii» Ta «CMepTh, mOB’s3aHa 3 NOGIYHMM
SBUIIEM) BifmoBinamu «l-my ecrynemio», «2-My CTYIICHIO», «3-My
CTYTNICHION, «4-My CTYMEHIO, « 5-My CTYNEHIO» BiAMNOBiIHO.

IIpy4uHHO-HACAKOBUI  3B’S130K i3 AOCII/UKYBAaHHM  IIPENapaToM
ouinoBany sk 1. «JlocTosipHuii», 2. «MoBipHuity, 3. «Moxnewuiiy, 4.
«Bignanenuit» abo 5. «be3s nocrosipHoro 38’s3ky». Hebaxani sBuma,
OUiHeHi K 1-4, po3rsanuce sk nos's3ani 3 JOCTIJIKY BAHMM IIPENapaToOM.

18. Cratuctuyuni
METOIH

(1) ®apmakokineTHuHMI aHATI3

1) Konuentpanis B rasmi kposi Ta BuBeeHHs 3 ceuero T-705 ta T-705M1
B 3aJIEKHOCTI BiJ] 4aCOBUX MPOMIMKKIB.

Bynu npezcrasneni pirni KoHUeHTpaii B miasmi KpoBi B 3anexHoCTI Bix
dacy BHBCIEHHS 3  CEYEI0, IO BiJHOUIEHHIO O 4acy KyMyISTHBHOL
IIBUJKOCTI BUBEACHHS 3 CEYEIO.

2) Pospaxynox ¢apmakoxineruanux napamerpie T-705 ta T-705M1 3
BHKOPHUCTaHHAM HEKOMIapTMeHTajbHOro Metony. [lapamerpu T-705 Ta T-
705M1, nepeniueni Hwikue, 6ymM po3paxoBaHi 3 BHUKOPHCTaHHAM
HEKOMITAPTMEHTAIBHOTO MeToJy. 3BeJeHi CTaTUCTMYHI JaHi Iojo
(hapMaKOKiHETHUHMX MapameTpiB GyJIM Po3paxoBaHi A/is Pi3HMX 4ACOBUX
NPOMIXKIB puiioMy npemnaparty (To6To, mepimol 103u Ha 1-# j1ens Ta 5-if
ieHB). PospaxosaHi Taki papmakokineTuuni napamerpu:

HAna T-705 ta T-705M1: Cmax, AUC (AUC, AUCo+ Ta AUCo/AUC), t112,
tmax, INBUJIKICTH BUBE/IeHHs i3 ceueto, CL/F (ume mis T-705), CLr, MRT,
i VA/F (mume pisT-705)

3) Ilopieusnnsa GapMaKkOKiHETHKH Yy 3/10pOBHX JIFOACH MOXHION0 BIKy Ta
3/10pOBHX JI0OpOBONMBLIB cepepHboro Biky. Jlani Mpo KOHUEHTpAIio
NpernapaTiB JUls 3/0pOBHX J0GPOBONLIIB CEPEHBOrO BiKy Ta 3LOPOBHX
JIOACH  mOXWIOro  BiKy, oTpumani B jgociaimkxenni  JP106,
BHKOPHCTOBYBAJIMCh [ IOPIBHAHHA KOHLEHTPALiil y ruiasmi kpomi 3
4acoM Ta (apMakoKiHeTHIHUMU TIaPAMETPAMH.

4) TlopiBHSHHS 3MOJENBOBAHHX KOHUEHTpalidf y mmasmi Kposi 3
(baxTHYHIME 3HAYESHHAMH,

Byno nposepeno monemopanHs mpuifoMy 6araTopasoBHX HepopantbHHIX
Ao3 npemnaparty. byo npescrapieno 3MozensoBani KoHUEHTpanil B mia3mi
KPOBI B 3aJI€)KHOCTI Bi/l 44COBOIO NPOMIXKKY Ta MOPIBHAHO 3 (PaKTHIHHMH
JIAHHUMH.

(2) Ananis 6e3nexu

IoGiyni sBUma koaysamuck 3a gonomororo MedDRA / J Bepcii 11.0 ta
Oyiiu 3Besieni y TabIMIL.

19. Hemorpadiuni
HOKAa3HUKH
JIOCTIKYBaHOT
nomynauii (cTars,
BiK, paca, ToIo)

310pOBi ANOHCEKI 10GPOBOIBLI-YONOBIKA BiKOM > 65 POKIiB HA MOMEHT
nignucaHHs iHpOPMOBAHOT 3roau.

