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

4. Performed
studies

Xl 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

T705aJP117
Pyrazinamide Concomitant Study on the Pharmacokinetics
Favipiravir and Pyrazinamide

of

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Heishinkai Medical Group Incorporated Osaka Pharmacology Clinical
Research Hospital From October 16, 2011 to November 7, 2011

8. Countries where

Japan

the clinical trial was
held

9. Number of] 14
subjects

10. Objective and
secondary goals of
the clinical trial

To evaluate the effect of concomitant administration of favipiravir with
pyrazinamide on blood uric acid levels by measuring blood uric acid levels
in healthy adult volunteers received single administration of pyrazinamide
and concomitant administration of favipiravir and pyrazinamide.
Pharmacokinetics and safety in concomitant administration of the two drugs
are also evaluated.

11. Clinical
design

trial

Open-label, add-on study
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12. Main entry
criteria

a) Volunteers who understand the requirements of the study and voluntarily
consent in writing to participate in the study;

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

¢) Volunteers who are healthy as determined by the investigator through
clinical laboratory tests, vital signs, 12-lead ECG, and other clinical findings;
d) Volunteers with a BMI (weight/[height]2) of between 18.5 and 30.0
kg/m2, and with a body weight of 52 kg or more in female and 55 kg or more
in male;

e) Premenopausal female volunteers who can comply with contraception by
using mechanical contraceptive device such as intrauterine contraceptive
device or barriers (diaphragm, condom) or combination of those devices
from the time of screening until seven days after the end of the test drug
administration. Male volunteers who agree to use condoms from the start of
test drug administration until 7 days after the end of test drug administration.
2) Inclusion criteria on Day =3

a) Volunteers who refrain from smoking (including the use of nicotine-
containing products) during the hospitalization;

b) Volunteers who understand the requirements of the study and voluntarily
consent in writing to participate in the study;

¢) Volunteers who are healthy as determined by the investigator through
clinical laboratory tests, vital signs, 12-lead ECG, and other clinical findings.

13. Studied drug,
posology, strength

Test drug and lot number:

T-705a tablet [200]: MAS06F200

Pyramide powder: LRA0101

Mode of administration:

Subjects received the test drug orally with 240 mL of water (the total amount
of water given to subjects was 240 mlL even when favipiravir and
pyrazinamide are coadministered) within 60 seconds (as a rule) 1 hour after
a meal began. Meals were provided 4 hours or more after dosing and water
drinking was permitted except within 1 hour before and after dosing.

(1) Favipiravir 1200 mg as an initial dose and 400 mg as the second dose on
Day 11 (pyrazinamide started on Day 1), followed by 400 mg twice daily
from Day 12 to Day 14, and 400 mg once on Day 15.

(2) Pyrazinamide 1.5 g once daily from Day 1 to Day 5,

14.  Comparator,
dosage, posology,
strength

None

15. Concomitant
therapy

(1) Concomitant medication

No concomitant medication (including prescribed drug, over-the-counter
drug, and Chinese herbal medicine) was allowed after the first pyrazinamide
administration until completion of follow-up examinations conducted 7 days
after the last dose (Day 22 to 24) or the time of discontinuation unless the
investigator deemed it necessary.

There were subjects who used concomitant medication other than the test
drugs during the study.

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

(2) Concomitant therapy

No concomitant therapy that may affect safety evaluation or pharmacokinetic
analysis of the test drugs was allowed after the first pyrazinamide
administration until completion of follow-up examinations conducted 7 days
after the last dose (Day 22 to 24) or the time of discontinuation unless the
investigator deemed it necessary. There were no subjects who used
concomitant therapy.

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

16.
Endpoints

Efficacy

(1) Pharmacokinetics

1) Plasma concentrations versus time and cumulative urinary excretion ratio
of favipiravir and M1 (Days 11 to 15), pyrazinamide and pyrazinoic acid
(Days 1 to 15) were presented.

2) Pharmacokinetic parameters for favipiravir and M1 (first dose on Day 11
and last dose on Day 15), and pyrazinamide and pyrazinoic acid (Day 1, Day
11, and Day 15) were calculated using a non-compartmental method.
Summary statistics of the pharmacokinetic parameters were also presented
for each calculating day. The following pharmacokinetic parameters were
calculated.

Cmax, AUC, AUCO0-t, AUC0-12 (favipiravir and M1), AUCO0-/AUC, t1/2,
tmax, UR, CL/F (except metabolites), CLr, MRT, and Vd/F (except
metabolites)

3) Daily AUC was estimated on the basis of plasma drug concentration
obtained from multiple dose simulation using the MBI-PK Model.

17.
Endpoints

Safety

(1) Safety

1) Severity
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.
2) Causal relationship to the test drug Causal relationship to the test drug was
assessed as “1. Definite,” “2. Probable,” “3. Possible,”
“4. Remote” or “5. Unrelated” by referring to the Criteria for Causal
Relationship to the Test
Drug. Adverse events assessed as 1 to 4 were regarded related to the test
drug.
3) Significant adverse events

- Adverse events that lead to discontinuation

. Adverse events that meet both criteria mentioned below
- Severity is Grade 2 or higher, or Moderate or higher
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- Concomitant medications to treat the adverse event are used for 3 days or
longer

= Serious adverse events

18.
methods

Statistical

(1) Pharmacokinetics

1) Plasma concentrations versus time and cumulative urinary excretion ratio
of favipiravir and M1 (Days 11 to 15), pyrazinamide and pyrazinoic acid
(Days 1 to 15) were presented.

2) Pharmacokinetic parameters for favipiravir and M1 (first dose on Day 11
and last dose on Day 15), and pyrazinamide and pyrazinoic acid (Day 1, Day
11, and Day 15) were calculated using a non-compartmental method.
Summary statistics of the pharmacokinetic parameters were also presented
for each calculating day. The following pharmacokinetic parameters were
calculated.

Cmax, AUC, AUCO0-t, AUCO0-12 (favipiravir and M1), AUCO-t/AUC, t1/2,
tmax, UR, CL/F (except metabolites), CLr, MRT, and Vd/F (except
metabolites)

3) Daily AUC was estimated on the basis of plasma drug concentration
obtained from multiple dose simulation using the MBI-PK Model.

(2) Safety

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

2) Scatter plots for favipiravir cumulative AUC and M1 cumulative AUC up
to the previous

day of Days 13, 15, and 16, and change in blood uric acid level from baseline
(prior to the

test drug administration on Day 11) were presented.

3) Scatter plots for pyrazinamide plasma concentration and pyrazinoic acid
plasma concentration of Days 3, 5, 8, 11, 13, 15, and 16, and change in blood
uric acid level from baseline (prior to the test drug administration on Day 1)
were presented.

4) Scatter plots for blood uric acid level at baseline on Day 11 and the
maximum change in blood uric acid level from Day 11 were presented for
Days 13, 15, and 16.

5) Summary statistics of the ratio of urinary uric acid concentration to urinary
creatinine concentration, uric acid clearance, creatinine clearance, and the
ratio of uric acid clearance to creatinine clearance for each time point were
calculated.

6) Summary statistics of clinical laboratory test results, vital signs, and 12-
lead ECG were calculated.

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

Healthy Japanese males and females, an East Asian ethnic group, aged
between 20 and 39 years, inclusive.

20. Efficacy
Results

(1) Pharmacokinetic results

1) The plasma concentration of favipiravir reached a peak level 2 hours after
the first dose of concomitant administration (Day 11). Then multiple
administrations followed but a trough level did not increase. Most of
favipiravir in plasma disappeared in 48 hours after the last dose. The plasma
concentration at 4 hours after administration and the trough level of
pyrazinamide showed a similar shift after Day 5 of pyrazinamide single
administration.
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These values were comparable between pyrazinamide single administration
and Day 1 and Day 5 of concomitant administration (Day 11 and Day 15,
respectively). The plasma concentration at 4 hours after administration and
the trough level of pyrazinoic acid after concomitant administration
increased slightly compared with those after pyrazinamide single
administration. These values were comparable between Day 1 and Day 5 of
concomitant administration (Day 11 and Day 15, respectively).

2) The cumulative urinary excretion ratio of favipiravir up to 48 hours after
the last dose was only 0.6%, whereas the cumulative urinary excretion ratio
of M1 was 58.1%. The cumulative urinary excretion ratio of pyrazinamide
and pyrazinoic acid up to 24 hours after administration was 4% or less and
approximately 40%, respectively, on both Day 10 of pyrazinamide single
administration (Day 10) and Day 5 of concomitant administration (Day 135).
The results showed that the cumulative urinary excretion ratio of
pyrazinamide and pyrazinoic acid did not differ remarkably between single
and concomitant administration.

3) Cmax and AUC of favipiravir decreased on Day 5 of concomitant
administration (Day 15) compared with those on Day 1 of concomitant
administration (Day 11), whereas tmax and CL/F were almost same between
these two days. Cmax and AUC of M1 decreased on Day 5 of concomitant
administration (Day 15) compared with those on Day 1 of concomitant
administration (Day 11), whereas tmax and CLr were almost same between
these two days. Cmax, AUC, tmax, t1/2, and CL/F of pyrazinamide did not
change during the study. Cmax and AUC of pyrazinoic acid increased and
CLr decreased on concomitant administration compared with those on Day
1 of pyrazinamide single administration (Day 1). Cmax, AUC, and CLr of
pyrazinoic acid did not remarkably change on Day 1 and Day 5 of
concomitant administration (Day 11 and Day 15, respectively).

4) The geometric mean of daily AUC of favipiravir was 564.26 to 568.59
pg-hr/mL and the geometric mean of daily AUC of M1 was 36.17 to 36.74
pg-hr/mL from Day 2 to Day 4 of concomitant administration (Day 12 to
Day 14). These values did not change during multiple administrations.

21. Safety Results

(2) Safety results

1) There were no deaths. However, one serious adverse event with prolonged
hospitalization was reported in one subject (hepatic function abnormal). The
casual relationship to the test drug was “definitely related.” Blood uric acid
increased and hepatic function abnormal were frequently reported with an
incidence of 100% (14/14 subjects, 14 events) and 64.3% (9/14 subjects, 9
events), respectively. All events of blood uric acid increased and hepatic
function abnormal were considered to be “definitely related” to the test drug.
Severe adverse events were not reported, whereas moderate adverse events
of hepatic function abnormal was reported in 14.3% (2/14 subjects, 2 events).
Other adverse events were all mild. All 14 events of blood uric acid increased
were reported during pyrazinamide single administration. Three events of
hepatic function abnormal were reported during pyrazinamide single
administration and 6 events of hepatic function abnormal were reported
during concomitant administration. Two events of hepatic function
abnormal, which were reported during concomitant administration, were
moderate.
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2) In the subject who experienced hepatic function abnormal as a serious
adverse event, AST, ALT, y-GTP, and LDH were increased to 233 [U/L, 448
IU/L, 108 IU/L, and 285 IU/L, respectively. Swollen liver, swollen spleen,
and gallbladder wall thickening were observed.

Furthermore, the score according to the JDDW diagnostic criteria was 8,
which exceeded 5. Five or more points of the score indicate a high possibility
of drug-induced liver injury.

Based on these results and other clinical laboratory tests, clinical symptoms,
and the fact that hepatic function abnormal is a well-known adverse reaction
of pyrazinamide, it was considered that the hepatic function abnormal
reported in this subject was a test drug-induced liver injury.

3) Among 9 subjects who experienced hepatic function abnormal, AST
increased in 7 subjects and ALT increased in all subjects, and the score
according to the JDDW diagnostic criteria was 5 or greater in all subjects.
Hepatic function abnormal is a well-known adverse reaction of
pyrazinamide. Based on these findings, it was considered that the hepatic
function abnormal reported in this study was a test drug-induced liver injury.
4) Blood uric acid levels increased after pyrazinamide single administration,
followed by a slow increase. It increased further on concomitant
administration of favipiravir and returned to the baseline at follow-up
examination. On the other hand, urinary uric acid level (12-hour urine
collection) and urinary creatinine level (12-hour urine collection) decreased
on concomitant administration of favipiravir.

5) The cumulative AUC of favipiravir and the change in blood uric acid
levels from that prior to favipiravir administration correlated one day after
the completion of the test drug administration (Day 16) (contribution ratio:
0.504). The cumulative AUC of M1 and the change in blood uric acid levels
from that prior to favipiravir administration did not correlate during
favipiravir administration (contribution ratio: 0.100 or less). The plasma
concentration of pyrazinamide and the change in blood uric acid levels did
not correlate during the study (contribution ratio: 0.100 or less); however the
plasma concentration of pyrazinoic acid and the change in blood uric acid
levels correlated after Day 5 of pyrazinamide single administration (Day 5)
(contribution ratio: 0.366 to 0.537). Therefore, favipiravir and pyrazinoic
acid were considered to be involved in the increase in blood uric acid levels.
Furthermore, blood uric acid levels after pyrazinamide single administration
and the maximum change in blood uric acid levels from that value did not
correlate (contribution ratio: 0.100 or less). Therefore, it was considered that
the increase in blood uric acid levels after concomitant administration of
favipiravir was not affected by blood uric acid levels after pyrazinamide
single administration. Urinary creatinine and urinary uric acid levels, uric
acid clearance and creatinine clearance were examined, and it was
considered that concomitant administration of favipiravir decreases renal
elimination of uric acid.

6) There were no clinically meaningful findings in vital signs and 12-lead
ECG during the study period.

22. Conclusions

Favipiravir is unlikely to synergistically increase blood uric acid levels even
when it was concomitantly administered with drugs that are classified into
the type of uric acid excretion decrease. However, special attention should
be paid for patients with gout or history of gout and patients with high blood
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uric acid levels. In addition, favipiravir should be administered carefully
when concomitantly administered with pyrazinamide because it cannot be
completely denied that concomitant administration of favipiravir with
pyrazinamide may increase the incidence or severity of hepatic function
abnormal, which is an adverse event specific to pyrazinamide.

Applicant (Marketing Authorization holder)

Signature
g

Date 25 October 2020
Full name with | Dr. Shifa Farhan Shaikh MBBS, MD.
Position Lead — Medico Regulatory Affairs
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no Iopsaaky npoBeneHHs eKCIIEPTH3H
peecTpanifHUX MaTepialie Ha JIiKapCeKi 3ac00H,
IO NMOJAIOTECS Ha JePHKABHY

peecTpaliio (epepeecTpauiio), a TakoxK
€KCIIEPTU3M MaTepialliB Mpo BHECEHHA 3MiH JI0
peecTpauifiHUX Matepiaaie mpoTArom mil
peecTpaliiiiHoro nocsiguenHs (IMyHKT 4 posainy IV)

3BIT
PO KJIiHIYHe BUNPOOYBaHHSI
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1. HazBa
JKapChKOTo 3acoby
(3a HassBHOCTI —

ABIT'AH (®agimipasip) tabnetku mo 200 mr

HOMED

peecTpauiiHoro

MOCBiTYSHHS)

2. 3asIBHHK HO-p Penni’c Jlabopartopic JItn; 8-2-337, Poya Ne 3, banmkapa Ximis,
Xainepaban, Tenanrana — 500 034, Tanis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupobHuk TOAMA ®EKTOPI @Y DKHUPIJIbM TOSMA KEMIKAJI KO., JIT/;

4-1, Ilumo-Okyi 2-Yome, Tosima-1un, Tosima, Anonist /
TOYAMA FACTORY FUIJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IlpoBeneHi
JOCIIPKEHHs

tak | _|Hi sIKIO Hi, BKa3aTH MIPUYHHY

1) Tvn nikapchLKOTro
3aco0y, 3a AKUM
npoBoiunacs abo

JlikapcbKuii 3aci6 3 MOBHUM J0Che (ABTOHOMHE /IOChE)

IUIAHYETHCS

peecTpartis

5. IlorHa Ha3Ba T705aJP117

KJITHIYHOTO JocaipkenHss 3 mipasdHaMigoMm, siy CyOyTHIM IIpenapaToM IIoj0
BUIIPOOYBaHH, (dapmakokineTnkHu pasiniparipy Ta nipazunaminy.

KOJIOBAHHI HOMEP

KJIIHIYHOTO

BUNPOOYBaHHS

6. ®aza xniniunoro | @azal,

BUNpoOYBaHHA

7. Iepion Heishinkai Medical Group Incorporated Osaka Pharmacology Clinical
NPOBEICHHA Research Hospital

KJIIHIYHOTO 3 16 sxoBTHs 2011 poky o 7 mucronana 2011 poky

BUIIPOOYBaHHS

8. Kpaium, ne Snonis

MPOBOIMIIOCS

KJIiHIYHE

BUNPOOYBaHHA
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9. Kinekicts 14

JOCIJDKYBAHHUX

10. Mera Ta Hns  ouinkum  edexry omgHowacHoro mpumiiomy  asimiparipy 3

BT(‘)leHHi i nipa3uHaMiIOM Ha PiBeHb CEYOBOT KMCIIOTH B KPOBI IIISXOM BHMipIOBaHHS

KJTIHIYHOTO PiBHA CEYOBOI KHCIIOTH B KPOBi Y 30POBHUX JOPOCIHX A06POBONBLIB SKi

BUIIPOOYBaHHSA OTPUMYBAJIM CaMOCTiitHE BBE/ICHHS Mipa3uHAMI/Iy Ta 0J{HOYACHE BBEICHHS
¢asinipasipy Ta mipasuxaminy.
Takox owiHIOOTECS (papMakoKiHeTHKa Ta Ge3rexka NpPH OJHOYACHOMY
3aCTOCYBaHHI IBOX Ipernaparis.

11. Iuzaiin Binkpure, 1omaTkoBe JOCIIiPKEHHs

KJIIHIYHOTO

BUNPOOYBaHHA

12. OcHOBHI a) Jlo6poRrobll, sKi pO3yMIIOTh BUMOTH JOCTIDKEHHS Ta H0OPOBiIBEHO

KpUTEpIi BKIIFOYEHHS

JIal0Th MMCEMOBY 3TOJIY Ha YYacTh Y AOCIIDKeHHI;

6) Hobpoeoabui BikoM Bix 20 10 39 pokiB BKIIOYHO HAa MOMEHT
nianucanus ingopmoBaHoi 3roau;

B) JloGpoBoIbLi, K € 3/J0pOBUMHU, 32 BU3HAUEHHSM JOCTITHAKA HA OCHOBI
KJIiHIKO-JIJAOOpaTOPHUX TECTiB, [TOKA3HUKIB JXUTTCBO BaMUIMBUX (yHKIIH,
EKT y 12 BigBeaeHHAX Ta iHIIMX KJIIHIYHUX pe3ynbTaTiB;

r) Jlo6pososisni 3 IMT (Bara / [3pict] 2) Bix 18,5 10 30,0 xkr/ M2 i 3 Macoro
Tina 52 Kr i OinbINe Yy KiHOK, Ta 55 Kr i OijbIIe y YONOBIKIB;

¢) Kinku-no0poBoibli B NpeMeHonaysi, fKi MOXYTb JOTPUMYBATHCA
KOHTpALEILii, BHKOPUCTOBYIOUM MeXaHiuHi 3aco0M KOHTpaLenuii, Taki sk
BHYTPIIIHEOMATKOBI 3aco0u koHTpauenuii abo Oap’epu (miadparma,
npesepeaTuB) abo koMOiHaLFO LIMX 3ac00iB 3 MOMEHTY CKPUHIHTY IO CEMHU
IHIB micns 3akiHYeHHs mpuiioMy TecToBoro npenapary. Jo6posonsui
YOJIOBIYOI CTATi, SIKI MOrOKYIOTHCA BHKOPHUCTOBYBATH IpPE3EPBATHBHU 3
MOMEHTY BBEICHHSA TECTOBOIO Mperapary 0 7 JAHIB IIicjs 3aKiHYeHHs
TECTYBaHHS IIpenapary.

2) Kpurepii BxiroueHHs B 1-if 1eHb

a) JloOpoBoblli, SKi YTPUMYIOTECS BiJl KYypiHHS (BKJIFOYAIOYH BIKUBAHHS
HiKOTUHOBMIiCHUX TPOIYKTIB) IMiJ] Yyac rocmitaizarii;

©) JloGpoBosbiii, AKi po3yMilOTE BUMOTM JOCIIKEHHA Ta J0OPOBIIBHO
JAl0Th 3r0ly Y TUCEMOBOMY BHIJIS/I HA Y4aCTh Y JOCIIIKCHHI;

B) JIo6pOBOJIBLI, AKi € 30pOBUMH, 32 BU3HAYEHHSIM JIOCITiIHMKA Ha OCHOBI
K/IiHIKO-71a60paTOPHUX TECTIB, MIOKA3HUKIB XKUTTEBO BaXKIMBUX (yHKLUIMH,
EKI"y 12 BizBeeHHsX Ta iHNIMX KJIIHIYHUX pe3y/bTaTi.

13. HocnimxyBaHui
JiKapchbKuid 3acio,
criocib
3aCTOCYBaHHSI, CHJIA
it

BunpoOyBaumii npenapar ta HomMep HapTii:

Tabnerka T-705a [200]: MA506F200

[Topomoxk mipamigy: LRA0101

Cnocid 3acTocyBanHs:

Jo6poBObLI OTPUMYBAIH JIOCII/LKYBaHUI Mpenapar nepopaibHo 3 240
M1 Boau (3aranbHa KiNBKICTH BOJH, SKY JAaBald BHIPOOOBYBaHHM,
craHoBuna 240 MJ1, HaBiTH MPU OHOYACHOMY 3acTocyBaHHI (agimipasipy
Ta mipasuHaminy) npotiarom 60 cexyH., (AK mpaBuio) yepes 1 roauuy
micnst mpuitomy i, Hactynuuit npuitom Txi Oy uepes 4 roaunu abo
GinpIne mics npuiioMy npenapary, IMUTH BOIY H03BOJIAIOCS, 38 BHHATKOM
1 rojuuy JI0 i mic/s mpuioMy Ipernapary.
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(1) @agimipasip 1200 mr sx mouarkosa 103a Ta 400 MT K Jipyra J103a Ha
11-if nens (mipasuHamis nounnases 3 1-ro aus), motiM 400 Mr il Ha
JieHs 3 12 mo 14 nens ta 400 mr oun pa3 Ha 15 geHs.