20. PesynpTatu
eexTrBHOCTI

1) Cepenni xonuentpauii T-705 y ruiasmi KpoBi y rpymax mo npuitManti
600 mr (BID, QD) ta 400 mr (BID) y 11a3mi KpoBi IBHAKO 3pOCTaIH Mmics
npuiioMy Ta eniMinyBamucsa Ge3 3aTpumku. Cepenni MiHiManbHi
konuentpanii T-705 y mmasmi kposi y rpyni 600 mr (BID, QD) e
30LIBIIYBANIMCE Y HACTYNHI AHI JO3yBAaHHs, ajle 3pOCTATH NPH HpHifoMi
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GararopasoBux mepopanbHuX nosy rpym 400 mr (BID). Cepenni
koHuentpauii T-705M1 y nnaswmi kpoei y rpymi 600 mr (BID, QD) ta 400
mr (BID) y mnasmi 6ynu Hinkuumu, mix T-705.

2) CepenHi CyKyTIHI 10Ka3HUKY BUBeaeHHS i3 ceuero T-70SMI CTaHOBHIIH
74,4% y rpymi, mo otpumysana 600 mr (BID, QD), i 73,5% y rpymi, mo
Bxusana 400 mr (BID). 1li noxasuuku B 1BOX rpymnax Oynu notibuumu.
Cepenni cyxkynHi nokasHuku BuBeneHHs 3 cevero T-705 y rpymi 3 600 mr
(BID, QD) Ta 400 mr (BID) 6y1u Menme 1%.

3) IlopiBHsHHS (apMaKOKiHETHYHHX napametpis T-705 mix nepmoro
03010 Ha 1-# JIeHb Ta micis OCcTaHHBOT 1031 Ha S5-if TeHs y rpyni 600 mr
(BID, QD) Ta rpyni 400 mr (BID) noxasano, mo Cmax Ta AUCo.
30imbMBes 32 paxyHok 3menmenns CL/F, tomi sk CLr 3aJIUIIHUBCS
He3MiHHkM. | B rpyni 600 mr (BID, QD), i & rpyni 400 mr (BID) CLr T-
705M1 micnst mepwioi 1o3u Ha 1-# jeHs OyB mozmi6HuM 0 Takol micis
NPHHOMY OCTAHHEOT JIO3M HA 5-if IeHE.

4) TIlopiBHAHHS (apMAKOKIHETHYHHX napametpis T-705 y namienris
TIOXHJIOTO Ta CEPEAHBOTO BiKy mokasano, mo AUC Ha 5-if qeHb y NaLieHTiB
JNITHBOTO BiKy 610 MOPIiBHSIHE 3 NAl{ieHTAM CEPEHBOIO BiKy, IPUBIM3HO
B 1,4 pasu Bumioro B 600 mr (BID, QD ) i npubnusHo B 1,8 pasu Bume y
rpymni 400 mr (BID). CL/F 6yB npu6uszso s 0,7 pa3u HIWKYKM y Tpymi 600
mr (BID, QD) ta npu6musso B 0,5 pazu Hikye y rpyni 400 mr (BID).

o crocyerbest T-705M1, AUC na 5-i JIeHb Y Mall€HTIB [TOXUIOTr0 BIKy
Oy/10 TOpiBHAHE 3 MALiEHTAMH CEPEIHBOrO BiKy npubmusHo B 1,5 pasu
suoro y rpyni 400 mr (BID). CLr 6yB memmo Himkuum, 0,9-kpaTHUM, 9K y
rpyni 600 mr (BID, QD), tax i B rpyni 400 mr (BID). IToni6Hi BucHORKM
CTOCTepiraaucs MpH MOpiBHIHHI J06POBOIBLIB Y0I0BIYOT CTATI IOXHIIONO
Ta CEPE/IHBOTO BiKY.