(2) IMipazunamin 1,5 r oxun pas Ha gens 3 1 mo 15 news.

14. Ilpenapar
HOPIBHAHHS, /1034,
cnoci6
3aCTOCYBAHHS, CUJIA
ait

XKoxanoro

15. CynyTHa Tepanis

(1) CymyTHi nikapcbki npenaparu

ITlicna nepmoro npuitoMy mipasuHaMiZy A0 3aKiHYEHHS TMOXAIBIIAX
obcTexKeHb, IPOBEICHUX Yepes 7 THIB mic/s NPUHOMY OCTaHHBOT 103u (22-
24 nenp) abo yacy NMPUNMHEHHS, SKIO AOCTIIHUK He By/1e BBAasKATH Le 3a
MOTpiOHe, HE MO3BONANOCS NpPHAMATH CYNyTHI JKapchKi npernaparu
(BKJIIOYAIOUM PeLIENTYpHi JTiKapehKi Mperapaty, JiKku, o BTy CKarThes
0e3 penenTa, Ta KMTAACHKI pOCIMHHI MpemapaTy).

Bymu oGporonbwi, ki nif wac gocmimkenus npuitManu cymyTHi TiKapebki
3aco0H, OKpiM IOCIiIKYBaHOTO.

Ilnsx, nosysanmns wa 100y, TpuBamicTs npuitoMy Ta NPU3HAYEHHS
npenapary peectpysanu y [PK.

SIKmo pocnifHUK BUPiNTyBaB, IO NPU3HAYEHHS CYIYTHHOTO MpPEMapary
Bi/IMOBIZla€  BUKJIIOYCHHs JOOPOBOMBIL, Cy0'eKT BHKIIOYABCH 3
JIOCIIIPKCHHS.

(2) CynyTHs Tepanis

JKonna cynyTHs Teparis, ska MOXe BIUIMHYTH Ha OL{HKY Ge3mexu aGo
dapmakokineTHuHuIT aHANi3 JOCIKYBAaHUX NpenapariB, 3a6opoHsuIacs
Mic/Isl MEPIIOro BBEASHHS Ipa3sHHAMILY 0 3aBEPIICHHS ITOAANBIINX
obcTexeHp, IPOBEACHHX Yepe3 7 [HIB Mic/s OTPUMAHHS OCTAHHEBO! 03K
(2224 nenw), abo yacy NPUNUHEHHS JTIKYBaHHS, SKIIO JOCTLTHUK BH3HAB
ue HeoOxinmum. He Gymo cy6’exriB, siki 3acTOCOBYBalu CyIyTHIO
Tepariro.

SIKIio mocTiHUK BUpiNIyBaB, IO METa CYIyTHBOI Tepamii Bimmoixae
KPUTEPisiM BUIIIIOYEHHs Cy0'eKTa, CY6'eKT BUKITIOUABCS JOCITIIKEHHS.

16. Kpurepii oninku
eeKTUBHOCTI

(1) ®apmakokineTnka

1) Bynu npecrarneni KoHUEHTpaNil B m1a3Mi KpOBi B 3aJ1€5KHOCTI BijT yacy
Ta KyMyJIATHBHHWIA Koedinicnt BuBenenns i3 ceuero dasinipasipy ta M1
(mui 11-15), mipasunaminy ta nipasuHoBoi kuciory (uui 1-15),

2) ®apmakokineTHyHi mapameTpy dasinipasipy Ta M1 (nepima go03a Ha 11
JIeHb Ta OCTaHHS J103a Ha 15 JieHp), a TaKoX MipasuHaMigy Ta mipa3suHoOBOT
kucinotd (1 pens, 11 Ta 15 pens) Oynm po3spaxoBaHi 3a JIOIOMOIOIO
HEKOMMapTMEHTHOIO METOAy. 3BeJeHi CTAaTHCTHYHI JaHi  [(ofo
(papMaKOKiHETHYHMX MapaMeTpiB Takoxk OyIiu NpecTaBIeH] A7 KOKHOTO
pospaxosaHoro jaHs. Po3spaxoBani HacTynHi (apMakokiHeTHuHi
napaMeTpu:

Cmax, AUC, AUCo.t, AUCo-12 (pasimipasip Ta M1), AUCo-/AUC, ti/2, tmax,
UR, CL/F (oxpim metabouniriB), CLr, MRT Ta Vd/F (oxpim MeTaGouriTiB).
3) Ilonmenny ominky AUC npoBOAWIM HA OCHOBI KOHIEHTpALi
JKapchKOro 3aco0y B IUIa3Mi  KpOBi, OTpUMAaHOI B pe3ynbTaTi
MOJIC/IIOBAHHSA BBE/ICHHs 0araTopazoBHX J03 3a J0MoMoro moaeni MBI-

PK.
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17. Kpurepii ominku
Gesnexu

(1) Besneka

1) TsxxkicTe

[ToOiuni sBuma knacuoikysaauce 3a 3-6aTpHOIO IIKANOK TSKKOCTI
(«JIerkay, «Ilomipna» a6o «Tspkka»), mocunarouuck Ha Kpurepii mxanu
TAXKKOCTI Ta 32 5-6aibHOI0 mKajoro (Big 1 10 5), mocunarouucs Ha 3arajibHi
Tepminonorivai  kpurepii NCI mogo HecnpuaTimueux mnofgiit v.3.0
(anmonceka Bepeis JCOG / JSCO).

SAximo nobiyHa peakliis He BIANOEBigae )OHIH OLiHLI 3 BULIE HABECHHX,
il OUiHIOBANH 32 IIOCUNIAHHSM Ha LIKAJy KPUTEPiiB TxkKOCTI. «Jlerkuii»,
«Ilomipnuity, «Tsmxkuit», «3arpoxye >xurTio abo iHBamigusye» Ta
«CMmepTh, ITOB'A3aHa 3 TOOIYHUM ABHIEMY BiANoBigana «1-My cTymneHo»,
«2-MY CTYIIEHIO®, «3-MY CTYIEHIO», «4-MYy CTYIIEHIO» Ta «5-MY CTYIICHIO»
BiAmoORBiIHO.

2) IlpuuyvHHO-HACIAKOBUH 3B'S30K i3 JOCHIKYBAHHM MIPeNapaTom
OL{HIOBAIM 3a KO 3 mATH Karteropiit 1. «JlocroBipHuity, 2.
«Umoipauity, 3. «Moxnusuit», 4. «Bigmanenuit» abo 5. «be3
NOCTOBIpHOrO  3B’SI3Ky», BiamoBimHo g0 Kpurepiis npuuunHO-
HACJI IKOBOT0 3B'S3Ky HECTIPUATINBYX sy, Hebaxkani sBuma, oliHeHi K
1-4, po3riananuce sk Noe's3aHi 3 JOCIIPKYBaHUM IpenapaToM.

3) 3nauHi nobivHi sBUIIA

ITo6ivHi ABMINIA, IO IPU3BOAATE A0 BUKIIOUEHHS 3 JOCIIKEHHS

To6iuni sBMIIA, AKi BIANOBIAAIOTE 000M KPHTEPiAM, 3a3HAYCHUM HUKYE

- Cryniap TOKKOCTI — cTymidp 2 abo Buie, abo IOMIpHOro CTYIEHS
TsHKKOCTI abo BuILE

- CynyTHi nikapeeki 3aco0u juist JlikyBaHHs 1100i4HOT J1ii 3aCTOCOBYIOTECS
npoTsiroM 3 AHiB abo J0BIIE

Cepiiosni nobiyni ssBUIA

18. CratucTruni
METOIH

(1) PapmaxokineTHka

1) Bynu npejcrasiieHi KOHLEHTpauii B IU1a3Mi KpoBi, B 3ajiexHOCT] Bix
qacy, Ta KyMYJIATHRBHHiT KoedillieHT BUBe/IeHH i3 ceyero darimipagipy Ta
M1 (nui 11-15), nipasunaminy ta nipazuHoBO1 KMcoTH (aHi 1-15).

2) ®apmakokiHeTHuHI napametpu Qariniparipy Ta M1 (nepma no3a Ha 11
ICHB Ta OCTaHHA 032 Ha 15 JIeHb), a TAKOXK Mipa3uHaMiIy Ta Mipa3uHOBOT
kuciaotd (1 mews, 11 Ta 15 mews) Oynu po3paxoBaHi 3a JIONOMOIOIO
HEKOMIIAPTMEHTHOrO MeToxy. Takox Oyiu IpeacTaBieHi y3araJbHeHi
CTATUCTHUYHI JlaHi, 1oA0 (papMakOKiHETMUHHMX MapaMeTpiB s KOXKHOI'O
pO3paxyHKOBOTO mHs. Po3paxoBaHi HacTymHi  (apMakoOKiHETHYHI
rapameTpH.

Cmax, AUC, AUCo-t, AUCo-12 (asinipaeip Ta M1), AUCo-/AUC, ti/2, tmax,
UR, CL/F (okpim metabouitis), CLr, MRT ta Vd/F (oxpim merabomniTis).

3) Hloaenny AUC ouiHIOBaNM Ha OCHOBI KOHIEHTpalil JiKapchbKOro
3aco0y y mia3sMi KpoBi, OTpUMaHOl B pe3yibTaTi MOEIOBAHHA
3acTOCYBaHHs OaraTopa3oBHX /103 3a goromororo Mozeni MBI-PK.

(2) bezneka

1) To6iuni edextu Oymm ysarampHeHi 3a monomororo MedDRA / J
Ver.13.0.

2) TI'padiku posciroBanns BigHomeHHs HaxonudysampHoi AUC
dasinipasipy ta kymyastusHol AUC M1 anie 13, 15 i 16, a Takox 3miHa
piBHS ceuoBOI KMCIIOTH B KpPOBi BiJi BMXiZHOro piBHA (IO TECTYyBaHHSI
npenapary Ha 11 neHs).
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3) Bynu npencrasieni rpadixu posciropanms KOHUEHTpaLii mipa3uHaminy
B ILTa3MI KpOBI Ta KOHLEHTPALIIT MiPa3MHOBOI KMCITOTH B m1a3Mi kposi 3, 5,
8, 11, 13, 15 Ta 16 muie y masmi KpPOBI Ta 3MiHH PiBHS CEYOBOT KHUCJIOTH B
KPOBI BiJI BUXiTHOTO piBHA (10 BBEACHHS TECTOROrO npernapary B JieHs 1),
4) Byin npexcrasieni rpadiku posciroBanus PIBHS CE4OBOI KMCIOTH B
KpOBi Ha BUXinHOMy piBHi Ha 11-if JeHb Ta MaKCHMaBHI 3MiHu piBHs
CCYOBOT KMCIOTH B KPOBi 3 11-ro aust Gy npencrasneni ans 13, 15 ta 16
IHIB.

5) VszaraneHeHa CTaTHCTHKA CIIBBiAHOLICHHS KOHILICHTpaIil ce4oBoi
KHCJIOTH B C€4i 10 KOHIEHTpalii KpeaTHHiHy B cedi, KIipeHcy ceuorol
KHCJIOTH, KJIIPEHCY KPEaTUHIHy Ta CIiBBiIHOLICHHS KJIPEHCY ce4oBOi
KHCJIOTH 10 KJIIPEHCY KPEaTHHIiHY JUISl KOYKHOTO YaCOBOTO MOMEHTY.

6) PospaxoBaHo miJCYMKOBY CTATHCTHKY pe3y/ibTaTie KITiHIGHHMX
1ab0PaTOPHUX NOCTIKEHb, XKUTTEBO BAXIMBUX MOKA3HUKIB Ta EKT y 12
Bi/IB€ICHHSX.

19. lemorpadiumni
MOKa3HUKH
JIOCIIIKYBaHOT
nomynAuii (crats,
BIK, paca, TOIIo)

3/10pOBi ANOHCHKI YOJIOBIKM Ta XKIHKHM, CXiIHOA31aTChKa €THIYHA rpyna
BikoM Bix 20 10 39 pokiB BKIIOYHO.

20. PezynsTatu
e eKTUBHOCTI

(1) ®apmakokiHeTHYHI pe3y sTaTH

1) Konuenrpauis ¢asinipasipy B ruiasmi kposi mocarna miky gepes 2
TOJIMHH TIiCJIA TIEPIIOT IO3M OJHOYAHOr0 3acTocyBanHs (neHs 11). TTotim
TOCIIlyBaNy KijbKa NPUHOMIB, ale MiHiMalbHUil piBeHD He 3GLIBIIMBCS.
Binewicts (asiniparipy B mrasmi kposi eniMinysanace uepes 48 rogun
micsst npuiomy ocTarHbOI 1031, KoHuenTpauis y masmi kposi yepes 4
TOJMHH MiC/Is BBEJCHHA Ta MiHIMaNbHUM piBeHb Mipa3sMHAMITY MoKa3aiu
noibHuE 3cyB micya 5-ro AHS CaMOCTIHHOTO BBEAEHH MipazsuHAMITY.

Ili 3nayeHHs OyaM CHIBBIIHOCHMMH MK CaMOCTIMHMM BBeIEHHAM
nipasuHaminy Ha 1 Ta 5 IeHb, Ta OJJHOYACHOTO npuifomy (11 ta 15 mens
BiNOBiAHO). KoHueHTpauis B mnasmi Kposi yepes 4 romuum micis
NpuifoMy Ta MiHIMaIbHUH piBeHb IIPasMHOBOI KHCJIOTH G/
OJIHOYACHOTO NMPHHOMY HE3HaYHO 3POCITM IOPIBHSHO 3 KOHLIEHTPALi€ro
micns  camoctiiHoro mpuifomy mipasunamimy. L[i 3Havenns Gymm
TNOPiBHAHHI MK 1-M Ta 5-M jHsIMHM oHOYacHOro mpuitomy (11-if Ta 15-it
JIeHb BiIIIOBiIHO).

2) Kymynarupnuii xoedinient eueeaenus Qasinipasipy 3 ceuero mo 48
FOJMH Tics NMpUitoMy OcTaHHBOI /103U craHoBuB juwme 0,6%, Tomi sk
KYMYJIATUBHUA KoedillieHT BuBexeHHs i3 ceuyero M1 cranoBur 58,1%.
Kymynstunuii koedinieHT BHUBemeHHs i3 ceuero mipasuHamimy Ta
Mipa3svHOBOI KMCIOTH 10 24 roauH Imicis BBeleHHA cTaHOBUB 4% aGo
meHue i npubausno 40% einnoeigHo sx Ha 10-H geHs caMocTiiiHOTO
npuiiomy mipasuHaMminy (10-i mens), Tak i Ha 5-if JeHb OJHOYACHOTO
npuitomy (15-#f nenp). Pesymeratm nokazanm, mo KyMyJISTHBHMIA
koe(illieHT BUBE/ICHHS I3 ceYero MipasuHaMiLy Ta Iipa3suHOBOT KMCIIOTH He
3HAYHO BiAPI3HABCS MiK CaMOCTIHHHAM Ta OJHOYACHUM BBE/IEHHSIM.

3) Cmax Ta AUC ¢aginipaBipy 3HIWKYBaJIMCh Ha 5-i JIeHb OJHOYACHOTO
npukiomy (15-# neHb) NMOPIBHAHO 3 TaKUMH Ha 1-i JeHb OJHOYACHOTrO
npuiiomy (11-# neHs), Toxi SIK tmax Ta CL/F Gynu Maiiske 0lHAKOBUMH Mix
uMu JBoMa JHAMHU. Cmax Ta AUC MI 3HmKyBanuce Ha 5-if 1eHb
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OJIHOYacHOro mnpuiiomy (15-i neHp) mopiBHSAHO 3 TakuMmH Ha 1-if meHB
O/IHOYAacHOTO npuioMy (11-# meHp), TOAi AK tmax Ta CLr Gymu maibke
OJHAKOBMMH MiX UMMM ABOMA JHAMH. Cmax, AUC, tmax, ti2 Ta CL/F
nipa3MHaMifly He 3MiHIOBANMCE MiA Yac pociimkeHHs. Cmax Ta AUC
nipa3suHOBOI KucaoTH 36inpuryBamuce, a CLr 3MeHmyBamuch mpu
O/IHOYACHOMY 34CTOCYBaHHI TIOpPiBHSHO 3 Tak¥MMM Ha 1-H  JeHb
camocTifiHoro npuitomy mipasunaminy (1-# gens). Cmax, AUC Ta CLr
Mipa3suHOBOT KHCJIOTH HE NOMITHO 3MiHMIMCS Ha l-if Ta 5-if i
oiHO4acHOTO rpuiomy (11-i ta 15-i neHs BigOBIAHO).

4) onennuit nokasnuk cepeansoro reomerpudroro AUC ¢aginipagipy
cTaHOBUB 564,26 - 568,59 mxr - ro/mn, a cepenne reomerpuune AUC M1
- Bij1 36,17 10 36,74 MKr-ro/™Mi i3 2 110 4 KeHb 0HOYACHOTO TIpHiioMY (3
12 no 14 nens). Ili 3HauenHs He 3MiHIOBaIMCh NMpH 6araTopazoBOMy
npuiioMi npenapary.

21. PesynbraTi
be3neku

(2) PesynbraTi Ge3nexu

1) JIeransuux Bunajikis ve Oymno. OHAK NOBIIOMIISIA PO OHE Cepiio3He
nobiyHe sBMINE MM TpUBaniil rocmiranizaiii B oxHoro go6poBonsly a
came: mopymeHHs GyHKIT mediHkH. 3B'SI30K 3 JOCIIKYBaHHM
npenapatom OyB BU3HAYCHHH SIK «IOCTOBipHMIt». YacTo mosigomistocs
PO MiABMIICHHA PiBHA CEYOBOI KHCIOTH B KPOBi Ta NOpYLIEHHs (QYHKILT
neyiHky i3 yactotoro 100% (14/14 mauienris, 14 sunanxis) Ta 64,3% (9/14
nauieHTis, 9 BUNAAKIB), BiAnoBigHo. Yci BUMAAKM MiABMINEHHS piBHS
CEYOBOI KHCJIOTH B KPOBi Ta MopyIeHHS (GYHKUII NMEYiHKHA BBa)aiucs
«JIOCTOBIpHOY» TIOB'I3aHUMH 3 JOCHIKyBaHUM mpenapaToM. IIpo Tsukki
noOiuHi ABHMINA HE MOBIIOMILSIIOCS, TOAL K MOOIYHI eeKTH cepesHBOro
CTYIEHS THKKOCTI - mopymeHHs QyHKuil nevinku 6yiu 3apeecTpoBaHi y
14,3% (2/14 npauienriB, 2 Bunagxu). Bei iHwi noGivni sBuma Oyiam
sierkumu, [osigomisnocs npo Bei 14 BUNaaKiB i JBUILEHHS PiBHS CEUOBOT
KHCJIOTH B KPOBIi Iij yac camoctiiiHoro npuifomy mipasunaminy. ITig yac
camocTiitHoro nmpuiomy mipasuHaMigy OyIl0 3apeecTpOBaHO TPH BHIIA/IKH
nopymeHHs QyHKIT nedinku Ta 6 BUNaaKiB nopyIueHHs GpyHKUIT IeYiHKHI
HiJl 4ac OfHOYACHOro mpuidoMy. J[Ba BHMIaAK¥ TNOpYIEHHs (QYHKIT
NEYiHKM, TPO sKi MOBIJOMIISIIOCS Miji Yac OJHOYACHOrO MpHiioMy, 6yIu
MIOMIPHOT'O CTYTICHIO.

2) ¥V cy6’ekTa, y AKOTO BHABHIIM ITOPYIICHHA (yHKIUIT ICUYiHKH K cepio3Hy
nobiyny peakniro, AST, ALT, y-GTP ta LDH 6ymu 36insieni go 233
MO/n, 448 MO/n, 108 MO/n ta 285 MO/n, BignosixHo. Criocrepiranocs
TaKi CTaHU SK HAOPsK nediHkW, HaOpsIK celie31HKK Ta NOTOBIIEHHS CTIHOK
*OBYHOro mixypa. OkpiM TOro, OIiHKa 32 JiarHOCTUYHHUMHU KpUTEpisiMH
JDDW cranoBmia 8, mo mepepuinryBaio 5. IT'ste i Gineiie Ganis 3a
IIKAJIOIO BKA3yIOTh HAa BUCOKY MOX/IMBICTE MEIMKAMEHTO3HOTO ypaXkKeHHs
MEeYiHKH.

Ha migcraBi mmx pesynpTaTiB Ta iHIMX KIIHIYHEX 1ab0paTOpHUX
JOCII/DKeHb, KIIHIYHMX CHMOTOMIB Ta TOro (akty, IO IOPYIICHHA
(YHKIIT MEYiHKY € 3araJbHOBiIOMOO MOOIYHOIO peakIliero mipa3uHaMiy,
Oyno npuitHATO 0 yBary, o ropyueHHs (GyHKUil Ne4iHKH, Opo sKy
MOBIZIOMIISUIIH Y 1kOro cy6’ekra, Oysia ClpUYMHEHA MeJUKAMEHTO3HUM
ypaXKeHHSAM [EUiHKH.




214

3) Cepen 9 cyG'exrie, y sxux crocrepiranacs MOpyINeHHsS (YHKIT
nevinku, ACT 36insmmses y 7 cy6'exris, a AJIT - y Bcix cy0'ekris, a
OIIiHKA 3a JiarHOCTHYHUMH kpurepismu JDDW ctanosuna 5 a6o 6inbme y
BCiX cy0'exriB. [Topymenns dyHkuii neuinku - ue nobpe Bimoma nobiuna
peakuis mipasuHaminy. Ha migcTaBi Lux BUCHOBKIB Oyno npuitHaTo 10
YBArd, WO NOPYITeHHs QyHKLUT IeYiHKH, TIPO AKY NOBLIOMIIAIOCS B IEOMY
JOCITipKeHH], Oyla CIPpUMHHEHA MeMKaMEHTO3HIM YPAXKSHHSAM MeqiHKIL.
4) PiBeHb cey0BOT KHCIIOTH B KPOBi 3pOCTaB IIic/s caMOCTifHOTO npuiiomy
mipasvHaMily 3 IMOJaNbIIAM IOBITEHUM MigBHMINEHHSM. Bin e Oinpie
30UIBIIMBCS NIPY OJTHOYACHOMY 3acTOCyBaHHi (apimipasipy i MOBEPHYBCS
JI0 BUXiIHOTO PiBHs NPY MOAAMbIIKX 06CTeKeHHsAX. 3 iHIOro GOKY, piBeHb
cevoBoi KucoTH B cedi (12-rogunnnit 36ip ceui) Ta piBeHs KpeaTHHIHY B
cedi (12-rogmummit 36ip cedi) SHIKYIOTECS TpPH  OHOYACHOMY
3acTocyBaHHi (hasimipagipy.

5) Cykynua AUC ¢asiniparipy Ta 3MiHa piBHs ce40BOT KMCIOTH B KPOBI
Bi/l BUXIAHOTO piBHA /10 BBeJeHHS (asinipasipy KopesoBanu yepes oxuH
JIeHb TICJIA 3aBEPIIEHHS BBCACHHS JOCIIKYBAHOTO TIpenapary (IeHs 16)
(koediuient Binmomenns: 0,504). Cykynsa AUC M1 Ta 3mina pisHs
CEYOBOI KHCJIOTH B KPOBI Bijl BUXi/JHOTO piBHs 10 BBeaeHHs (aBimipaBipy
HE KOPEJIIOBA/IM MTi1 9ac BBeAeHHs darinipaBipy (koedillicHT BiHOMEHHS:
0,100 abo menme). Konnenrpauis nipasusaminy B miasmi Kposi Ta 3mina
PIBHS CEYOBOI KMCIIOTH B KPOBi He KOPEJIOBANM MPOTATOM JIOCIIiIKEHHSI
(xoediuient imnomenns: 0,100 abo MeHme); oaHAK KOHIEHTpAIlis
Mipa3svHOBOI KMCJIOTH Y IUIa3Mi KpOBi Ta 3MiHa piBHA ce4OBOT KHCIOTH B
KPOBi KOPEIOBAJIH TICIA 5-r0 AHsA caMOCTIHHOIO MpUOMY MipasuHaMiTy
(5-ro nus1) (xoediuient BimHowenns: 0,366 o 0,537). Tomy BBaxanocs,
mo (Qapinipaip Ta mipasMHOBa KucioTa GepyTh YuacTh y MiJBMIIEHHI
piBHS ce4yoBOi KHMCIOTH B KpoBi. Kpim Toro, piBeHb c€4OBOI KHCIIOTH B
KPOBI Tic/Is 0/IHOPa30BOT0 BBEACHHS IIipa3MHAMIy Ta MAKCHMAaJIbHA 3MiHa
PiBHS CEYOBOI KMCIOTH B KPOBI Bifl L€l BEJMYMHH HE KOPETIOBAIH
(xoediuient BigHomenns: 0,100 abo menme). Omxe, BRaKamOCH, 0 HA
MiIBUIIEHHS NPU OJHOYACHMH npuifom QarimipaBipy He BIUIMBAB Ha
piBEHb CEYOBOi KHCJIOTH B KpOBi IIicis CaMOCTIHHOro mpuiioMmy
mipasuHaMify. JlocnipkyBanu piBeHb KPeaTHHIHY Ta CEYOBOI KHMCJIOTH B
ceui, KJIipeHC ceqoBOl KHCIOTH Ta KIIPEHC KpeaTuHiHy, i BBaXanocs, 1o
oaHOYacHHH npuiiom dasinipaBipy 3MeHIIY€E BUBEAEHHA C€UY0BOT KHCIIOTH
yepes HUPKH.

6) IlpoTarom mnepiogy mocnifpkeHHss He OyJlO BHSBJIEHO KIIHIUYHO
3HAaYyLIMX 3MiH MO0 KMTTEBO BAXJIMBUX NOKasHHKIB Ta EKI y 12
BiBEIEHHAX.

22. BucHorok
(3aKITFOYEHHS)

QapimnipaBip HaBpsA[ YM MOXKE CHHEPri4HO MiJBHMILHTH PiBEHb CEYOBOI
KHMCJIOTH B KPOBi, HABiTh AKIO HOTO OJIHOYACHO BBOJIMIIH 3 IperapaTaMH,
KiacupikOBaHUMHM 32 TUIIOM SIK IPETIApAT, IO 3MEHIIY€E €KCKpelii ceyoBoil
kucnoTH. OHak 0coONUBY yBary clijl IPUIUISTH NalieHTaM i3 Noaarporo
abo mojarporo B aHaMHe3i Ta TAI[i€eHTaM i3 BHCOKHMM piBHEM Ce4OBOI
kucnot B KpoBi. Kpim Toro, ¢asinipasip ciig Brogutn obepexHO npH
OJHOYAaCHOMY 3acCTOCYBaHHI 3 Mipa3sHMHAMIJOM, OCKIJILKH He MOXHa
OCTATOYHO 3alepevyBaTH, IO OJHOYACHWHA mnpHitoMm ¢agimipaBipy 3
Hipa3uHaMiIoOM MOK€ 30UIBIIMTH YacTOTy ab0 TSKKICTh IMOPYIICHHS
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GyHKUil nediHKM, WO € HeCTPUATIMBHM SBHINEM, XapaKTepHUM 1A
nipa3zuHamiy.

3asBHUK (B/JIACHHK peecTpaniiiHoOro nmoceiguenns)

ITignuc Mlignuc/
Jlata 25.10.2020
Ilorne iM’g Ta nocaga Hp. Hnda @apxan [laitx MBBC, M1

(Dr. Shifa Farhan Shaikh MBBS, MD)

Bemyunit cienianict MeI4HOrO Ta peryasTOPHOrO
AcCllapTaMEHTy

(Lead — Medico Regulatory Affairs)
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1. Name of the
Medicinal Product
(Marketing
Authorization No.,
if any)

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

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

4, Performed
studies

X 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

T705aJP118

Additional High-Dose Repeated-Dose Study to Investigate the
Pharmacokinetics and Tolerability of Favipiravir in Healthy Volunteers
— To Investigate Dosage and Administration in Taking into
Consideration Dosage and Administration in the United States —

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Medipolis Medical Research Institute, CPC Clinical Trial Hospital
From January 30, 2013 to April 5, 2013

8. Countries where

the clinical trial was
held

Japan

9.  Number
subjects

of

32

10. Objective and
secondary goals of
the clinical trial

To investigate the pharmacokinetics, safety and tolerability during repeated
dosing of favipiravir to healthy adult males from Day 1 until the morning of

Day 6.

11. Clinical trial | Randomized, placebo-controlled, double-blind study
design
12. Main entry | 1) Criteria to be satisfied at the time of screening

criteria
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a) Individuals between the ages of 20 ~ 39 years old on the date of the
acquisition of informed consent

b) Individuals with a body weight that is at least 56.0 kg, and with a BMI
[body weight (kg) / {height (m)}2] that is within the range of 18.5 ~ 30.0
kg/m2

¢) Individuals judged to be healthy by the principal investigator based on the
clinical laboratory tests, vital signs, ECG and other clinical findings

d) Individuals who understand the details of this clinical study and are
capable of voluntarily providing consent in writing to participate in the study
2) Criteria to be satisfied one day prior to the start of dosing

a) Individuals who have not smoked or used any products containing nicotine
during the 90- day period prior to the start of the study drug dosing

b) Individuals judged to be healthy by the principal investigator based on the
clinical laboratory tests, vital signs, ECG and other clinical findings

¢) Individuals who do not wish to conceive with their partners during the
period up to 90 days after the completion of the study drug dosing

d) Individuals who understand the details of this clinical study and are
capable of voluntarily providing consent in writing to participate in the study

13. Studied drug,
posology, strength

Study drug, serial number:

T705a tablet [200]: MAS506F200

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

Dose and mode of administration:

(1) (1) Dose levels

- Group 1: (BID Cohort 1)

Twice daily dosing of 1600 mg per dose on Day 1, twice daily dosing of 400
mg per dose from

Day 2 to Day 5, and single dosing of 400 mg on Day 6 for a total of 6
treatments

- Group 1: (BID Cohort 2)

Twice daily dosing of 1200 mg per dose on Day 1, twice daily dosing of 600
mg per dose from

Day 2 to Day 5, and single dosing of 600 mg on Day 6 for a total of 6
treatments

- Group 2: (TID Cohort 3)

Administration of 1600 mg for the first dose on Day 1 followed by
administration of 400 mg per

dose for the second and third doses on Day 1, dosing of 400 mg per dose
three times a day from

Day 2 to Day 5, and single dosing of 400 mg on Day 6 for a total of 6 days
of treatments

- Group 2: (TID Cohort 4)

Administration of 2000 mg for the first dose on Day 1 followed by
administration of 400 mg per

dose for the second and third doses on Day 1, dosing of 400 mg per dose
three times a day from

Day 2 to Day 5, and single dosing of 400 mg on Day 6 for a total of 6 days
of treatments

14.  Comparator,
dosage, posology,
strength

placebo
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15. Concomitant

therapy

The stipulations regarding drugs and therapies for use were defined as shown
below.

(1) Concomitant drugs

The use of any drugs other than the study drug (including over-the-counter
drugs, traditional Chinese medicine and nutritional supplements) shall be
prohibited during the period from the time of the first study drug dosing and
until the completion of the tests on Day 13. However, concomitant use shall
be permitted if judged by the principal investigator or subinvestigator to be
necessary or unavoidable. In the event of the use of a drug other than the
study drug, the usage status shall be recorded.

If the principal investigator or subinvestigator judged that the concomitant
use of a drug met the criteria for discontinuation for the subject concerned
the participation of the subject concerned shall be discontinued.

(2) Concomitant therapies

The implementation of any therapies or actions that could have an impact on
the pharmacokinetics and safety of the study drug shall be prohibited during
the period from the time of the first study drug dosing and until the
completion of the tests on Day 13. However, concomitant use shall be
permitted if judged by the principal investigator or subinvestigator to be
necessary or unavoidable. In the event of the implementation of a
concomitant therapy, the implementation status shall be recorded.

If the principal investigator or subinvestigator judged that the
implementation of concomitant therapy met the criteria for discontinuation
for the subject concerned, the participation of the subject concerned shall be
discontinued.

16.
Endpoints

Efficacy

1) Analysis of the pharmacokinetics

1) The changes in the plasma concentrations of favipiravir and M1 are
presented.

2) The pharmacokinetic parameters for favipiravir and M1 were calculated
using a noncompartmental analytical method. The summary statistics for the
pharmacokinetic parameters were also displayed for each treatment group
and for each dosing timing. The pharmacokinetic parameters to be calculated
were as shown below.

Cmax, AUC, AUCO-t, AUCt, AUCO0-t/AUC, t1/2, tmax, CL/F (only for
favipiravir), MRT, Vd/F (only for favipiravir)

3) The Cmin was calculated for each treatment group and for each dosing,
and the ratio for the Cmin after the second dose on Day 1 in relation to the
C12 was calculated for the 1600/400 mg BID group and the 1200/600 mg
BID group, while this ratio was calculated in relation to the C6 for the
1600/400 mg TID group and the 2000/400 mg TID group.

4) The actual measured values for the plasma concentration of favipiravir for
each subject and the values predicted by a simulation using an MBI-PK
model and a PPK model are presented.

5) The MBI-PK model and the PPK model were used to calculate the daily
AUC and cumulative AUC (from Day 1 to Day 5, from Day 1 to Day 6).

6) The above-noted 1), 2) and 3) were also performed for each ethnic group.

17,
Endpoints

Safety

(1) Safety

1) Severity of symptoms

The severity of the symptoms was assessed using a 3-stage scale of “Mild”,
“Moderate” and




219

*Severe” in reference to the criteria shown in the Criteria for Severity Scale,
while the grade of

the symptoms was assessed using a 5-stage scale from “Grade 1” ~ “Grade
5” in reference to the
Common Terminology Criteria for Adverse Events v3.0 (Japanese Version
JCOG/ISCO).
In the event that there was no corresponding item in the grade criteria, the
grade classification was
made in reference to the criteria for the assessment of the severity of
symptoms. The grade
classification treated “Mild” as “Grade 17, “Moderate” as “Grade 27,
“Severe” as “Grade 37, “Life-threatening or disabling” as “Grade 4”, and
“Death” as “Grade 5”.
2) Causal relationship with the study drug
The causal relationship with the study drug was assessed in reference to the
criteria shown in the criteria for the assessment of the causal relationship of
adverse events, with classifications of "1.
Definite", "2. Probable", "3. Possible", "4. Remote", and "5. Unrelated."
Adverse events for which
the causal relationship with the study drug was judged to be 1 ~ 4 were
treated as adverse events
for which it was not possible to rule out a causal relationship with the study
drug.
3) Significant adverse events
The following adverse events were treated as significant adverse events.

* Serious adverse events

= Adverse events resulting in discontinuation

» Adverse events that simultaneously satisfied the following conditions
- The severity is at least Grade 2 or is at least moderate
- A concomitant drug was used for at least 3 days for the treatment of the
adverse event

18.
methods

Statistical

Statistical method:

(1) Analysis of the pharmacokinetics

1) The changes in the plasma concentrations of favipiravir and M1 are
presented.

2) The pharmacokinetic parameters for favipiravir and M1 were calculated
using a noncompartmental analytical method. The summary statistics for the
pharmacokinetic parameters were also displayed for each treatment group
and for each dosing timing. The pharmacokinetic parameters to be calculated
were as shown below.

Cmax, AUC, AUCO0-t, AUCt, AUCO-t/AUC, t1/2, tmax, CL/F (only for
favipiravir), MRT, Vd/F (only for favipiravir)

3) The Cmin was calculated for each treatment group and for each dosing,
and the ratio for the Cmin after the second dose on Day 1 in relation to the
C12 was calculated for the 1600/400 mg BID group and the 1200/600 mg
BID group, while this ratio was calculated in relation to the C6 for the
1600/400 mg TID group and the 2000/400 mg TID group.

4) The actual measured values for the plasma concentration of favipiravir for
each subject and the values predicted by a simulation using an MBI-PK
model and a PPK model are presented.
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5) The MBI-PK model and the PPK model were used to calculate the daily
AUC and cumulative AUC (from Day 1 to Day 5, from Day 1 to Day 6).
6) The above-noted 1), 2) and 3) were also performed for each ethnic group.

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

Healthy adult males between the ages of 20 ~ 39 years old (East Asians)

20. Efficacy
Results

(1) Results for pharmacokinetics:

1) When looking at the mean plasma concentration for favipiravir, the mean
peak value was the highest at the time of the second dose on Day 1 in the
1600/400 mg BID group. The mean Cmin reached a maximum value of
45.07 pg/mL after the second dosing on Day 1, and the value

gradually dropped thereinafter as a result of the repeated dosing of 400 mg.
In the 1200/600 mg BID group, the mean peak value was highest at the time
of the dosing on Day 6. The mean Cmin was 24.34 ng/mL at the time of the
second dose on Day 1, and the value was mostly constant thereinafter as a
result of the repeated dosing of 600 mg. In the 1600/400 mg TID group, the
mean peak value was highest at the time of the initial dosing on Day 1. The
mean Cmin was 22.28 pg/mL at the time of the second dosing on Day 1 and
it was 14.72 pg/mL at the time of the third dosing on Day 1, and the value
remained mostly constant thereinafter as a result of the repeated dosing of
400 mg. In the 2000/400 TID group, the mean peak value was highest at the
time of the initial dosing on Day 1. The mean Cmin was 38.05 ug/mL at the
time of the second dosing on Day 1 and it was 26.32 pg/mL at the time of
the third dosing on Day 1, with the value remaining mostly constant
thereinafter as a result of the repeated dosing of 400 mg.

2) The number of subjects that maintained a plasma concentration for
favipiravir on Day 2 of dosing that was at least 20 pg/mL was 5 subjects in
the 1600/400 mg BID group, 3 subjects in the 1200/600 mg BID group, 2
subjects in the 1600/400 mg TID group, and 4 subjects in the 2000/400 mg
gl 15 2

3) In the 1600/400 mg BID group, 1600/400 mg TID group and the 2000/400
mg TID group, the Cmax and AUCr for favipiravir decreased in comparison
to the levels observed on Day 1 as a result of repeated dosing. On the other
hand, in the 1200/600 mg BID group, the Cmax and AUCrt increased as a
result of repeated dosing. The CL/F decreased as a result of repeated dosing
in each of the treatment groups.

4) The mean accumulation coefficient was 4.739 at the time of the second
dosing on Day 1 in the 1600/400 mg BID group, and this value dropped
gradually thereinafter. However, the mean accumulation coefficient in the
1200/600 mg BID group was 6.515 at the time of the second dosing on Day
1, and this value showed a tendency to increase thereinafter. The mean
accumulation coefficient in the 1600/400 mg TID group was 0.931 at the
time of the second dosing on Day 1, and this value remained mostly constant
thereinafter. The mean accumulation coefficient in the 2000/400 mg TID
group was 0.946 at the time of the second dosing on Day 1, and this value
remained mostly constant thereinafter.

5) The actual measured values and the values for the changes in the plasma
concentration of favipiravir that were predicted using the simulation with the
MBI-PK model were mostly in agreement in the 1600/400 mg BID group,
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the 1200/600 mg BID group, the 1600/400 mg TID group and the 2000/400
mg TID group. Further, the values for the changes in the plasma
concentration of favipiravir that were predicted using the MBI-PK model
were similar to the

values for the changes in the plasma concentration of favipiravir that were
predicted using the PPK model.

6) In all of the favipiravir treatment groups, the geometric mean for the
cumulative AUC for favipiravir from Day 1 to Day 5 of dosing was
approximately 3600 ~ approximately 4900 pg-hr/mL according to the MBI-
PK model, and was approximately 3400 ~ approximately 4800 pg-hr/mL
according to the PPK model. None of the subjects showed a value that
exceeded 9700 pg-hr/mL, at which it is believed that there will be no impacts
on the testis. Also, a correlation was

observed between the total amount that was administered (6800 ~ 8000 mg)
and the cumulative

AUC.

7) In the 1200/400 mg BID, 1200/600 mg BID, 1600/400 mg TID and
2000/400 mg TID groups, no major differences were observed between the
pharmacokinetics in Japanese subjects and the pharmacokinetics in Chinese
subjects.

21. Safety Results

Results for safety:

1) No serious adverse events including death and no significant adverse
events occurred. The incidence of adverse events was 66.7% (4/6 subjects, 5
instances) in the 1600/400 mg BID group, 100% (6/6 subjects, 9 instances)
in the 1200/600 mg BID group, 100% (6/6 subjects, 8 instances) in the
1600/400 mg TID group, 66.7% (4/6 subjects, 5 instances) in the 2000/400
mg TID group, and 12.5% (1/8 subjects, 1 instance) in the placebo treatment
group. The incidence of adverse events for which it was not possible to rule
out a causal relationship with the study drug was 66.7% (4/6 subjects, 5
instances) in the 1600/400 mg BID group, 100% (6/6 subjects, 9 instances)
in the 1200/600 mg BID group, 100% (6/6 subjects, 7 instances) in the
1600/400 mg

TID group, 66.7% (4/6 subjects, 4 instances) in the 2000/400 mg TID group,
and 12.5% (1/8 subjects, 1 instance) in the placebo treatment group. Each of
these adverse events was mild in severity.

2) The incidence of an increase in the blood uric acid level, which was
observed at the highest frequency, was 66.7% (4/6 subjects, 4 instances) in
the 1600/400 mg BID group, 100% (6/6 subjects, 6 instances) in the
1200/600 mg BID group, 100% (6/6 subjects, 6 instances) in the 1600/400
mg TID group, and 66.7% (4/6 subjects, 4 instances) in the 2000/400 mg
TID group.

Each of these events was mild in severity, and it was judged that there was a
definite causal relationship in each case. The values decreased on Day 8 of
dosing (2 days after the completion of dosing), and the levels had returned
to the normal range in all of the subjects by Day 13 (7 days after the
completion of dosing). No gout attacks associated with the increase in the
blood uric acid levels were observed.

3) In each treatment group, the rate of contribution in the cumulative AUC
and the maximum amount of change in the blood uric acid level was
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approximately 0.8 ~ 0.9 according to both the MBI-PK model and the PPK
model, and a positive correlation was observed.

4) No changes believed to be clinically significant were observed in any of
the subjects in the endocrinological tests.

5) No clinically significant findings were observed in the vital signs or 12-
lead ECG throughout the study period.