5) MonemoBanis B rpymax 600 mr (BID,QD) ta 400 mr (BID) 3
BrKOpHeTaHHAM Mozgeni MBI-PK nokasano, mo daxruymi KOHIIEHTpAaLil
T-705 'y nnasmi kpoei 6ynu nopisusmi i3 3MO/IC/IbOBAHUMH
KOHUEHTpaLisMU B miasMi KpoBi. B pesymbrari monemoBaHHs 3
BUKOPHUCTaHHAM Ti€l 3K Mojeni Ans fo3ysanus rpymu TL Y AOCIHiKEHH]
JP205 (400 mr nBiui wa gews mporsroMm 2 jgHiB 3 O/1a/IBINUM
BHKOPUCTaHHAM | pa3 Ha neHs mpotsirom 3 amiB), koHueHTpatis T-705 y
TIa3Mi KpoBi, 3a oLiHKaMu, jocsaraia crabiTsHoro CTaHy micns 4-ro gusl.
Beaxaetecst, mo mnepenbauysana mo6osa AUC HiTPUMYETECH B
PIBHOBa)KHOMY CTaHi Imic/ist 3-ro aHs Bix MOYaTKy npuitomy.

6) ¥V rpyni mo npuiiMana 600 mr (BID,QD) ne CTIOCTEePIranocs o HUX
J0Ka3iB HakomuyenHsi. Pospaxosana no6osa AUC Oyna moxibHor 710 Tied,
o crocTepiranack Bix 1-ro gus npuitomy GaraTopasoBux NepopaibHUX
103. Ha BifiMiHy Bin usoro, cepenni koedirieHTn Hakonuuenns y rpymi 400
mr (BID) cranoenmn npu6aumsho 21 Ha 2-if nems, npubimusno 22 Ha 3-it
JeHp i mpubim3Ho 35 Ha 4-ii HeHb. Beaxanocs, mo Beenerns no 400 mr
(BID) nakonuyyBano npenapar, ockiasku go60sa AUC 36inbIIyBanaces y
Nepioft, KOJK Cy6'eKTH OTPUMyBaIN Npenapar ABidi Ha JeHb.

21. PezyneTartu
Gesnexu

1) He nosimomimsinocs npo neraneni Bumamku, iHmi cepio3ni mobiuni
ABUIA Ta Oy b AKi iHOI Mo6iuHi ABMIIA.

[oBinomiisiocst po Tpu BunazkyM MoGiyHMX SBULL Y 2 CyG'eKTiB 236
cyO'ekti, 33,3%) y rpyni mo 400 wmr (BID), npo | Bumamox
noigomisiocs y 1 cyG'ekra (1 3 4 cy6'exris) y rpymni mianebo, i He




124

TOBIIOMIIAIOCH MPo 1obiuHi sBuma y rpymi 600 mr (BID, QD). Veci
no6iyni edexTn Gynu JTErkumy 3a cTyneHeM TsxkocTi. 1106iumi SIBUINA,
NOB’s13aHi 3 BUNpoGyBaHuM npeniapatoM, y rpyni esenns T-705a Oy
3apeecTpoBaHi y 16,7% (1 3 6 cy6’exris, 2 Bunagxu) y rpym 3 400 mr
(BID). LIi noaii mpussemn no 36inbwenns ¢ibpunoreny B KpOoBi Ta
30inbmenns pisus C-peakTHBHOTO 6iNKa.

2) B ropmonanpHuX Tectax He 6yJi0 BUABICHO HKOMHMX 3MiH, MOR’ S3aHUX
i3 BBeeHHsM T-705a.

3) Ilporsirom jociimkyBaHoro mnepiogy He 6ylI0 KIiHidHO 3HAYYLIHMX
JaHMX MO0 3MiH KHUTTEBO BAXK/IUBUX IMOKA3HHKIB a6o 3min B EKT y 12
Bi/IBeIeHHAX.

22. BucHOBOK
(3aKkmmroueHHSs)

Konuentpauii T-705 y miasmi kposi 36i1b1myBamnce 3i 36inbmeHHsIM BiKy
n06poBOIBLIB, aNe YacToTa MOGIYHAX ABMUL HE 3pocTaia, aGo He Gyio
BUSBJICHO 3MiH  KJIiHIKO-Ta00paTopHuX ab0 KHTTEBO  BAXITMBHX
nokasHukie. Tomy posu T-705a, mnpusHaveni miTHIM JIFOIAM, He
NOTPe6YIOTh KOPHI'Y BAHHSL.

3asiBHEK (BJIACHHK peecTpauiiiHOro mocBigyenns)

IMTigmmc
Hara

ITosHe iM’g Ta

Minnumc/
25.10.2020

nocaja Hp. lInda @apxan Ilaitx MBBEC, M]JT
(Dr. Shifa Farhan Shaikh MBBS, MD)

Bexyuwii cienianict Me1i4HOrO Ta peryasTopHoro
JleTIapTaMeHTy

(Lead — Medico Regulatory Affairs)