22. Conclusions

The pharmacokinetics and safety were investigated using the 1600/400 mg
BID group, the 1200/600 mg BID group, the 1600/400 mg TID group and
the 2000/400 mg TID group. It was possible to confirm tolerability in all of
the favipiravir treatment groups, and based on the fact that there were no
major differences in the type or frequency of the occurrence of the adverse
events observed to date, there were indications that these dose levels may be
used as clinical dose levels.
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1o Ilopsaaxy npoBeeHHS €KCIIEPTU3H
peecTpanifinux MaTepialiB Ha JIiKapceki 3aco0u,
110 [I0JAI0THCS Ha JePIKaBHY

peecTpallito (nepepeecTpalliio), a TaKoxK
€KCIIEPTU3U MaTepialiB Mpo BHECEHHS 3MiH J10
peecTpaniifHux MaTepianis mpotsarom it
peecTpaliiiHoro noceiguenss (nyskt 4 posainy IV)

3BIT
IIPO KJIiHIYHEe BUNTPOOYBAHHSA
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1. HazBa
JKapchKOro 3acody
(3a HasBHOCTI —

ABIT'AH (®asinipagip) tabnerku no 200 mr

HOMep

peecTpauiifHoro

MIOCBiTYCHHS)

2. 3a9BHUK H-p Penni’c JlabGopatopic JItn; 8-2-337, Poya Ne 3, banmxapa Ximwis,
Xatinepaban, Tenanrana — 500 034, Iunis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuuxk TOSAMA ®EKTOPI @V]KUOIIIBM TOAMA KEMIKAJI KO., JIT/;

4-1, IMumo-Oxyi 2-Yome, Tosima-1uu, Tosima, SAnonis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. Tlposeaeni
OCJIKESHHS

X rax [ mi  sxmo Hi, BKa3aTH npuyumMHM

1) Tin nikapchKoro
3aco0y, 3a AKUM
npoBouIacs abo

JlikapceKuii 3aci6 3 MOBHUM 10Che (ABTOHOMHE /IOChE)

TUIAHYE€ThCS

peecTpallis

5. IloBHa Ha3Ba T705aJP118

KJIIHIYHOTO JoaaTkoBe JOCHIIKEHHS 3 IOBTOPHUMH BBeIeHHSIM BHCOKHX /103, LISt
BUIIPOOYBaHH, aoctikeHHs papMakoKiHeTHKH Ta mepeHocuMocTi ¢asinipasipy y
KOJIOBaHUi1 HOMep 3A0POBHX 100pOROJILLIB

KJIIHIYHOTO - JlocaiiuTH X03YBAHHS Ta BBEACHHHA 3 ypaxyBaHHSAM [J03yBaHHsS Ta
BUIIPOOYBAHHS BBeJIeHHsl, Ki 3acTocoByBajncs B Cnonyuennx Ilrarax -

6. @aza xiiniunoro | ®azal,

BUIIPOOYBaHHA

7. Iepioxn Medipolis Medical Research Institute, CPC Clinical Trial Hospital
NPOBE/ICHHS

KJTIHIYHOTO 3 30 ciuns 2013 poky no 5 keitHa 2013 poky

BUIIPOOYBaHHS

8. Kpainu, ae Snonis

IIPOBOIMIIOCS

KJIiH{YHEe

BUNPOOYBaHHSA
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9. Kinmpkicts 32

JIOCITIJDKYBaHUX

10. Mera ta Bupuyenns c¢apmakokiHeTuku, Oe3nekH Ta IEPEHOCHMOCTI IIij yac
BTOPUHHI 11iMi TIOBTOPHOrO BReJIeHHs 103 (haBinipasipy 370pOBUM JOPOCIMM YOJIOBIKAM
KJIIHIYHOTO 3 1-ro aHs 10 paHKy 6-ro AHS.

BUNPOOYBaHHs

11. Muzaiin PanniomizoBane, ranebo KOHTPOJILOBaHE, MOABIMHE ClIille JOCIiKeHHs
KJIIHIYHOTO

BUNpOOYBaHHS

12. OcHoBHi 1) Kpurepii, siki HeoOXiJHO BUKOHATH JUTS BKIIFOYEHHS, I1i] 4aC CKPUHIHTY

KpHUTePil BKIIOYSHHS

a) Ocobu BikoM Bix 20 10 39 pokiB Ha MOMeHT niAnucanHs iHpopMoBaHOT
3TOIH.

b) Ocobu 3 macoro Tina He menie 56,0 kr ta 3 IMT [Bara Tina (xr) / {3picT
(M)} 2], sxuit 3HaX0UTECS B Meskax 18,5 ~ 30,0 kr / M2

B) Ocobu, SKUX TOJIOBHMH [OCHiJIHMK BU3HAB 3JOPOBMMH Ha IifICTaBi
KJTiHIKO-1a00paTOPHUX JOCIIIKEeHb, J)KUTTEBO BaXJIMBHX MOKasHUKiB, EKI®
T4 IHIHX KIIHIYHUX JaHUX.

r) Ocobu, siKi po3yMirOTh JIeTalli IBOTO KIIHIMHOIO JOCIIIKESHHS Ta 3TOTHI
IOOpOBLILHO HAATH MTMCHMOBY 3rO/Iy Ha YUacTh Y JOCII/DKEHHI.

2) Kpurepil, ki c1ifi BAKOHATH 3a JIEHb 10 [10YaTKY J103yBaHHI

a) Ocobu, sIKi He MaJMIN Ta He BXUBAIM KOJAHUX MPOAYKTIB, IO MICTATh
HiKOTHH, mpoTaroM 90 AHIB J0 MoYaTKy A03yBaHHS JIOCIiKYBaHOIO
npenapary.

b) Ocobu, AKHMX TOJOBHMI NOCHIAHMK BHM3HAB 3J0POBMMM Ha OCHOBI
KJTiHIKO- J1a00paTOPHUX JOCIHI/KEHb, KUTTEBO BAXIMBHUX IOKa3HHUKIB,
EKI" Ta iHIIMX KIIHIYHUX JTaHUX.

B) Ocobu, siki He IUTAHYIOTH BAariTHOCTI 31 CBOIMH MapTHEpaMM IPOTATOM
nepiogy m0 90 auie micis 3aBeplICHHS MO3YBaHHS OCIIKYBaHOIO
npernapary.

r) Ocobu, sKi po3yMitOTh JeTai HOro KIiHIYHOTO TOCIIKEHHA Ta 3ro/IHi
JIOOPOEBIJIBHO HAJATH MUCEMOBY 3r0J1y Ha y4acTh Y HOCIIDKEHHI.

13. MocnimxyBaHuit
JiKapchKHi 3acio,
croci6
3aCTOCYBaHHsA, CHJIA
b1

HocnipkyBanuit npenapat, cepifiHuii Homep:

Tabnerxa T705a [200]: MAS06F200

Ta6nerka T-705a [rrane6o (100)]: LE602F100

Jo3a Ta crioci6 3acTocyBaH,Hs:

(1) (1) PiBHi no3

- I'pyna 1: (xoropra BID 1)

Josysauns: y 1-i gens 1600 mr aBivi Ha fieHs, 3 2 10 5 nenb 400 Mr aBivi
Ha JIeHb, Ha 6 ienb 400 Mr ogHOpa30Be BBEJCHHS, B LlioMy 6 JIHiB.

- I'pyna 1: (xoropra BID 2)

Jo3ysanns: 1-ro aus 1200 mr asiui Ha geHs, 3 2 o 5 nenk 600 Mr aBivi Ha
neHs, 6-it nens 600 Mr oJIHOpa30Be BBEACHHS, B LIiIoMy 6 JIHiB.

- I'pyna 2: (xoropra TID 3)

Ho3zysauus: 1 penp 1600 Mr ans nmepiuoi 1034 3 HACTYITHUM BBEICHHSAM
400 mr ay1s gpyroi Ta TpeThol 403 B TOH e 1-i aens, 2 - 5 mens 400 mr
Tpudi Ha JeHsb, 6 aeHs 400 Mr 0HOpa3oBe BBEJEHHS, B UioMy 6 JHIB.

- I'pyma 2: (koropra TID 4)

Josysanus: 1-# gens 2000 Mr st nepmoi go3u ta 400 Mr s

I7Is Apyroi Ta TpeThol J03u Toi e Ha 1-i aeHs, 2 - 5 nens 400 mr TpUUi
Ha JIeHb, 6 1eHb 400 M 0JHOPa30BE BBEJICHHS, B LIIIoMY 6 [IHIB.
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14. Ilpenapar
MOpiBHSIHHS, 1033,
criocit
3aCTOCYBaHHS, CHJIa
ail

ITnameto

15. CynyTHsa Tepamis

[TonoskeHHs MONO MiKAPCHKMX 3acoDiB Ta METOHIB JiKyBaHHs Oyian
BU3HAYEHI, K PEICTABJICHO HIDKYE.

(1) CynyTni npenaparu

BukopucTanus Oy/ip-KMX IHIOMX TpenapariB, KpiM HOCIiIKyBaHOTO
(Bkmouaroyn Ge3 peLenTypHi JiKM, KMTaHCBKI POC/IMHHI TpenapaTtd Ta
Xap4oBi 106aBKH), 3a00POHAETHCA MPOTATOM IEPIOAY 3 MOMEHTY IIEpLIOIO
JI03YBaHHs JIOCIKYBAaHOTO IIperapary i 10 3aBeplIeHHS TecTiB Ha 13
nenb. OfiHaK, OJTHOYACHE BUKOPUCTAHHS JO3BOJSETHCS, SKINO I'OJOBHUIA
nocniHuk abo cyOGpocniIHUK J0CTipKeHHS BBaXkae 1e HeoOXimHuM abo
HEMUHY4MM. Y pasi BUKOPHCTAHHS JIIKAPCBEKOro 3acoly, BIAMIHHOIO Bif
JOCITJDKYBAHOTO, CJTiJ] pEECTPYBATH CTATYC BUKOPHUCTAHHS.

Sxmo ronoBHUH mochinHUK abo cyOIOCHiIHUK BUPILIKB, IO OAHOYACHE
BXXUBAHHS [Iperapaty BiANOBIJIa€ KPUTEPiAM NMPUIMHEHHS DOCIiIKESHHS
JUTS BIATIORIAHOTO cy0'eKTa, y4acTh RiINORIAHOTO cyb'eKTa MPUITMHAETHC.
(2) CynyTHs Teparis

3actocyBaHHS Oyb-SIKMX METO/IB Tepartii abo i, SKi MOXKYTEH BILUTHHYTH
Ha (apmakokiHeTMky Ta Oe3leky JIOC/IPKYBAaHOrO IIpernapary,
3a00pOHAETBCS TIPOTArOM IIEPioAy 3 MOMEHTY TMEpIIOro J03YBaHHA
JIOCITI/IKYBAHOT'O MperapaTy i 10 3aBeplieHHs TecTiB Ha 13 neHs. OgHak
CYMyTHS Teparlis MOXK€ MO3BOJATHCS, SIKIO TOJOBHHUI JocHiAHMK abo
cyOjocIiiHUK BBakae ue HeoOXigHMM abo HeMHMHyuuMM. VY pasi
MIPOBEACHHS CYIyTHBOI Teparlil peecTpyeThCs cTaTyC peanizarii.

S rosIoBHME HOCHigHEK ab0o cyOIOCTiIHUK BHUPIIMB, O 3/1HCHEHHA
CYIyTHBOI Teparii BiNoBiae KpUTEPisM BUKIIFOUSHHS 3 JOCII/UKEHHA 1714
BiinoBiIHOrO Cy6'eXTa, y4acTh BiANOBiAHOrO cy6'eKTa IPUITHHAETHCA.

16. Kpurepii oninku
eeKTHBHOCTI

1) Ananiz dpapMakoKiHETHKH

1) IIpeacraBiieHo 3MiHu KOHUEHTpawii Gpaginipasipy Ta M1 y masmi kposi.
2) ®apmakokiHeTHYHI mapameTpu ¢asinipasipy Ta M1 0ynu pospaxosani
3 BHKOPUCTAHHSAM aHAJITHYHOTO METOAY, IO HE € KOMIAPTMCHTHHIA.
3BejieHi CTATUCTUYHI JaHi Moo (apMaKoKiHETHYHHUX MapaMeTpiB TaKoXK
Oyiu BigoOpaskeHi 11si KOXKHOT rPpyIH JIKYBaHHS Ta IS KOMKHOTO Iepiony
nosyeanus. DapMakokiHeTH4YHi mapaMeTpH, ski moTpibHo Oyno
po3paxyBaTH, II0Ka3aHi HIXKYE.

Cmax, AUC, AUCo+, AUCt, AUCo/AUC, tia, tmax, CL/F (Tineku s
dasinipasipy), MRT, Vd/F (nuwe ais dasinipasipy)

3) Cmin po3paxoByBaly U KOXHOI I'PYMH JIKyBaHHS Ta JUIA KOXHOTO
J03yBaHHs, a CriBBiHOWEHH S Cmin Iic/1s ApyTol 1034 Ha 1-i AeHs o0
C12 pospaxosysanu juis rpymu 1600/400 mr BID Ta 1200/600 mr BID
rpyny, TOAi K Le criBBiAHOMmMeEHHs Oyno pospaxoBaHo BigHocHo C6 ayst
rpymu 1600/400 mr TID Tta rpymu 2000/400 mr TID.

4) IpencTapieHi GakTHyHi BUMIpsHi 3HAYSHHS IU1a3MOBOI KOHLEHTpALL
dapinipasipy ms KoxHoro cyG'ekra Ta 3Ha4CHHA, AKi 3MOJIENBOBAHI i3
prkopuctannsM mojeni MBI-PK Ta moneni PPK.
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5) Mogaens MBI-PK Ta Mozens PPK BukopucToBYBammcs s PO3paxyHKy
no6osoi AUC Ta kymymsaruHoi AUC (3 1-ro mo 5-if jeHb, 3 1-ro mo 6-i
JIEHB).

6) Buesasnaueni mynxru 1), 2) Ta 3) Takox BHKOHYBAIMCh TS KOYKHOL
€THIYHOT IPYIIH.

17. Kpurepii ouinku
Oesnexu

(1) be3zneka

1) TspxkicTs cUMITOMIB

Ilo6iuni sBuma KinacupikyBamuch 3a 3-6anbHOIO IIKAJIOK TSKKOCTI
(«JIerkay, «ITomipna» a6o «Tskkay), mocuiarouncs Ha «Kpurepii mkam
TSDKKOCTI» Ta 3a 5-GanpHoro mkanowo (Big 1 mo 5), NOCHIAaKYHCh Ha
3araibHi TepMinonorivyHi kpurepii NCI mo/10 HecnpusTiueux moiit v.3.0
(anonceka Bepeis JCOG / JSCO).

Hxuio noGiuna peakuis He BIANOBIgAE 5KOAHIH OLHII 3 BUINE HABeIEHHX,
1i OL[IHIOBA/IM 32 NMOCHIAHHIM HA INKAIY KPUTEpiiB TSHKKOCTI CHMIITOMIB.
«Jlerxuity, «ITomipuuity, « Tskkuiny, «3arposkye KUTTIo a60o iHBaTiHM3yen
Ta «CMmepTh, MOB'A3aHa 3 MOGIYHMM sBMIEM» Bimosigama «l-my
CTYIIEHIO», «2-My CTYICHIO», «3-MY CTYICHION, «4-My CTYNEHIO» Ta «5-My
CTYIIEHIO» BiATIOBIIHO.

2) IlpuuuHHO-HACTIAKOBHIT 3B'A30K i3 JIOCHIKYBaHHM IIpenapaToM
OUiHIOBaIM 33 INKajgol 3 m'atw kareropiit 1. «JlocToBipHuity, 2.
<<ﬁMOBipHHﬁ>>, 3. «Moxnmueuity, 4. «Bigmanenuit» ato 5. «bes
HOOCTOBIpHOrO  3B’S3Ky», BignoBigHo jgo «Kpurepiis npuuunno-
HACJTI/TKOBOTO 3B'I3KYy HeCNpHATIMBUX sABUI. Hebaxani aumia, omineni
Ak 1-4, po3risanych SK NOB'A3aHi 3 JOCIIDKYBAaHUM IIPENapaToM.

3) 3nayni mobivni sBuILa

IToGiuHi SBMINA, 10 IPU3BOISLTE JI0 BUKJIFOUEHHS 3 JOCIIHKeHHS

[ToGiuni ABMIa, SKi BiAMOBIIAIOTE 060M KPUTEPisAM, 3a3HAYECHUM HIKUE

- Cryninp TKKOCTI — cTyminb 2 abo Bumie, abo MOMIpPHOrO CTYIEHS
TSDKKOCTI a00 BHILIE

- CymyTHi nixapceki 3acobu Juis nikyBaHHS MOGIYHOT JIiT 3aCTOCOBYHOTBCS
npotaroM 3 aHiB abo moBuIe

Cepito3ni nobiuni sBuLIa

18. CratucTruni
MCETOOHU

CratucTUuHuU MeTo:

(1) Ananis papmakokiHeTUKH

1) IlpeacTaBaeHo 3MiHu KoHUEHTpaLii (asinipasipy Ta M1 y miasmi kposi.
2) ®apmakokiHeTH4HI napaMeTpH ¢asinipaBipy Ta M1 6ynu po3paxosaHi
3 BHKOPMCTaHHAM AHAJITUYHOIO METOAY, IO HE € KOMMApTMEHTHHIA.
3BeJIeH] CTaTUCTHYHI J1aHi, Ioxo GpapMaKOKiHETHYHHX MapaMeTpiB TAKOXK
Oymu BigoOpaskeHi IJIst KOXKHOT MPYIH JIKYBaHHS Ta AJIs KOKHOTO Mepioay
nosysaHHs. (DapMakokiHeTH4YHI mapaMeTpd, SKi moTpibHO OyIo
po3paxyBaTH, ITOKa3aHi HUKYE.

Cmax, AUC, AUCot, AUCt, AUCo/AUC, ti2, tmax, CL/F (Tinekm ans
¢aginiparipy), MRT, Vd/F (muine noia daginipagipy)

3) Cmin pO3paxoByBalM JUIS KOXHOI IpYIM JTIKYBaHHS Ta JUIS KOXHOIO
J103yBaHH#, a criBBigHOWeHH Cmin micns apyrol Ao3u Ha 1-if 1eHb MO0
C12 pospaxorysanu ans rpynu 1600/400 mr BID ta 1200/600 mr BID
rpyIH, TOJI AK 1Ie CHiBBigHOIEHHs OyI0 po3paxoBaHo BigHocHO C6 ans
rpymu 1600/400 mr TID Ta rpymu 2000/400 mr TID.
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4) IlpeacrapneHi pakTHYHO BUMIpsiHI 3HAYEHHS IIa3MOBO] KOHLEHTpaIlil
hagimipaipy s koxkHOro cy6'ekTa Ta 3HaueHHS, 3MONENBHOBAHI 3
BUKOpHcTaHHam Moeni MBI-PK ta mozeni PPK.

5) Monens MBI-PK Ta Moaens PPK sukopycToByBammcs s PO3paxyHKy
106080l AUC Tta kymymsrusHoi AUC (3 1-ro no 5-it sess, 3 1-ro no 6-it
JICHB).

6) Buwesasnaueni mynxry 1), 2) Ta 3) Takos BUKOHYBAJHCH IS KOKHOT
€THIYHOI rpYIIH.

19. Hemorpadiuni
MOKa3HUKH
JOCHIIXKYBaHOT
nonysuii (cTars,
BiK, paca, TOIo)

3noposi gopocii yonosiku y Biwi Bix 20 1o 39 pokis (cxigui asiaT)

20, PesyneraTu
e(eKTHBHOCTI

(1) PesynpraTy 1moa0 papmMakokiHeTHKH:

1) SIkwo posrnsagaTv cepeliHIO KOHIEHTpalio (asimipagipy B mmasmi,
Cepe/iHe MiKoBe 3HaueHHS Oyno HallBUILMM Ha MOMEHT BBEICHHS APYrol
no3u l-ro gua y rpyni 1600/400 mr BID. Cepenne 3nauents Cmin ZOCSTIIO
MaKCHMalIbHOro 3Ha4eHHA 45,07 MKr/MII I1ic/ist APyroro A03yBaHHS B JICHb
1 Ta 3HaYEHHs MOCTYIOBO 3HMKYBAJIACs JaJIi B pe3yJibTati 6araropazoBoro
nosysaHHsa 400 mr. ¥V rpyni 1200/600 mr BID cepenne nikose 3HaueHHA
OyJ10 Ha¥BUIIMM Ha MOMEHT BBEICHHS 1031 6-10 jHst. Cepe/iHe 3HAYeHHS
Cnin cTanoBMI0 24,34 MKI/MJI HA MOMEHT BBeICHHS Ipyrol 1034 1-ro qus,
1 ne 3HayeHHs Oyno 3ae6inelmoro mocTiliHHM Hajani B pe3ynbTaTi
GararopasoBoro ao3yeauts 600 mr. V rpyni 1600/400 mr na 106y,
Cepe/IHE MiKOBe 3HaYeHHs OYJI0 HaMBUIIIUM HA MOMEHT IIEPIIOTO BBEACHHS
B 1-ii genn. Cepeane 3HaueHHs] Cmin CTAHOBWIO 22,28 MKI/MII ITijl 4ac
apyroro BeejieHHs B 1-if geHp i craHoBwio 14,72 MKr/mil HA MOMEHT
TPETBOrO BBEJEHHA B 1-ii JeHb, 1 3HAYCHHS B MOJAIBLIOMY 3aIHINAIOCH
37e01IBIIOro nocTiHUM B pesyibsrari 6araTtopasoBoro Beenenns 400 mr.
Y rpyni 2000/400 TID cepexne mikoBe 3HaueHHs Oya0 HaHBHMINMM Ha
MOMEHT Iieplroro BBeAeHHA B 1-H geHb. CepenHe 3HaueHHA Chmin
craHoBwi1o 38,05 MKr/Mi Ha MOMEHT APYroro BBeJIeHHS B 1-H jieHb i
CTaHOBMJIO 26,32 MKI/MI MiJ| Yac TPETHOro BBEJEHHs Ha 1-if JeHs, npu
LbOMY BeJIMYMHA 3aJIMINAETHCS B OCHOBHOMY IIOCTIMHOKO INCIS LBOTO B
pe3yJIbTaTi MOBTOPHOTO Ao3yBaHHs 400 Mr.

2) KinekicTs mamieHTiB, AKi HiATpUMyBalM IUIa3MOBY KOHICHTPALIiIO
dasinipasipy Ha 2-i JeHb A03yBaHHs, sIKA CTAHOBWJIA LIOHaiiMeHmie 20
MKT/MJ1, cTaHoBMIA 5 ocib y rpymi 1600/400 mr xBa pasu Ha 100y, 3 ocobu
y rpymi 1200/600 mr 2 paszu Ha 106y, 2 cy6'extu y rpymi 1600/400 mr TID,
Ta 4 BunpobosyBanux y 2000/400 mr TID.

3) V rpymnax mo npuiimamu 1600/400 mr aea pasu Ha 100y, 1600/400 mr
Tpu pa3u Ha 100y, ta 2000/400 mr tpu pasu Ha 100y Cmaex Ta AUCT mist
(haBinipaBipy 3HH3UITUCS ITOPIBHIHO 3 PIBHAMMU, IO CIIOCTEpiranucey Ha 1-
My JIHI B pe3yNbTaTi IMOBTOPHOIO J03yBaHHsA. 3 iHwWoOro Ooky, y rpymi
1200/600 mr BID Cmax Ta AUCT 3poctanu B pe3ynsTari 6araTopazoBoro
nosyBanus. CL/F 3umxyBaBcst B pe3ysbraTi MOBTOPHOIO JO3YBAHHS Y
KOXHi# 3 rpym JiKyBaHHS.

4) CepenHiit koediuienT HakonuyeHHs ctaHoBuB 4,739 mix vac apyroro
no3yBaHHs 1-ro mus y rpymi 1600/400 mr BID, i e 3HaYeHHs 3rofoMm
NOCTYIIOBO 3HIDKYRanock. OaHak cepeiHill koedillieHT HAKOIMYECHHS B
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rpymni 1200/600 mr BID ctanoBuB 6,515 Ha MOMEHT JIpyroro Ao3yBaHHs 1-
ro JHsd, | L€ 3HAYEHHA NEMOHCTPYBANO TEHICHIUIO [0 MOJA/BIIOro
30inbienns. Cepenniit koediuient Hakommyenus y rpyni 1600/400 mr
TID cranosue 0,931 nix yac apyroro nosyeanus 1-ro aus, i ne 3HAYCHHS
1 Hagani sajumanocs 3aeCiTBIIOro MOCTIAHMM. Cepenniii Koediuieur
HaxonuyeHHs B rpyi 2000/400 mr TID eeenenns, cranous 0,946 iy yac
ApYroro MO3yBaHHA 1-ro JHfA, i Le 3HAYeHHS i Hamanmi 3amMImanoch
31e01bIIOro MOCTIHHMM.

5) @akTMYHO BMMIpsSHi 3HAYEHHS TA 3HAYEHHS 3MIiHH KOHLIEHTpaIIil
asinipasipy y miasmi kposi, siki Gynu nepenfaueHi Ta 3Moae bOBaHI 32
Aonomoroto Moaeni MBI-PK, 3xe6inbiuoro 36iranucs y rpymni 1600/400 mr
BID, y rpymi 1200/600 mr BID , rpyni 1600/400 mr TID Ta rpymi 2000/400
mr TID. Kpim Toro, 3Ha4eHHs 3MiHN KOHUCHTpaLT hasimipasipy y riasmi
KpoBi, siki Oy 3mozenpoBaHi 3a jgornomoroo Moaeni MBI-PK, 6ymm
MOAIOHUMHK JI0 3MiH 3Ha4eHb KOHUeHTpauii (asinipasipy y mmasmi xpoei,
sKi 6y 3MofIeIk0BaHi 3a JoromMoror mojelni PPK.

6) V Beix rpynax jikyBaHHA (aBimipaBipoM cepefHE TeOMeTpHYHE
3Ha4yeHHs KymyisaTusHoi AUC mna dasinipaeipy 3 1-ro mo 5-it jgeHs
A03yBaHHsA cTaHOBWIO npuOmu3Ho 3600 ~ npubmusno 4900 MKr-roa/mi
ariguo moneni MBI-PK i cranosuno npubnusno 3400 ~ npubmuzno 4800
MK To/Mn 3a moaemmo PPK. JKoxen i3 BunpoGoByBaHMX He IOKazaB
3HAYEHHS, sKe nepeBuiyBano 9700 MKr-ro/mi, Ipu SKOMY, K BBAXKAIOTh,
He Oy/ie BIUIMBIB Ha TECTHKYJAPHY TKaHKHY. Kpim Toro, Kopensiiis
CIIOCTEPIracThesl MiX 3arajlbHOIO BBeAeHoI0 103010 (6800 ~ 8000 mr) Ta
kymynarusHoo AUC.

7) ¥V rpynax, mo npuitmana 1200/400 Mr aea pasu Ha aeHs, 1200/600 mr
nBa pa3u Ha 100y, 1600/400 mr Tpu pa3u Ha o6y Ta 2000/400 Mr Tpuyi Ha
noby He criocTepirajaochk 3HAYHUX BiAMIHHOCTEH MiX (papMaKOKiHETHKOIO
Y ATNIOHCHKHUX CY0'eKTiB Ta (hapMaKOKiHETHKOK Y KUTAMCHKHX CY0'eKTiB.

21. Pesynpraru
Oesnexu

PezynpTaTy mono Gesneku:

1) XKoauux cepio3HUX MOOIYHUX SABMIL, JIETATLHUX BUIAKIB, T KOTIHUX
3HaYHUX TMOOIYHMX sBMIL He BigOynocs. Yacrora mnoGIUHMX SBHMIL
cTaHoBUIA 66,7% (4/6 cy6'exriB, 5 Bunankis) y rpyni 1600/400 mr BID,
100% (6/6 cy6'exTiB, 9 Bunaaxis) y rpymi 1200/600 mr BID, 100% (6/6
cy6'exriB, 8 Bunaaxis) y rpymi 1600/400 mr na 106y, 66,7% (4/6 cy6'exris,
5 sunankis) y rpymni 2000/400 mr i 12,5% (1/8 cyG'exris, 1 Bunamok) y
rpymni, ska npuiiMana miane6o. Yacrora moGiYHMX SABMLI, IS SKMX HE
BUKIIFOYAETBCA NPUYMHHO-HACTIKOBUIT 3B'SI30K i3  JOCIIDKYBaHUMU
npenaparamu, craHoButk 66,7% (4/6 cyG'extiB, 5 BMMankis) y rpymi
1600/400 mr npa pasu Ha genb, 100% (6 / 6 cyb'exris, 9 Bunaaxkis) y rpymi
1200/600 mr BID, 100% (6/6 cy6'exris, 7 Bunaakis) y rpymi 1600/400 mr
TID, 66,7% (4/6 cy6'exriB, 4 Bunaaku) y rpyni 2000/400 mr TID Ta 12,5%
(1/8 mopeit, 1 Bunagok) y rpymi, sika npuiiMana miane6o. Koxue 3 mux
no0IYHUX SBUL OYII0 JIErKUM 38 CTYNEHEM TSHKKOCTI.

2) UYactora mnigBMIMEHHS piBHA CEYOBOI KHCIOTH B KpOBi, sKe
CroCTepiranocs 3 HaBUINOIO YaCTOTOO, CTaHOBMIIA 66,7% (4/6 nawicHTiB,
4 sunagku) y rpymi 3 1600/400 mr BID, 100% (6/6 cy6'exris , 6 BUnaakis)
y rpymi 1200/600 mr BID, 100% (6/6 cy6'ekrie, 6 BHMmaakie) y rpymi
1600/400 mr TID Ta 66,7% (4/6 cy6'exriB, 4 Bunaaxu) y rpymi 2000/400
mr TID.
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Koxna 3 mux mogiii Mana merkuii CTYIHB TSKKOCTI, i BBAXKaNH, IO B
KOXKHOMY — BMNAJIKYy  iCHyBaB  NPUYMHHO-HACTIZKOBA  3B'I30K 3
JOCIDKYBAaHHM TIpenapatoM. IIOKA3HUMKM 3MeHIIMIHCE Ha 8-it neun
JAO3YBaHHA (Yepe3 2 JIHI mic/s 3aBepuIeHHs IpUHOMY npenapary), a piemi
TOBEPHYJIUCE 110 HOPMH y BCiX cy6'ektiB 10 13-ro ams (7 muie micis
3aBCPIICHHS IIPUHOMY Mpenapary). 3arocTpeHs NOJIarpH, IMOB’SI3aHUX i3
TiBUINEHHAM PiBHS CEYOBOT KMCIIOTH B KpOBi, He criocTepiranocs.

3) ¥ koxniii rpyni nikysanns koedinient BHECKY B KymyaTusHy AUC Ta
MaKCHMAJIBHY KiNIBKICTb 3MiH PiBHS CEYOBOT KHMCIOTH B KPOBi CTaHOBUB
npubnuzHo 0,8 ~ 0,9 sk 3a Moxemo MBI-PK, Tak i 3a Mmozemmo PPK, i
CHOCTepiranacs No3MTHBHA KOPEJIsLLs.

4) Kopnux s3min, sxi, sk BBAKAIOTH, € KIIHIYHO 3HAYYIIMMH, B
FOPMOHAJIBHUX TECTAaX HE CIIOCTEPIiranocs.

5) V KUTTEBO BaXKIMBUX MOKazHMKax abo EXKI y 12 BinBeeHHsIX KIIiHIYHO
3HAYYIMX 3HAXiJOK HE CIOCTEPiranoch MPOTATOM YCHOTO nepiomy

JIOCITIKE HHA.
22. BHCHOBOK ®apmakokineThka Ta Ge3nexa JIOCII/DKYBAJTUCH 3 BUKOPHCTAHHAM I'PYIIH
(3aKITrFOUe HHs) wo npuitvana 1600/400 mr BID, rpynu o npuitmana 1200/600 mr BID,

rpynu mo npuiimana 1600/400 mr TID Ta rpynu mo npuiimana 2000/400
mr TID. Moxwua 6y/10 migTBepAuTH MEpeHOCHMICTS Iipenapary y Beix
Ipymax JikyBaHHs dasinipasipom, i BUXOIIUH 3 TOTO, IO He OyJ10 3HaYHMX
BiIMIHHOCTEH y Tumi ab0 4YacTOTI BUHMKHEHHS MOGIYHMX SIBHIL, 1110
CIIOCTEepIiraluch Ha ChOTOAHIIUHIN JeHb, Ile O3HaYae, Mo Ui piBHI 103U
MOXYTh BUKOPHUCTOBYBATUCS SIK KIIIHIYHI piBHI 103.

3asiBHMK (BJIACHUMK peecTpauiiiHOro nocsixaenns)

IMigmuc Minmac/
Hara 25.10.2020
IToeHe iM’s Ta nocana Hp. lnda dapxan [llaiix MBBC, MJT

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyuuii crienianict meiatoro ta perynsropHoro
JAETapTaMeHTy

(Lead — Medico Regulatory Affairs)
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1. Name of the
Medicinal Product
(Marketing
Authorization No.,
if any)

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

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

4. Performed
studies

DX 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

T705aJP119

Pharmacokinetics Study on Avigan Tablets (Favipiravir) Using the
Dosage and Administration Approved for Domestic Use Investigation of
the Pharmacokinetics, Safety and Tolerability in Healthy Subjects

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Medipolis Medical Research Institute, CPC Clinical Trial Hospital
From June 11,2014 to July 7, 2014

8. Countries where
the clinical trial was
held

Japan

9. Number
subjects

of

10

10. Objective and
secondary goals of
the clinical trial

To investigate the pharmacokinetics, safety and tolerability during repeated
dosing of favipiravir to healthy adult males (East Asians) from Day 1 to the
morning of Day 6

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

design

12. Main entry | 1) Criteria to be satisfied at the time of screening

criteria 1) Individuals between the ages of 20 ~ 39 years old on the date of the

acquisition of informed consent
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2) Individuals with a BMI that is within the range of 18.5 ~ 30 kg/m2 and
with a body weight of at least 56 kg

3) Individuals judged to be healthy by the post -marketing clinical study
principal investigator or subinvestigator based on the clinical laboratory
tests, vital signs, ECG and other clinical findings

4) Individuals who understand the details of this post -marketing clinical
study and are capable of voluntarily providing consent in writing to
participate in the study

(2) Criteria to be satisfied one day prior to dosing

1) Individuals who have not smoked or used any products containing nicotine
during the 90-day period prior to the start of the post -marketing clinical
study drug treatment

2) Individuals judged to be healthy by the post -marketing clinical study
principal investigator or subinvestigator based on the clinical laboratory
tests, vital signs, ECG and other clinical findings

3) Individuals capable of using an extremely effective contraception method
with his partner during the 7 day period after the completion of the post —
marketing clinical study drug treatment

13. Studied drug,
posology, strength

T-705a tablet [200]; QCS09F200, T-705a tablet [Placebo (100)];
QC603F100

(1) Dose levels

Twice daily dosing of 1600 mg per dose on Day 1, twice daily dosing of 600
mg per dose from Day 2 to Day 5, and single dosing of 600 mg on Day 6 for
a total of 6 treatments

(2) Administration method

Oral administration was performed using the prescribed dose levels together
with 240 mL of water, targeting a dosing duration of no more than 60 seconds
between meals (with the treatment administered at least 1 hour after a meal
and with the ingestion of food prohibited for at least 2 hours after dosing).

14.  Comparator,
dosage, posology,
strength

placebo

15. Concomitant
therapy

The stipulations regarding concomitant drugs and concomitant therapies
were defined as shown below.

(1) Concomitant drugs

The use of drugs other than the post -marketing clinical study drug (including
over-the-counter products, Chinese herbal medicine and nutritional
supplements) shall be prohibited during the period from the time of the start
of the dosing of the study drug and up to the completion of the observations
/examinations on Day 13 or until the completion of the observations
/examinations at the time of discontinuation. However, concomitant use shall
be permitted if judged by the post -marketing clinical study principal
investigator or subinvestigator to be unavoidable, such as to treat an adverse
event, etc. In the event of the use of a drug other than the post -marketing
clinical study drug, the usage status shall be recorded.

(2) Concomitant therapies

The implementation of therapies or actions that could have an impact on the
safety and pharmacokinetics of the post -marketing clinical study drug shall
be prohibited during the period from the time of the start of the dosing of the
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study drug and up to the completion of the observations / examinations on
Day

13 or until the completion of the observations / examinations at the time of
discontinuation. However, concomitant use shall be permitted if judged by
the post-marketing clinical study principal investigator or subinvestigator to
be unavoidable, such as to treat an adverse event, etc. In the event of the

implementation of a concomitant therapy, the implementation status shall be
recorded.

16.
Endpoints

Efficacy

Analysis of the pharmacokinetics:

(1) The changes in the plasma concentrations of favipiravir and M1 were
presented.

(2) The summary statistics and the standard error for the pharmacokinetic
parameters for favipiravir and M1 were calculated for each dosing timing.
The pharmacokinetic parameters to be calculated were as shown below.
Cmax, AUC, AUCO-t, AUCt, AUCO-/AUC, t%, tmax, CL/F (only for
favipiravir), MRT, Vd/F (only for favipiravir)

(3) The actual measured values for the plasma concentration of favipiravir
for each subject and the values predicted by a simulation using an MBI -PK
model were presented.

(4) The MBI-PK model was used to calculate the daily AUC and cumulative
AUC (from Day I to Day 5, from Day 1 to Day 6).

(5) The subject mean values for the values predicted using the MBI -PK
model and using the plasma concentration for favipiravir for each subject in
this post —marketing clinical study using healthy Japanese adults were
presented. The subject mean values for the values for the plasma
concentrations for favipiravir that could be obtained when treating the
subjects in the US103c study with the dosage and administration used in the
US213 study as predicted using the MBI -PK model and the MBI-PK
parameters calculated for the plasma concentrations in the 12 subjects treated
with favipiravir in the US103c Study that was conducted using healthy
American adults were presented.

(6) Based on the simulation in (5), the Cmax and Cmin, as well as the daily
AUC for each dosing day, were calculated for each treatment administered
to the healthy Japanese and American adults.

17
Endpoints

Safety

The post-marketing clinical study principal investigator or a subinvestigator
assessed the severity and causal relationship for adverse events that occurred
during the study. The severity of the symptoms was assessed using a 3-stage
scale of “Mild”, “Moderate” and “Severe” in reference to the criteria shown
in the "Criteria for Severity Scale".

The grade of the symptoms was assessed using a 5-stage scale from “Grade
1” ~ “Grade 5” in reference to the Common Terminology Criteria for
Adverse Events v3.0 (Japanese Version JCOG/JSCO). In the event that there
was no corresponding item in the grade criteria, the grade classification was
made in referenc e to the criteria for the assessment of

the severity of symptoms. The grade classification treated “Mild” as “Grade
17, “Moderate” as “Grade 2", “Severe” as “Grade 3”, “Life -threatening or
disabling” as “Grade 4", and “Death” as “Grade 5”.

The causal relationship with the post-marketing clinical study drug was
assessed in reference to the criteria shown in the criteria for the assessment
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of the causal r elationship of adverse events. The causal relationship was
tabulated, treating results of 1 ~ 3 as events having a causal relationship, and
treating results of 4 as events having no causal relationship.

18.
methods

Statistical

Analysis of the pharmacokinetics:

(1) The changes in the plasma concentrations of favipiravir and M1 were
presented.

(2) The summary statistics and the standard error for the pharmacokinetic
parameters for favipiravir and M1 were calculated for each dosing timing.
The pharmacokinetic parameters to be calculated were as shown below.
Cmax, AUC, AUCO0-t, AUCt, AUCO-t/AUC, t%, tmax, CL/F (only for
favipiravir), MRT, Vd/F (only for favipiravir)

(3) The actual measured values for the plasma concentration of favipiravir
for each subject and the values predicted by a simulation using an MBI -PK
model were presented.

(4) The MBI-PK model was used to calculate the daily AUC and cumulative
AUC (from Day 1 to Day 5, from Day 1 to Day 6).

(5) The subject mean values for the values predicted using the MBI -PK
model and using the plasma concentration for favipiravir for each subject in
this post —marketing clinical study using healthy Japanese adults were
presented. The subject mean values for the values for the plasma
concentrations for favipiravir that could be obtained when treating the
subjects in the US103c¢ study with the dosage and administration used in the
US213 study as predicted using the MBI -PK model and the MBI-PK
parameters calculated for the plasma concentrations in the 12 subjects treated
with favipiravir in the US103¢ Study that was conducted using healthy
American adults were presented.

(6) Based on the simulation in (5), the Cmax and Cmin, as well as the daily
AUC for each dosing day, were calculated for each treatment administered
to the healthy Japanese and American adults.

Analysis of the safety:

(1) The adverse event terms were converted using MedDRA/J Ver.17.0, and
the tabulation results were presented.

(2) In addition to tabulating the frequency of the occurrence of adverse
events by severity and by causal relationship, the incidence was calculated.
(3) Scatter plots were presented for the maximum amount of change in the
urinary uric acid from one day prior to dosing and for the cumulative AUC
up to that time point.

(4) The summary statistics and changes in the clinical laboratory test values,
vital signs and 12-lead ECG were presented.

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

Healthy adult males (East Asians) between the ages of 20 ~ 39 years old

20. Efficacy
Results

Results for pharmacokinetics:

(1) The mean plasma concentration of favipiravir was mostly constant at
57.51 ~ 66.58 pg/mL when looking at the mean for the peak values at the
time of the initial dosing on Day 1, at the time of the second dosing on Day
1, at the time of the first dosing on Day 3 and at the time of dosing on Day
6. The mean Cmin was 12.79 pug/mL after the initial dosing on Day 1, 52.63
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pg/mL after the second dosing on Day 1, and remained at a level that was at
least 30 pg/mL after the second dosing on Day 1.

(2) The Cmax and AUC for favipiravir showed no major changes between
the time of the initial dosing on Day 1 and the time of dosing on Day 6.

(3) The actual measured values and the values predicted in the simulation of
the changes in the plasma concentration of favipiravir using the MBI-PK
model were mostly in agreement.

(4) The geometric mean for the daily AUC for favipiravir was mostly
constant at 1120 ~ 1370 pg-hr/mL throughout the treatment period. Also, the
geometric mean (coefficient of variation) for the cumulative AUC from Day
1 to Day 5 was 6070.08 (22.4%) pg-hr/mL.

(5) The results of the simulation that was conducted using the MBI -PK
model were mostly the same as the results obtained from a simulation of the
changes in the plasma concentration of favipiravir during administration of
1600/600 mg BID to healthy Japanese adults and during the administration
of 1800/800 mg BID to healthy American adults, and the Cmax, Cmin and
daily AUC values were also similar.

21. Safety Results

(1) No serious adverse events including death and no significant adverse
events occurred. The incidence of adverse events with the favipiravir
treatment was 100% (8/8 cases, 10 instances). The adverse events that
occurred included blood uric acid increased (87.5%, 7/8 cases, 7 instances),
diarrhea, white blood cell count increased and alanine aminotransferase
increased (12.5% each, 1/8 cases, 1 instance). All of the adverse events that
occurred were mild in severity. In terms of the causal relationship with the
post-marketing clinical study drug, the causal relationship with the blood uric
acid increased was judged to be "definite" in all of the instances, while the
causal relationship with the diarrhea and alanine aminotransferase increased
was judged to be "probable", and the causal relationship with the white blood
cell count increased was judged to be "unrelated". No adverse events
occurred with the placebo treatment.

(2) The mean blood uric acid level prior to the favipiravir dosing was 5.8
mg/dL, and the level increased up to 8.6 mg/dL on Day 3, with the highest
level (10.2 mg/dL) observed on Day 6. Thereinafter, the level fell on Day 8,
and was 6.1 mg/dL on Day

13. The mean change from the baseline was 2.7 mg/dL on Day 3, and it was
the greatest (4.4 mg/dL) on Day 6. The mean change from the baseline was
2.2 mg/dL on Day 8 and 0.3 mg/dL on Day 13.

(3) A positive correlation was observed between the cumulative AUC for
favipiravir and the amount of change in the blood uric acid level, and the
amount of change in the

blood uric acid level increased as the cumulative AUC increased.

(4) No clinically significant findings were observed in the vital signs or 12 -
lead ECG throughout the post-marketing clinical study period.

22, Conclusions

It was possible to estimate that the pharmacokinetics for favipiravir will be
similar in Japanese adults and US adults when performing administration of
1600/600 mg BID, which is the approved dosage and administration, to
healthy Japanese adults and when performing administration of 1800/800 mg
BID, which has been shown to be effective in treating influenza in the US,
to healthy American adults. Therefore, it is believed that it should be possible
to expect efficacy in treating influenza when performing administration of
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1600/600 mg BID in Japan. Also, treatment involving 1600/600 mg BID was
shown to be tolerable in healthy Japanese adults. Based on these results, it
was possible to confirm the usefulness of favipiravir as a drug to treat
influenza.
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Honatok 30

7o Ilopsiaky npoBesenns excriepTusu
peecTpauiifHux marepianis na niKapceKi 3aco6u,
IO TIO/IAIOTECS HA EPKABHY

peectpauiio (nepepeectpaliiio), a Takox
CKCIICPTH3H MaTepiaiB Mpo BHECEHHS 3MiH 10
peecTpaniinux Matepianir npotsarom uii
peecTpaniiHoro nocpigyenns (mynxr 4 posainy IV)

3BIT
npo KIIiHiYHe BUNPOOyBaHHs
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1. Hasgpa
JiKapcrKoro 3acoby
(3a HasiBHOCTI —
HOMep
peecTpauiiinoro
TOCBI/IIEHHS)

ABIT'AH (®asinipasip) Ta6ietku no 200 mr

2. 3asaBHUK H-p Penni’c JlaGopartopic Jlta; 8-2-337, Poyn Ne 3, Banpkapa Xinms,
Xaiinepa6Gan, Tenanrana — 500 034, Innis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupo6buuk TOSMA ®EKTOPI ®VDKHUOUIBM TOAMA KEMIKAJI KO., JITZ;

4-1, HInmo-Oxkyi 2-Yowme, Tosima-tun, Tosama, SAnownis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. I
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IIpoeeneni
JOCITIKEeHHS

X tax [Jui  swmo ni, skasatu NPUYHHY

1) Tvn nikaperkoro
3aco0y, 3a AKUM
nposoauiiacs abo

Jikapcbknuii 3aci6 3 noBHEM J0che (ABTOHOMHE JA0ChE)

IUIAHYE€TBCS
peecTparis

5. IloBHa Hazpa T705aJP119

KJIHIYHOTO Hocninskenns papmakokineTHkn Ta61eTOK Asirany (®asinipasip) i3
BUNIpOOYBaHHI, 3aCTOCYBAHHAM JI03yBAHHS T2 CHOCO0IB NMPHiiOMY, 3aTBep/sKEHHX IS
KOJIOBaHHIi HOMep BHYTDIIUHLOrO BHKOpUCTanHs. Jloc/imKenns dapmakokiHeTHKH,
KJIHIYHOTrO Oe3nexn Ta mepeHocumocTi y 310poBux cy0’exTiB

BUIpOOYBaHHS

6. ®asa xminiynoro | ®aza I,

BUIIPOOYBaHHS

7. Ilepiox Medipolis Medical Research Institute, CPC Clinical Trial Hospital
IIPOBE/ICHHS

KJIHIYHOTO 3 11 4eppna 2014 poky no 7 nunua 2014 poky

BUIIPOOYBaHHA

8. Kpaiuwu, ne Snonis

NPOBOJIMIIOCS

KJIiHIYHE

BHUITPOOYBaAHHS
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9. Kinekicts 10

JIOCITIDKY BaHUX

10. Mera Ta Hnst pocnimxenns gapmakoxineTiky, Ge3neKy Ta IepeHOCHMOCT] il 4ac
BTOPUHHI Liiji Oararopa3oBoro BeesieHHs (aBimipaBipy 370pOBMM JOPOCIUM YOJOBIKAM
KJIIHIYHOTO (cxigHux asiaTie) 3 1-ro aHs 10 PaHKy 6-ro JHs.

BUNPOOYBaHHS

Il: l'Imal‘»‘m PanjiomisoBane, 1maie6o KOHTPOJILOBAHE, IOABIIHE cIrine JOCHIKEeHHS
KJIIHIYHOTO

BUIIPOOYBaHHS

12. OcHoBHi

KpUTEpil BKIIOYSHHA

1) Kpurepii, siki HeoOXi/(HO BUKOHATH /15l BKIIOYEHHS, il Yac CKPHHIHTY
1) Ocobu Bixom Bin 20 10 39 pokis Ha MOMeHT mianucanus iHGopMoBaHOT
3TO/M.

2) Ocobu 3 IMT, sikuii 3HaxomuThcs B Meskax 18,5 ~ 30 kr / M2 i 3 Macoro
TiJla He MeHIIe 56 Kr.

3) Ocobu, sKMX TOJNOBHMH HOCHIZHMK a60 Cy6MOCHIAHMK TOCT-
MapKeTHHIOBOTO KIIIHIYHOIO JOC/I/DKEHHs BH3HAB 30POBUMH Ha OCHOBI
KITiHiKO-71a00paTOpHUX TECTIB, JKUTTEBO Baj¥UIMBMX mokKasHHKiB, EKI Ta
IHIIMX KIIHIYHEX TaHAX

4) Ocobu, AKi po3yMitOTh JieTalli OO MOCTMAPKETHHIOBOIO KJIiHIYHOr0
JOCTIJUKEHHS i MOXKYTh IOOPOBINIBHO HANATH [THCBEMOBY 3rO/ly Ha YYacTh y
OCHIPKEHH.

(2) Kpurepii, sxi cmig 3a10BOJBHHTH 3a JGHb 10 [OYATKY NpHIHOMY
npenapary

1) Ocobwu, SIKi He MaNuIM Ta He BXXUBAJM Oy ib-SIKUX TIPOJYKTIB, IO MICTATH
HiKOTHH, npotaroM 90 1HIB 10 MOYATKYy JiKYBaHHS JOCIIJ/UKYBAHUM
npenapary B IIbOMY KJIIHIYHOMY AOCITiIKeHH]

2) Ocobu, gKUX TOJOBHHH JOCHiJHHMK abo CyOmoCIiiHUK MoCT-
MapKCTHHIOBO KIIHIYHOIO AOCHIIKCHHA BH3HAB 3J0POBHMHM HA OCHOBI
KJIiHiKO-1a00paTOPHUX TECTIB, KUTTEBO BaXJIMBHX IokaszHukiB, EKT Ta
IHIIMX KITIHIYHEX JaHUX

3) Ocobu, 31aTHI BUKOPUCTORYBATH €()EKTHBHI METOAM KOHTpalemIil 3i
CBOIM IIAPTHEPOM MpOTAroM 7 JHIB TICIs 3aBEpIICHHA II0CT-
MapKETHHIOBOTO KJIHIYHOTO JOCJIi{KEeHHSI.

13. HocmimxyBaHuii
nikapceKuit 3acib,
crocib
3aCTOCYBaHHs, CHIa
nit

Tabnerka T-705a [200]; QCS509F200, tabnetka T-705a [[Tnane6o (100)];
QC603F100

(1) Pieni go3u

JlosyBanus 1-ro aus 1600 mr aBiui Ha 100y, 3 2-ro no 5-i gens 600 mr
IBivi Ha 100y, 6-ro qus 600 Mr oIHOpPa30BO, HA 3arajbHY KiNBKIiCTE 6 IHIB.
(2) Cnocib 3acTocyBaHHA

[lepopanpHe BBelEHHS IPOBOAWIM 3 BUKOPHUCTAHHSAM BCTaHOBJIGHUX
piBHIB 1034 pazoM 3 240 M1 BOIM, OPIEHTYIOYHCH HA TPUBAIIICTE BBE/ICHHS
He Olneme 60 cexyHA MK mpuifoMaMu iXi (pU BBEJEHHI JIIKyBaHHS,
npuHaiiMui, yepe3 1 roauny micnus ki Ta 2 roAHHU Iicas MpUAoMy H03H

npernapary).

14. Ilpenapar
MOpPiBHSAHHA, 1033,
crocib
3aCTOCYBaHHA, CHJIa
It

ITnanebo
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15. CymyTHs Tepanis

VMOBH 1m0/10 CynyTHIX MpenapaTis Ta cymyTHEOI Teparii Gy/u BH3HaYeHi,
AK IPEJCTaBICHO HIKYE.

(1) CynytHi nixapceki npenapaTu

3acTocyBaHHS IHIINX IiKApCBKMX 3acobiB, OKpiM  JOCHiIKYyBaHOTO
JKapChKOTO IIpenapaty Micas KIiHIYHOrO AOCHiKEHHS (BKIKOYAKOYH
Gespeuentypui npemapari, KHTAHCbKI POCTMHHI NpenapaTd Ta Xapyosi
nobaeku), 3a00pOHACTECA MPOTATOM IMEPIOLY 3 MOMEHTY IOYATKY
NpUAOMY 103  JIOCHIKYBAaHOrO Tpemapary 1 /IO 3aBepIIeHHs
CHOCTEPeXEHHs / ofcTeXkeHHs Ha JeHb 13 aGo 10 3aBepIIEHHS
CIIOCTEPEIKEHHST / OOCTEKEHHS HAa MOMEHT NPUITUHEHHS JOCIIiKeHHS.
Opnak, ojHOYacHe 3aCTOCYBaHHs JIKAPCHKUX IPENapaTiB J03BOJIEHO,
SIKINO TOJIOBHWM JOCHiAHMK ab0 cyOAOCHiIHMK IOCTMApKETHHIOBOTO
KIiHIYHOTO JOCHI/UKEHHsS BH3HAE MOr0 HEMMHYYHM, HANpPHUKNIAM, I
JiKyBaHHS 1OOIYHOT peakuii Joci/XKyBaHOro Npenapary, Tollo, IOBHHEH
peecTpyBaTHCS CTATYC BUKOPUCTAHHS.

(2) CynyTHs Tepanis

3acrocyBanns Tepanii abo nil, sKi MOXYTh BIUIMHYTH Ha Ge3neky Ta
(hapMaKkOKiHETHKYy MOCTMapKeTHHIOBOTO KJIHIYHO AOCHIKYBaHOTO
npenapaty, 3a0OpOHSIOTBCSA IPOTAIOM IEpioJy 3 MOMEHTY IIOYaTKY
npuiioMy J103 JOCIHIPKYBaHOro Ipenapaty Ta J0 3aBepLICHHS
crnocTepexkeHHs/obcTexenns Ha 13 gedp, abo 10  3aBepLICHHS
CMOCTEPEHEHHA/OOCTEIKEHHS] HA MOMEHT IPHUIIMHEHHS JOCIIKEHHS.
Opnnak oagHOyacHe 3aCTOCYBaHHs JIIKAPCBKUX IIpenapaTiB JO3BOJICHO,
SKIIO TOJOBHMH JOCHIAHMK abo CyOIOCHiIHUK IIOCTMApKETHHIOBOIO
KJIIHIYHOTO JOCIIPKeHHS BHU3HAE MOro HEMHMHYYHM, HATPUKIAN, s
niKyBaHHs 1106i4HOT peakuil JOCTiPKyBaHOTO Mpenapary TOIIO, MOBHHEH
PEECTPYETHCS CTATYC BUKOPUCTAHHSL.

16. Kpurepii ouinku
edexkTHBHOCTI

Amnanis dpapMakoKiHeTHKH:

(1) By npeacraBieHi 3MiHM KOHLeHTpali# dasinipaBipy Ta M1 y nna3wmi
KpOBI.

(2) 3peneni cTaTMCTMYHI JaHi Ta CTaHAApTHA IOXHOKA  JIIs
apmakokiHeTHYHUX napameTpiB ¢asinipasipy Ta M1, 6yiu pospaxosani
I KOKHOTO Tepiofgy ao3yBaHHsA. PapMaKoKiHETHYHI mapaMeTpH, fKi
HOTpiGHO OyIJI0 po3paxyBaTH, MpeACTABICHI HIKYE.

Cmax, AUC, AUCo+, AUCt, AUCo/AUC, t'2, tmax, CL/F (ymme nns
dasinipasipy), MRT, Vd/F (nmwe ms daginipasipy)

(3) Bynu mnpencrasieni (akTHYHO BHUMIpSHI 3HA4YEeHHS KOHLIEHTpALil
¢agimipaBipy B IU1a3Mi i KOKHOTO ¢y0’€KTa Ta 3HAUEHHS 3MOEIBOBaHI
i3 Bukopucranusam mozaeni MBI -PK.

(4) Mognens MBI-PK 6yna BukopucTana as po3paxyHky fjobosoi AUC ta
kymynstusHoi AUC (3 1-ro no 5-if 1eHb, 3 1-ro no 6-it 1eHs).

(5) V upoMy IIOCTMApKeTHHIOBOMY KJIIHI{YHOMY JHOCHiIKEHHi i3
3aCTOCYBAHHAM 3/I0POBHX JOPOC/IHX ANOHLIB OyJin npejcTaBieHi cepeai
3HAaYeHHs JUI 00CTEKEHNX, 3MO/IeNIbOBaHi 3a jormomororo mojeni MBI-PK
Ta 3 BUKOPHCTAHHSAM PIiBHIB IUIa3MOBOI KoHUeHTpauil ¢asinipasipy mis
KOXKHOTO cy0'ekTa. 3HaueHHs CepejHIX IOKAa3HMKIB /IS IUIa3MOBUX
KOHLIeHTpaliif ¢asimipaBipy, SKi MOXHAa OTpPUMATH NpH JiKyBaHHi
cyb'extiB y pocnmimxenni US103c nosyBaHHSAM Ta BBEICHHAM, IO
BUKOPUCTOBYIOTECS B mochimkenHi US213, sk nepenbauvacrecs 3a
nonomororo Mojesi MBI-PK ta MBI-PK. Bynu npeacrasneHi napaMeTpH,
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PO3paXOBaHi JUISl TUTA3MOBHX KOHLEHTpaIliil dasinipasipy 12 manientis,
SIKi oTpuMyBaim Qasimiparip y nocmimkensi US103¢, nposenenomy iz
BHKOPUCTaHHAM 3/I0POBMX JJOPOCIIMX AMEPUKAHLIIB.

(6) Ha ocnogi MopemoBans B (5), Cmax i Chin, a Takox 1060Ba AUC ana
KOXXKHOIO JAHA J103yBaHHs OyiIM po3paXxoBaHi s KOKHOIO BUIAIKY

JIKYBaHH, SIK€ MPOBOJMIOCS 3/I0POBMM STIOHCEKUM Ta aMEPUKAHCHKHM
JIOPOCIIMM 0cofBam.

17. Kpurepii oninku
Hesnexn

lonoBuu#t  mocninmuk  wiiniuHOro nocmimKeHHs B npoueci  moct-
MapKeTHHIOBOTO JOCII/DKEHHs. 200 CyGIOCTiIHUK OLUHIOBAIM CTYTiHb
TSKKOCTI T4 MPUYMHHO-HACIIIIKOBI 3B’SI3KH, MO0 NOGIYHMX SIBHIL, sKi
Manu micue mip yac jocaimkenns. Crymise BUPAXXEHOCTI CHMIITOMIB
OLIHIOBAIK 33  JIOTIOMOTIOKO 3-cTymiHyacTol  IuKanm «Jlerkuii»,
«Ilomipauity abo «Tskkuity 3 ypaxyeaHmHsIM KPHTEPIiB, HaBEJEHHX Y
"Kpurepil wmkamu tsxkoeri". Crymine cumiroMis OL{HIOBaIM 3a
AOTIOMOTOKO 5-CTYMiHYacTol mKamu Bix «1 crymess» no «5 CTYIEHS» 3
YpaxyBaHHAM 3aralbHUX TEPMiHOJOTIYHKX KpHUTEPIiB HECIIPUATIMBHX
Ay v3.0 (smonceka Bepeis JCOG / JSCO). ¥ TOMY BHIAJKY, AKLIO B
KpUTEPisx OLiHKK He Gy1o BiAmoBimHoro myHkry, Kinacudikalis oliHok
IIPOBOZMIIACA 3 TIOCHJIAHHAM Ha KPUTEPIl OI[IHKH TSKKOCTI CHUMITTOMIB.
Knacugixauis: «Jlerkuit» sx «1-if crymins, «ITomipuuit», sk «2-i
cTynmine», «Tsmkkuity sk «3-H crymidey, «3arpoxkye KUTTIO abo
iHBANIM3YE» SIK «4-i CTymiHb» Ta «CmepTh, mnoe'szaHa 3 noGiunum
SBUILEM) BiIOBiana «5-My CTYIEHION.

[TprauHHO-HacTiIKOBHMIT 3B’ S130K i3 IPENapaTOM KITiHIMHOTO TOCTIPKEHHS
Y TOCTMAapKEeTHHIOBOMY MepioAi OUiHIOBA/M 3 ypaXyBaHHAM KpHTepiiB,
HaBEJICHNX y KPUTEPiAX A OLIHKM NPMYMHHO-HACIIIKOBOIrO 3B SI3KY
no6iuHuX sBHI. [IpUYMHHO-HACIIAKOBI 3B’ S3KH Oymu npexacraeneni B
Tabauii, pesynprati 1-3 TpakTyBaIUCh K MOMIT, 1O MaOTh NPUIUHHO-
HACJIIKOBMIT 3B’ 30K 3 JOCIII KYBAHIM NPEenapaToM, a pe3yiabTaTd 4 - sk
TOAIIT, MO He Majl NMPUYHHHO-HACTIAKOBHMX 3B’S3KIB 3 JIOCTTI DKy BAHUM
IPenaTpaToM.

18. Cratuctuyni
METOIH

Ananiz papmakokineTHku:

(1) Bymu npencrasneni sminn konuenTpariit ¢aginipapipy Ta M1 y nnasmi
KpOBI.

(2) 3Bemeni cratHcTHuHi jaHi  Ta CTaHAApTHA MOXHOKAa s
tapmaxoxineTHuHMX Mapametpie dasinipasipy Ta M1 Gynu pospaxosani
JUlA KOXKHOTO Tepiofty nosysaHHsa. {apMakoKiHeTWuHi mapameTpw, siki
notpibHo OyJ10 po3paxyBaT, HaBe/IeHI HIDKYE.

Cmax, AUC, AUCo+, AUCt, AUCo./AUC, t%, tmax, CL/F (mume  ga
(asinipasipy), MRT, Vd/F (numme mis dasinipagipy)

(3) bymn npencraBneni QakTHYHO BMMIpAHI 3HAYEHHA KOHIEHTpALl
¢apinipaBipy B ra3mi 11 KOXHOT0 Cy6’€KTa Ta 3HAYeHHs, 3MOJIeIbOBAH]
3 BUKOpUcTaHHAM Mozeni MBI -PK.

(4) Mopens MBI-PK 6yna Bukopucrtana mis pospaxyuky po6osoi AUC ta
kymynsatueHoi AUC (3 1-ro mo 5-it geHs, 3 1-ro mo 6-it ,ILCHB).' o
(5) VYV upoMy IOCTMAapKETHHTOBOMY KIIHIYHOMY AOCTI/PKEHHI 13
3aJIy4EeHHAM 3JI0POBHX JOPOCIIUX ANOHLIB, Oyiu npejcraBieHi cepeaHi
3HAYEHHA I 00CTEKEeHUX, 3MOJeb0BaHi 3a JonoMorow moaeni MBI 2
PK Ta 3 BUKOpHCTaHHAM QakTHYHUX KOHUEHTpauii dainipasipy B miasmi
KpoBi Juisi KoxkHOro cyG'exkta. IloKasHMKM cepeaHiX 3HaYeHb JuIs
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NIa3MOBUX KOHLEHTpauiii ¢apimipasipy, ski MOXHa OTpUMATH mpH
nikyBaHni cy6'extie y mocmimkenni US103¢ go3yBannaM Ta BBEJEHHAM,
II0 BHKOPUCTOBYIOThCS B gochimxenni US213, sMomenboBanux 3a
nonomoror Mozeni MBI -PK ta MBI-PK.

bymu npencraBneni mapameTrpH, po3paxoBaHi IS IJIa3MOBHX
KOHLEeHTpauilt y 12 nauieHTiB, ki oTpuMyBanu ¢asimipasip y goc/ipxkenui
US103c, mnpoeeAeHOMY i3 BHKOPHCTAHHAM 3J0POBMX  JOPOCIHX
AMEpPUKAHIIB,

(6) Ha ocnoi moaemosanns B (5), Cmax i Cmin, a Takox 10o60sa AUC ms
KOXHOIO JHsA J03yBaHHs OyllM po3paxoBaHi IS KOXHOTO pEKUMY
NiKyBaHHs, SK€ MPOBOAMIOCSA 3J0POBUM SIIOHCHKMM Ta aMepUKAHCHKHUM
JIOPOCIIHM.

Awnani3 besnexu:

(1) Hecnpusarnuei sBuma Oyau iHTepnpeToBaHI 3 BUKOPHUCTaHHAM
MedDRA /J Ver.17.0, i npencraBieHi pe3yibTaTH y TaOIHII.

(2) Ha nonaTok 10 MiApaXxyHKy YacTOTM BMHMKHEHHs MOOIYHMX SIBMIL 3a
CTYyNeHEM TSDKKOCTI Ta TPUYMHHO-HACHIIKOBHM 3B SI3KOM, Oyia
pO3paxoBaHa YaCTOTA 3aXBOPIOBAHHS.

(3) bymu mnpencraBneHi rpadiku po3CitOBaHHS s MaKCHMAallbHOI
KIJIBKOCTI 3MiH NMOKA3HHUKIB PiBHA c€YOBOT KMCJIOTH B Cevi 3a OJTHH JIEHb 10
noyaTky npuiomy mnpenapaty Ta juig kymynsatusHoi AUC no mporo
MOMEHTY.

(4) Bynu nipejictaBiieHi 3BeieHi CTATUCTUYHI J1aHi Ta 3MiHM Y NTOKa3HUKaX
KJIiHIKO-Tab0paTOPHUX JIOCITI/DKEHB, HUTTEBO BAXIIMBHUX IMOKA3HUKIB Ta
EKTI y 12 BiiBelleHHSX.

19. lemorpadiuHi
MOKA3HUKH
JIOCJIi 1KYy BaHOT
nomynsiuii (cTaTs,
BiK, paca, TOIIO)

310poBi popocii 4osoBiku (cximHi asiaty) y Biui Bix 20 go 39 pokis

20. PesynpTatu
e)eKTUBHOCTI

PesynibraTi 1040 GapMaKOKiHETHKH:

(1) Cepenns KOHUEHTpallis (asinipaBipy B 1uia3Mi KpoBi B OCHOBHOMY
Oyna mocriiiHoo i cranoBuma 57,51 ~ 66,58 Mkr/ma npu  ouiHui
CepeIHBOro MKOBOrO 3HAYEHH I1iJ] Yac NepBUHHOIO BBE/ICHHS B 1-1i 1€Hb,
IIijI Yac APYroro BBeJeHHs B 1-ii JieHb, 1] Yac IepIuoro BBeCHHS Ha 3-i
JeHb Ta Ha MOMEHT BBeJIcHHA Ha 6-if 1eHb. CepeHild Cmin cTaHOBMB 12,79
MKI/MJI Iic)is [104aTKOBOIO BBeHeHHS B 1-if aeHb, 52,63 MKr/mi micns
Apyroro BBejeHHs B 1-i JeHb, i 3aqMmIaBcsA Ha piBHI, AKMH CTAHOBHB
moHaliMenme 30 MKr/MIT micsis Jpyroro A03yBaHH: B 1-i eHb.

(2) Cmax Ta AUC p1a daBinipaBipy He [oKa3aan CyTTEBHX 3MiH MK 4acoM
TIEPBMHHOTO JIO3yBaHHs Ha 1-i JIeHb Ta YacOM BBEJICHHS Ha 6-1 ICHE.

(3) @axkTuuni BUMIpsIHI 3HavyeHHs Ta BeJIHYMHM, nepeabayeHi Mpu
MOJIETIOBaHH] 3MiH KOHIEHTpawii ¢asimipasipy B IuasMi 3a JONOMOIOK
moxeni MBI-PK, 3aebineinoro 36iraauce.

(4) Cepenne reomerpuune 3uadenss go6osoi AUC mns dasinipasipy B
ocHOBHOMY Oyno mocrtiiiaum i cranoBmwno 1120 ~ 1370 mxr-rom/mn
NpOTArOM ychoro mnepioay mikyeanns. Kpim Toro, cepe/iHe reoMeTpiiHe
(koeiuient Bapiauii) mns kymynstueHoro AUC 3 1-ro mo 5-i jeHs
cragosuao 6070,08 (22,4%) MKr ro/miL.
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(5) PesynbTaTi MOJICIOBAHHS, TIPOBEICHOTO 32 JI0TIOMOTOI0 mozeni MBI -
PK, 3ae6inpmoro Oynu 0JHAKOBUMHM 3 PE3yNIbTaTAMH MOJIEIIFOBAHHS 3MiH
KOHLCHTpaIlil (apinipasipy B I1a3mi KpoBi I1i/{ 4ac BBE/ICHHS 1600/600 mr
1Ba pa3y Ha 106y 3MOPOBUM SIOHCEKMM JIOPOCITMM Ta MiJl 4ac BBEACHHSA
1800/800 mr BID 370poBUM J0POCIMM aMEPHKAHLIAM, a 3Ha4eHHA Cmax,
Crmin T2 10608Bi AUC Takox Oynu nofiGHUMH.

21. Pesynbratu
Gesnexu

(1) XKonuux cepHO3HUX MOGIYHMX SBHII, BKJIIOYAIOUM CMEPTH, Ta XKOJHUX
3HAYHUX TOGIYHMX sBMI He Biabysnocs. Yacrora MOOIYHMX SBHIN IPU
sikyBaHHi asinipasipom cranosmia 100% (8/8 cy6'exris, 10 BUIAJKIB).
[To6iuni sBMINA, IO MaTX Micle, BKIOYaIH 30iIbIIEHHS piBHA ce4oBOl
KHUCIOTH B KpoBi (87,5%, 7/8 cyG'ekris, 7 BUMAKIB), Jiapero, MiIBUILECHHA
KinskocTi NefikonuTis Ta anadiHaminoTpancdepasy (12,5% koxwa, 1/8
cyG'extip, 1 Bumaaxie). Yei HeraTueHi SBUINA OyJIH JETKUMU 32 CTYTICHEM
rsokKocTi. 1110 CTOCYEThCs MPUYMHHO-HACIIIKOBHX 3B'43KIB i3 IIperapaTom
KIHIYHOTO JIOC/I/PKCHHS B IMOCTMAPKETHHIOBOMY TEpiofi, MPHIMHHO-
HACJTUIKOBMIA 3B'S30K i3 36ITBIICHHAM CEYOBOI KHCIOTH B KpoBi OyB
BU3HAHMI «IOCTOBIpHMMY» y BCIX BHIAiKaX, TOAI SK TpPUYMHHO-
HacHiiKoBME  3B'M30K i3  Jiapeero  Ta  30UIBIIEHHAM  PIBHA
ananiHamiHoTpaHcdepasu GyB «HMOBIpHUMY, a IPUYMHHO-HACTIIKOBUH
3B's30K i3 30LTBIIEHHSM KiMbKOCTi JiedkomuTie OyB BH3HAHMH «HE
HoB'szanuMy JKomuux moGiunux edekTiB mpu JikyBaHHI Miauebo He
crioctepiranocs.

(2) Cepenwiit piBeHb Ce40BOI KMCIIOTH B KpOBi /10 BBeeHHs (aBinipasipy
cranoBuB 5,8 Mr/mi, piseds 30ineumBes g0 8,6 Mmr/oi Ha 3-i OeHs, a
nadtpumii pisens (10,2 mr / an) croctepirasest Ha 6-if 1eHb, piBeHb
ceqoBOT KMCJIOTH 3HM3MBCS HA 8 JeHb, i craHOBUB 6,1 MI/An Ha 13 jeHs.
Cepejie KOJNMBAHHSA Bill BHMXiZIHOTO piBHA cTaHOBMIIO 2,7 mr/mn Ha 3-i
JeHb, i BOHO Gyna mHaibinemmm (4,4 wmr/mr) wa 6-i neHs. Cepenne
KOJMBAHHS Bil BUXiHOTO piBHs cTaHOBMIO 2,2 Mr/u1 Ha 8-i JieHb i0,3
Mr/my1 Ha 13 aeHs.

(3) TMo3uTHBHY KOPEJSLIO CIIOCTEPiray MK KyMYJISTHBHOKO AUC nna
dagimipaBipy Ta BEIMYMHOIO 3MiHM PiBHsS CCUOBOI KHUCIOTH B KpOBi, a
TAKOXK KIJNBKICTIO 3MiH pIBHA CEYOBOI KHCJIOTH B KpOBi, KOJIH
kymystiBHA AUC 361b1nyBaBes.

(4) ITpoTsiroM KJIiHIYHOrO MEPioay MOCTMAPKETHHIOBOTO JOCIIDKeHHS HE
CITOCTEpPIranoch XOAHMX KIiHIYHO 3HAYYIIUX MOPYIICHDL INO/0 KUTTEBO
BaskMBHX mokasuukis abo B EKI™ y 12 BifBe/IeHHSX.

22. BucHoBOK
(3aKTIOYEHHS)

MosKHa ZOMyCTHTH, 1o (hapMakoKiHeTHKa (asinipaBipy Gy/ie OlHAKOBOIO
y IOPOC/IUX ATIOHLIB Ta JOPOCINX amepuKaHuiB py nputiomi 1600/600 mr
JBA Pa3u HA JIEHb, IO € 3aTBEPJUKCHOIO JI03010 JUIA 3aCTOCYBAHHH, ¥y
3OPOBUX JOPOCIMX ATOHIIB Ta TPH npuitomi 1800/800 mr BID, sxunit
IIPO/ICMOHCTPYBaB CBOIO e(eKTHBHICTE NPH JIIKYBaHHI IPUITY B CHIA, nis
3/I0pPOBHX JOPOCIHX aMepvKaHuiB. ToMy BBAXKAETHCS, 110 il OuiKyBaTH
edeKTMBHOCT] TiKYBaHHS TPHUITY I/ 4aC BBEJSHHSA 1600/600 mr 2 pa3su Ha
106y B SAnomii. Okpim Toro, Oyjo mMOKa3aHo, IO NiKyBaHHA 13
sukopuctanHsM 1600/600 mr jgea pasu Ha no0y € TNPUHAHATHHM JUIA
JiKyBaHHS ATNOHCEKUX popociux. Ha OCHOBi LUX pPe3yNbTaTIB BJAIOCH
migreepauTH edeKTUBHICTS (apinipapipy sK Mpenapary Ani JNiKyBaHHs
TpUITy.




3asBHuK (BAacHUK peecTpaniiinoro NOCBiTUeHHs)

ITigmic Mimac/
Hara 25.10.2020
IToene iM’s Ta nocaza Ap. Huda Papxan [laiix MBEC, M][

(Dr. Shifa Farhan Shaikh MBBS, MD)

Beyunii cienianict Menaroro Ta perynstoporo
JenapTaMeHTy

(Lead — Medico Regulatory Affairs)
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Annex 30

to Procedure for Expert Evaluation of

Registration Materials for Medicinal

Products Submitted for State

Registration (Re-registration), as well as for

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

Authorization (paragraph 4 of Section IV)

REPORT ON CLINICAL TRIAL

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

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

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

4. Performed
studies

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

T705aJP120
22-Day Repeated Dose Study on Favipiravir Investigation of the
Pharmacokinetics, Safety and Tolerability in Healthy Subjects

6. Phase of clinical
trial

Phase I,

7. Clinical trial was
held

Medipolis Medical Research Institute, CPC Clinical Trial Hospital
From September 10, 2014 to October 21, 2014

8. Countries where | Japan
the clinical trial was

held

9. Number of| 10
subjects

10. Objective and
secondary goals of
the clinical trial

To investigate the pharmacokinetics, safety and tolerability during repeated
dosing of favipiravir to healthy adults from Day 1 until the morning of Day
22.

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

12.  Main entry | Inclusion criteria:

criteria (1) Criteria to be satisfied at the time of screening




1) Individuals between the ages of 20 ~ 39 years old on the date of the
acquisition of informed

consent

2) Individuals with a BMI that is within the range of 18.5 ~ 30 kg/m2 and
with a body weight of at

least 56 kg

3) Individuals judged to be healthy by the principal investigator or
subinvestigator based on the

clinical laboratory tests, vital signs, ECG and other clinical findings

4) Individuals who understand the details of this clinical study and are
capable of voluntarily

providing consent in writing to participate in the study

2) Criteria to be satisfied one day prior to the start of the study drug dosing
1) Individuals who have not smoked or used any products containing nicotine
during the 90-day

period prior to the start of the study drug dosing

2) Individuals judged to be healthy by the principal investigator based on the
clinical laboratory

tests, vital signs, ECG and other clinical findings

3) Individuals capable of using an extremely effective contraception method
with his partner

during the 7 day period after the completion of the study drug treatment

13. Studied drug,
posology, strength

Study drug, serial number:

T-705a tablet [200]: QC509F200

T-705a tablet [Placebo (100)]: QC603F100

Dose and mode of administration:

(1) (1) Dose levels

(2) Twice daily dosing of 1800 mg per dose of favipiravir or the placebo was
performed on Day 1, followed by twice daily dosing of 800 mg per dose from
Day 2 to Day 21, and single dosing of 800 mg on Day 22

(2) Administration method

Oral administration was performed using the prescribed dose levels together
with 240 mL of water, targeting a dosing duration of no more than 60 seconds
between meals (with the treatment administered at least 1 hour after a meal
and with the ingestion of food prohibited for at least 2 hours after dosing).

14. Comparator,
dosage, posology,
strength

placebo

15. Concomitant
therapy

The stipulations regarding concomitant drugs and concomitant therapies
were defined as shown below.

(1) Concomitant drugs

The use of any drugs other than the study drug (including over-the-counter
drugs, traditional Chinese medicine and nutritional supplements) shall be
prohibited during the period from the start of the study drug dosing and until
the completion of the follow-up tests or until the completion of the tests at
the time of discontinuation. However, concomitant use shall be permitted if
judged by the principal investigator or subinvestigator to be unavoidable,
such as to treat an adverse event, etc. In the event of the use of a drug other
than the study drug, the usage status shall be recorded.

(2) Concomitant therapies




The implementation of any therapies or actions that could have an impact on
the pharmacokinetics and safety of the study drug shall be prohibited during
the period from the start of the study drug dosing and until the completion of
the follow-up tests or until the completion of the tests at the time of
discontinuation. However, concomitant use shall be permitted if judged by
the postmarketing clinical study principal investigator or subinvestigator to
be unavoidable, such as to treat an adverse event, etc. In the event of the
implementation of a concomitant therapy, the implementation status shall be
recorded.

(1) Analysis of the pharmacokinetics:

1) The changes in the plasma concentrations of favipiravir and M1 were
presented.

2) The pharmacokinetic parameters for favipiravir and M1 [Cmax, AUC,
AUCO-t, AUCr, AUCO-t/AUC, t1/2, tmax, CL/F (only for favipiravir),
MRT, Vd/F (only for favipiravir)] were calculated for each dosing timing
(the initial dosing on Day 1, the first dosing on Day 12 and the final dosing
on Day 22).

3) The actual measured values for the plasma concentration of favipiravir as
well as the values predicted by a simulation using an MBI-PK model were
presented.

4) Based on the simulation in 3), the Cmax, Cmin and the AUCxz for each
dosing, the daily AUC for each dosing day and the cumulative AUC (Day 1
~ Day 7, Day 1 ~ Day 14, Day 1 ~ Day 21 and Day 1 ~ Day 22) were
calculated.

Safety:

The principal investigator or a subinvestigator assessed the severity and
causal relationship for adverse events that occurred during the study.

The severity of the symptoms was assessed using a 3-stage scale of “Mild”,
“Moderate” and “Severe” in reference to the criteria shown in the Criteria
for Severity Scale, while the grade of the symptoms was assessed using a 5-
stage scale from “Grade 1” ~ “Grade 5” in reference to the CTCAE v4.0
(Japanese Version JCOG). In the event that there was no corresponding item
in the grade criteria, the grade classification was made in reference to the
criteria for the assessment of the severity of symptoms. The grade
classification treated “Mild” as “Grade 17, “Moderate” as “Grade 27,
“Severe” as “Grade 3, “Life-threatening or disabling” as “Grade 4”, and
“Death” as “Grade 5”.

The causal relationship with the study drug was assessed using a 5-stage
scale of “1. Definite”, “2. Probable”, “3. Possible”, “4. Remote” and “5.
Unrelated” in reference to the assessment criteria shown in the criteria for
the assessment of the causal relationship of adverse events. Adverse events
for which the causal relationship with the study drug was judged to be 1 ~ 4
were treated as adverse events for which it was not possible to rule out a
causal relationship with the study drug.

16. Efficacy
Endpoints

i Safety
Endpoints

18. Statistical
methods

Statistical method:

(1) Analysis of the pharmacokinetics:

1) The changes in the plasma concentrations of favipiravir and M1 were
presented.

2) The pharmacokinetic parameters for favipiravir and M1 [Cmax, AUC,
AUCO-t, AUCt, AUCO-t/AUC, t1/2, tmax, CL/F (only for favipiravir),




MRT, Vd/F (only for favipiravir)] were calculated for each dosing timing
(the initial dosing on Day 1, the first dosing on Day 12 and the final dosing
on Day 22).

3) The actual measured values for the plasma concentration of favipiravir as
well as the values predicted by a simulation using an MBI-PK model were
presented.

4) Based on the simulation in 3), the Cmax, Cmin and the AUC= for each
dosing, the daily AUC for each dosing day and the cumulative AUC (Day 1
~ Day 7, Day 1 ~ Day 14, Day 1 ~ Day 21 and Day 1 ~ Day 22) were
calculated.

(2) Analysis of the safety

1) The adverse event terms were converted using MedDRA/J Ver.17.1, and
the frequency of the occurrence of adverse events was tabulated by the
severity, by the causal relationship, by the timing of occurrence and by the
cumulative AUC. The incidence was also calculated.

2) The changes in the endocrinological test parameters (FSH, total
testosterone, LH) were presented.

3) Scatter plots were presented for the maximum amount of change in the
urinary uric acid from one day prior to the start of the study drug dosing and
for the cumulative AUC for favipiravir up to that time point.

4) The summary statistics and temporal changes in the clinical laboratory test
values, vital signs and 12-lead ECG were presented.

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

Healthy adult males between the ages of 20 ~ 39 years old

20. Efficacy
Results

Results for pharmacokinetics:

1) The peak value for the mean plasma concentration of favipiravir was 64.39
ug/mL after the initial dosing on Day 1, after which the value ranged from
87.37 ~ 103.79 pg/mL during the period from the initial dosing on Day 5 ~
after the dosing on Day 22. The Cmin for the mean plasma concentration
was 21.60 pg/mL after the initial dosing on Day 1, after which the value
ranged from 55.74 ~ 75.00 pg/mL during the period from the second dosing
on Day 1 ~ after the second dosing on Day 21. No major differences were
observed for either the peak value for the mean plasma concentration of
favipiravir or the Cmin after Day 5.

2) The geometric mean value (coefficient of variation) for the Cmax of
favipiravir was 65.06 (22.7%) pg/mL after the initial dosing on Day 1,
104.08 (21.3%) pg/mL after the initial dosing on Day 12, and 100.39 (21.3%)
ug/mL after dosing on Day 22. The geometric mean value (coefficient of
variation) for the AUC after the initial dosing on Day 1 was 724.56 (47.1%)
ug-hr/mL, while the geometric mean values (coefficient of variation) for the
AUCTt after the initial dosing on Day 12 and after dosing on Day 22 were
966.41 (23.9%) and 932.44 (24.6%) pg-hr/mL, respectively. The median
value for the tmax was 1.5 hr after the initial dosing on Day 1, after the initial
dosing on Day 12 and after dosing on Day 22, while the mean + standard
deviation for the t1/2 was 7.5+2.7, 17.6+7.4 and 8.1£2.6 hr at these time
points.

3) According to the simulation of the changes in the mean plasma
concentration of favipiravir using the MBI-PK model, the actual measured




values and the values predicted for the changes in the plasma concentration
of favipiravir were mostly in agreement.

4) The geometric mean for the Cmax as estimated using the MBI-PK model
after the second dosing on Day 1 was approximately 100 pg/mL, while the
geometric mean for the Cmin was approximately 65 pg/mL, and the
geometric mean for the AUCT was approximately 1000 pg-hr/mL. The
geometric mean for the daily AUC remained approximately 2000 pg-hr/mL
starting from Day 2, while the geometric mean for the cumulative AUC up
to Day 22 was approximately 43500 ug-hr/mL.

21. Safety Results

1) No serious adverse events including death and no significant adverse
events occurred. The incidence of adverse events was 100% (8/8 cases, 16
instances) with the favipiravir treatment and 1/2 (I case, 1 instance) with the
placebo treatment. The incidence of adverse events that occurred with the
favipiravir treatment was 100% (8/8 cases, 8 instances) for blood uric acid
increased, 25.0% (2/8 cases, 2 instances) each for alanine aminotransferase
increased, aspartate aminotransferase increased and white blood cells urine
positive, and 12.5% (1/8 cases, 1 instance) each for upper abdominal pain
and exanthema. The incidence of adverse events that occurred with the
placebo treatment was 1/2 (1/2 cases, 1 instance) for protein urine positive.
Excluding the white blood cells urine positive that occurred with the
favipiravir treatment, all of the adverse events that occurred in this study
were judged to be adverse events for which it was not possible to rule out a
causal relationship with the study drug. The severity of all of the adverse
events that occurred was mild.

2) The instances of blood uric acid increased all occurred in subjects treated
with favipiravir, and occurred up to Day 6. The alanine aminotransferase
increased and the aspartate aminotransferase increased each occurred in 2
instances with the favipiravir treatment, and occurred on Day 15 or
thereinafter. There were 2 instances of white blood cells urine positive that
occurred with the favipiravir treatment on Day 29, and in each instance, it
was judged that there was no causal relationship with the study drug.

3) The blood uric acid increased occurred in 87.5% of the subjects (7/8 cases
7 instances) when the cumulative AUC for favipiravir was less than 10000
Hg-hr/mL up to the time of the occurrence of the adverse event, while all of
the subjects showing a cumulative AUC of less than 20000 pg-hr/mL showed
occurrence of blood uric acid increased. There were 2 each instances of
alanine aminotransferase increased and aspartate aminotransferase increased
that occurred when the cumulative AUC for favipiravir was 20000 pg-hr/mL
~ 40000 pg-hr/mL up to the time of the occurrence of the adverse event.
There were 5 subjects showing a cumulative AUC for favipiravir that was
40000 pg-hr/mL or more, but when the cumulative AUC was 40000
pg hr/mL or more, there was no occurrence of any adverse events for which
it was not possible to rule out a causal relationship with the study drug.

4) The mean blood uric acid level during the favipiravir treatment was 5.8
mg/dL one day prior to the start of the study drug dosing, and the level
increased up to 11.3 mg/dL on Day 6. The level was mostly constant starting
from Day 6, and while a level of 12.2 mg/dL was observed on Day 22, the
level fell after the completion of the treatment, reaching a level of 6.2 mg/dL
on Day 29. The mean change in the blood uric acid level from the baseline
increased up to 5.5 mg/dL on Day 6. The mean change from the baseline was




mostly constant starting from Day 6, reaching a level of 6.3 mg/dL on Day
22, but the mean change from the baseline decreased after the completion of
the treatment, and the level was 0.4 mg/dL on Day 29. The blood uric acid
levels with the placebo treatment were mostly constant throughout the study
period.

5) There were 2 subjects for whom the AST level exceeded the reference
range following the administration of favipiravir, but each subject showed
recovery to the normal range on Day 29.

The 2 subjects that showed elevated AST also showed ALT levels that
exceeded the reference range following the administration of favipiravir
despite being within the reference range prior to dosing, but each subject
showed a tendency for recovery on Day 29. There were no other noteworthy
changes.

6) The FSH, total testosterone and LH all showed major variations before
and after the start of the study drug dosing, but there were no tendencies for
either an increase or a decrease with the favipiravir treatment or with the
placebo treatment.

7) The Cmax, Cmin, daily AUC and the cumulative AUC (from one day
prior to the start of the study drug dosing until Day 6 or until Day 22) for
favipiravir all showed a positive correlation to the maximum amount of
change in the blood uric acid level, and the amount of change in the blood
uric acid level increased as the plasma concentration of favipiravir increased.
8) No clinically significant findings were observed in the vital signs or 12-
lead ECG throughout the study period.

22. Conclusions

While it was possible to confirm the pharmacokinetics, safety and tolerability
of 22-dayadministration of 1800/800 mg BID of favipiravir, with a Cmin that
remained at approximately 65 pg/mL, the blood uric acid level increased
immediately after the start of dosing, and if dosing is performed for a long
period of time, there is the possibility of an impact on liver function.
Therefore, it will be necessary to keep these issues in mind.

Applicant (Marketing Authorization holder)

Signature
@ AA

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




Honmatox 30

1o [opsinky npoBeeHHs €KCIIEPTH3U
peecTpaliiiHuX MaTepialiB Ha JiKapchKi 3acobu,
110 TIO/IAFOTHCS HA JIEPKABHY

peecTpallito (MepepeecTpaiio), a TAaKoX
eKCIepTU3X MaTepialiiB Ipo BHECEHHS 3MiH /10
peecTpaliifHix MarepialiB mpotarom aif
peectpauiiiHoro noceiguenHs (myHKT 4 pozaimy IV)

3BIT
npo KJiHiYHe BUNPOOYBaHHSI

1. Hazga
JiKapchKoro 3acoby
(3a HasIBHOCTI —

ABIT'AH (®aginipagip) Tabnetku o 200 Mr

HOMeEp

peecTpallifHoro

MOCBIYEHHS )

2. 3asBHUK J-p Penni’c JlaGoparopic JItx; 8-2-337, Poya Ne 3, bammkapa Ximwis,
Xaiiepaban, Tenaurana — 500 034, Tupgis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupoGHuk TOSAMA ®EKTOPI @V KU®LJIbM TOAMA KEMIKAJI KO., JIT/;

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

4. ITpoBeneHi
IOCTIJIKEHHS

DX rax [ Jui sxmo Hi, BKa3aTH NpHYUHY

1) Tun nikapcrKOro
3aco0y, 3a AKHM
npoBoEIacs abo

JlikapcbKuii 3aci0 3 NOBHHM /I0Ch€ (ABTOHOMHE JI0CHE)

IIaHYEThCH

peecTpaltis

5. IToBHa Ha3Ba T705aJP120

KJIIHIYHOTO 22-X fAeHHe /OC/HiZKeHHs BBeJACHHsSI NOBTOPHHX 103 ¢asinipaeipy,
BUIIPOOYBAHH, mocaikeHHss  moao  Woro  (¢apMakokiHeTHkH, Oesmekm  Ta
KOJIOBaHHH HOMEp NepeHOoCHMOCTI Y 3/I0pOBHX NMANEHTIB

KJIiHIYHOTO

BUIPOOYBaHHS

6. ®aza kiiniugoro | @azal,

BUIPOOYBaHHA

7. Ilepion Medipolis Medical Research Institute, CPC Clinical Trial Hospital
IPOBEICHHS

KJTiHIYHOTO 3 10 Bepecus 2014 poky 1o 21 sxontHa 2014 poky

BUIIPOOYBaHHS

8. Kpainm, 1ie SAnownis

TIPOBOAMIIOCS

KJIiHIYHe

BUNPOOYBaHHS




9. Kinekicts
JOCIIi JUKY BAHHMX

10

10. Mera Ta Hocnimxenns apmakokiHeTHku, Ge3MeKHd Ta MEPEHOCHMOCTI Tij dac
BTOPUHHI 1111 MOBTOPHOrO BBEJCHHA 103 (haBinipaBipy 340pOBHM A0pocauM 3 1-ro mHs
KJIiHIYHOrO 10 paHky 22-ro JHs.

BUIIPOOYBaHHS

11. JIuzaiin Pannomizosane, nnane6o KOHTPOILOBAHE, MOABIHHE CIile JOCTiPKeHHS
KJIiHIYHOrO

BUIIPOOYBaHHS

12. OcHogHi Kpurepii BxmoyeHHs:

KpUTEpil BKITIOYCHHS

(1) Kpurepii, sxux HeoOXiJHO JOTpUMYBaTHCS i Yac CKPUHIHTY

1) OcoGu Bixom Big 20 10 39 pokie Ha MOMeHT mianucanus indopmarii
3rosia

2) Oco6u 3 IMT, sxuii 3HaxoauTECs B Mexkax 18,5 ~ 30 kr / Mm% i 3 Macoro
TiJIa He MeHIe 56 Kr

3) Ocobm, Axkumx romoBHMi pocmigHMK abo cyOMOCHIIHMK BU3HAB
3/I0POBMMH Ha OCHOBI KJIIHIKO-71a00paTOPHUX JOCIIKEHD, ITOKA3HHUKIB
XHUTTEBO BaxXMBHX (yHkuid, EKI Ta iHmmx kmiHiyaux panux.

4) Ocobu, s1ki po3yMirOTh AeTali LBOro KIiHIYHOrO JA0C/iKEHHS 1 31aTHi
N0OpOBINTEHO HaflaHH MMMCEMOBY 3rOJY Ha Y4YacTh Y AOCIIIKEHH]

2) Kpurepii, siki HeoOXisHO 3a/I0BONBEHUTH 32 ICHB 0 [OYATKY BBEAECHHS
AOCII/PKYBaHOTO IIperiapary

1) Ocobu, siki He nanMiIM Ta He BXXKMBAIM MPOAYKTIB, IO MiCTATH HIKOTHH,
nporsarom 90 aHIB B Mepios 10 MOYATKY JOCIIPKEHHS Mperapary

2) Ocobu, KX rOJOBHUIM NOCIIHUK HA OCHOBI KJiHIKO - JaGopaTopHHUX
TECTiB, MOKA3HMKIB JMUTTEBO BaxJMBMX OyHkuii, EK[ Ta inmwmx
KJIHIYHUX JaHUX BU3HAB 3[0POBUMHU.

3) Ocobu, 37aTHI BUKOPHCTOBYBATH ¢(PEKTUBHI METOJH KOHTpaUenmil 3i
CBOIM MapTHEPOM MpOTAroM 7 JAHIR Hicis 3aBeplieHHs KIIHIYHOrO
JOCTIJDKEHHS.

13. ocniKyBaHuii
niKkapchKuit 3acio,
croci®
3aCTOCYBaHHs, CHJIA
ait

HocaipxyBannii npenapat, cepifinuii HomMep:

Tabnerka T-705a [200]: QC509F200

Tabnerka T-705a [Tlnaue6o (100)]: QC603F100

Jlo3a Ta cnoci6 3acTocyBanHsn:

(1) (1) PiBHi 103

(2) Hosysanusa: 1-if nens 1800 mr dasinipaBipy aBiui Ha noby aGo
maue6o, 3 2-ro no 21-ii gens 800 Mr aBivi Ha 106y Ta 22-ro aus 800 mr
OJHOPA30BE BBE/ICHHA.

(2) Cnocib 3acrocyBaHHs

[lepopanbHe BBEJNEHHS NPOBOJAMIM i3 3aCTOCYBAHHSM BCTAHOBJICHHX
PiBHIB 103U pazoM 3 240 M1 BOJH, OPIEHTYIOUHCH Ha TPHBATICTh BBEICHHS
He Oinpiie 60 cexynn, Mk npuiiomamu ki (IIpd 3acTOCYBaHHI, 110
NPOBOAMIOCS, IPHHAKMHI, yepe3 | rofuHy micis 1Xxi, i HaCTYNHUI nmpuiiom
i MiHIMYM depe3 2 FOIMHY M IPUHHATTS 103U NIpenapary).

14. Ilpenapar
NOPiBHSHHA, /1034,
crocid
3aCTOCYBaHHS, CHUJIA
JUi

[Tnane6o




15, CynyThs repamnis

YMOBM 1010 BUKOPHCTAHHS CYMYTHIX TNpernaparis Ta CymyTHBOI Teparil
OyJ10 BU3HAYEHO, K I10KA3aHO HIDKYE,

(1) CynyrHi npenaparu

3acTocyBanHs Oy/b-SIKHX iHIIMX TIpenapartis, OKpiM J0CHiIKyBaHOTO
(Bxmodarouu GespeuentypHi Jikapchki 3acobu, KHTaCHKi POCIHHHI
Npenapary Ta Xapyosi 106aBKH), 3a60pOHACTLCS TPOTArOM nepioxay Bia
MOYaTKy [JO03yBaHHA JOCII/DKYBAHOTO TpENapary i 0 3aBepIIeHHS
NOJANBLINX TECTiB abo [0 3aBepuieHHs BUNMpoGyBaHb abo /10 MOMEHTY
NPUIHHEHHA NpukoMy npenapaTy. OXHAK OJHOYACHE 3aCTOCYBAHHS
AO3BOJIAETBCA, AKIIO FONIOBHUHA TocHigHUK abo cyOa0CciJHUK BH3HAE HOTo
HEMHHYYHM, HATIPUKIIA), U1 JiKyBaHHS Mo6idHoro sBuia, tomo. ¥ pasi
BUKOPUCTaHHS IHILOTO JiKApChKOTo 3acoby, OKPiM JOC/TiKYBAHOTO, CITijl
3apeeCTPyBaTH 1X BUKOPUCTAHHS.

(2) CynyThs Tepanis

3acrocyBaHHs Oy/b-IKHX METOAIB Tepaii a6o miit, AKi MOXYTs BILUTHHY TH
Ha  QapMakokiHeTMKy Ta GesleKy JOCIiIKyBaHOTO Ipernapary,
3a00pOHSETECS  NMPOTATOM — Mepiogy  Bil  moyaTky  103yBaHHS
AOCITKYBAHOTO MPETIApaTy i 0 3aBepIICHHA MOAAIBIIMX TECTIB 260 JI0
3aBEPUICHHS TECTIB HA MOMEHT NIPUIIHHEHHS NpHiioMy mpemapary. OHak
OJTHOYACHE 3aCTOCYBaHHs NO3BOJIAETHCH, AKIIO IOJIOBHUI HOCIIAHUK abo
CYOMOCHIIHMK TOCTMAPKETHUHIOBOTO KIIiHIYHOrO JOCIIIKEHHS BH3HAE
Horo HEMUHYYMM, HANPHUKIAL, A7 JIKYBaHHs Mo6iunoi peakilii, Tomo. V
pasi 3/1ificHeHHs CYIyTHBOI Tepallii peecTPYEThes CTATyC peaizarii.

16. Kpurepii oninku
edexruBHoOCTI

(1) Ananiz papmaxkokineTHKH:

1) Bynu npencrasneni 3vinu KoHuentpauii dasinipasipy Ta M1 y rwiasmi
KpPOBI.

2) ®apmakokineTnuHi napamerpu dasinipasipy ta M1 [Cmax, AUC, AUCo.
t, AUCt, AUCo/AUC, tiz2, tmax, CL/F (iume ms Gbasinipagipy), MRT,
Vd/F (muwe s dasinipasipy) )] Gy pospaxoBasi 4715 KOXHOTO Tepioy
A03yBaHHA (II0YAaTKOBE J03yBaHHA Ha 1-it JeHb, nepiue Jo3yBaHHA Ha 12-
1 JIeHb Ta OCTaTO4HE 03YBaHHA Ha 22-H JeHb),

3) bynum npencraneni (akTu4HO BUMIpAHI 3HAYCHHA IUIA3MOBOT
KOHLeHTpalii Qasimipasipy, a TakoX 3Ha4eHHs, 3MOJeTHOBAHI i3
BUKOpHUCTaHHAM Mozeni MBI-PK.

4) Ha ocunoBi moaemoBaHus B 3), Gynu po3paxoBai Cmax, Cmin Ta AUCT
JULsL KOXKHOTO f1o3yBaHus, noboea AUC jyist KOXKHOrO JHA A03yBaHHA Ta
kymyssitueHa AUC (Jlens 1 ~ Jlens 7, lens 1 ~ Jens 14, Jlens 1 ~ Ileus
21 i nens 1 ~ mens 22).

17. Kpurepii orinku
Oesnexu

besneka:

lonosunit  pocniguuk  KiiHiyHOro jocnmipkenHs a6o  cy6aocHigHMK
OLHIOBAIM CTYIIHb TSOKKOCTI Ta MPUYMHHO-HACIIAKOBI 3B’SI3KH, IIOZO
mobiYHMX #ABMIN, sAKi Maad Micue nix yac mocaipkeHHa. CTymiHb
BUPQXKEHOCTI CHMIITOMIB OLHIOBaJHM 3a JOIMOMOIOK 3-CTyHiH4acTOl
mkanu «Jlerkuit», «ITomipanit» abo « TsDKKUID 3 ypaxyBaHHIM KPUTeEpIiB,
Hasenenux y "Kpurepii mkamu sokkocti". Crymine cuMITOMIB
OUIHIOBAJIM 32 JIOTIOMOTOIO 5-CTyMiHYacTOl MIKAIM BiJ «1 cTymeHs» 10 «5
crynens» 3 ypaxysaHuaM CTCAE v4.0 (amonceka Bepcig JCOG). V tomy
BUIIA/IKY, SKIIO B KPHUTEPIAX OLIHKM He Oys0 BiAMOBIAHOTO IMYHKTY,
knacugikallis OLiHOK MPOBOAMIACS 3 TOCWIAHHSIM Ha KPUTEpii OLiHKM
TskKocTi cumnromiB. Kiacudikauis: «Jlerkumity sk «l-#  cTymiHby,




«[Tomipuuity, siK «2-# cTyniHb», « TsDKKM» K «3-# cTymiHbY, «3arpoxye
XKUTTIO ab0 iHBamigu3ye» K «4-i cryniHe» Ta «CMmepTh, MORB'A3aHa 3
noOiYHUM SBMIIEM» BiJIIOBiana «5-My CTYTICHION.
[TpuunuHHO-HACHIAKOBUI  3B'I30K 13 JIOCHJUKYBAHUM  IIPEapaToM
OLiHIOBAIM 3a WKaJIOK 3 m'ath Kareropi 1. «Jloctosipuumity, 2.
«MmoBipuuit», 3. «Moxmusuity, 4. «Bigmanenuity abo 5. «bes
JOCTOBipHOTO  3B’s3Ky», BiamoBigHo jgo  KpurepiiB  npuduHHO-
HACJIIIKOBOTO 3B's3Ky HeclpUATIMBUX ULl Hebaxani sBuIma, 11s SKUX
NPUYMHHO-HACTIKOBMH 3B’S30K i3 JOCIHIKYBAaHMM IIpernapatom OyB
BU3HAUeHUH Ak 1 ~ 4, TpakTyBanuch K HeOaxkaHi SBHINA, NPH SAKHX He
BUK/IIOYEHHA NPUYMHHO-HACTIAKOBHI 3B’A30K i3  JOCITIIKYyBaHHM
[perapaToM.

18. Cratuctiuni
METOIH

besnexka:

TonoBHuil JocHigHMK KIiHIYHOrO moCHimKeHHS abGo cybmocimHUK
OIIIHIOBAJIM CTYMiHB TSXKKOCTI Ta IPUYMHHO-HACIIIAKOBI 3B’S3KH, INO0
noOiUHMX ABMIN, fKI Manmu Micue mnijg wac gochimkxeHHs. CrymiHb
BUP@XKEHOCTI CHMIITOMIB OL{HIOBAJM 3a JOIOMOIo 3-CTyMmiHYacTOi
mkanu «Jlerkuit», «Tomipauit» abo « Tspkkui» 3 ypaxyBaHHAM KPHTEPIiB,
uasegennx y "Kpurepii mkanum Tmsokkocri". CryniHb  CHMITOMIB
OLIHIOBAJIM 32 JJOIIOMOIOK0 5-CTYNIHYacTOl IKaIM BijJ «1 cTyneHs» 10 «35
crynens» 3 ypaxyBanuiMm CTCAE v4.0 (snonceka eepcis JCOG). V tomy
BUIIAJIKY, SKIO B KPHUTepisX OLIHKM He Oy/lo BiAMOBIAHOro MyHKTY,
knacu(ikalis OLIHOK MPOBOAMNIACH 3 TOCHIAHHSIM Ha KpHTEpil ONiHKH
rsokkocTi  cummroMie. Knacudikauis: «Jlerkuity sk «l-H  cTymiHb»,
«ITomipHuity, sk «2-i cryminey, « Tsokkuin Ax «3-i cTyniHb», «3arpoxye
KUTTIO abo iHBamigusye» sk «4-it crynine» Ta «CMmepTh, NOB'A3aHa 3
noGiYyHUM SBUINEM» BIITIOBiana «5-My CTYIICHION.
IIpyurHHO-HACHIAKOBUH  3B'A30K i3  JIOCHIPKyBaHMM  IPEIIapaToM
OLIHIOBAIM 3a INKajorw 3 I'sti Kareropiii 1. «Jlocrosipuuity, 2.
«PTMOBipHﬂﬁ», 3. «Moxnueuity, 4. «Bignanenuity abo 5. «bes
JOCTOBipHOTO  3B’s13Ky», BimmoBimHo Jo  Kpurepiis  npu4uHHO-
HACJTiZIKOBOTO 3B'SI3Ky HecpusTIMBUX sBUIL. Hebaxani seuina, 1uis SKuX
TNPUYMHHO-HACIAKOBHH 3B’A30K 13 JOCHIDKyBaHHMM IpenapatoM Oy
BU3HaYeHuH K | ~ 4, TpakTyBaiuch K HeOaxaHl ABUIIA, [IPH SKUX HE
BUKJIIOUCHHH  IPUYHMHHO-HACIIJIKOBMH 3B’M30K i3  JOCHIKyBaHHM
[IpernapaTroM.

(2) Ananiz 6e3srexku

1) Ilo6iuni seuma Oynu ysaransHeni 3 BuxopuctanHam MedDRA/J
Ver.17.1, i po3paxopaHi Taki NOKa3HUKK: YAaCTOTA BUHUKHEHH: MOOIYHAX
ABUII, CTYMiHb TSKKOCTI, IPUYHHHO-HACIIIKOBI 3B’ A3KH, YaC BUHUKHCHHS
ta kymynatupny AUC. Takox Gyiia po3paxoBaHa 3aXBOPIOBaHICTb.

2) Bynu npescTaBieHi 3viHu napametpis ropmonanbuux Tectis (PCT
3aranbHMiA TecTocTepoH, JII).

3) Bynu npesicTapieHi rpadiky po3citoBaHHs /s MAKCUMANBHOI KiJIbKOCTI
3MiH piBHIB C€4OBOI KMCIIOTH B cedi 32 OJIUH JIEHB JIO [I0YaTKy A03yBaHHA
HocipKyBaHoro npenapary ta kymyustueHol AUC s dasinipasipy 10
bOT'O MOMEHTY.

4) Bynu npejicTaBieHi 3BeJeH CTATHCTUYHI JaHi Ta THMYacoBi 3MiHH
3Ha4eHb KJIiHiKO-1ab0paToOpHUX AOCHiIKEHb, JKUTTERO  BAMKIIMBHUX
nokasuukis Ta EKI" y 12 BijBe1eHHsX.

10



19. Temorpadivni
TIOKa3HHUKH
JOCIIIKYBaHOT
nomynsii (crats,
BiK, paca, ToI10)

310posi nopocii Yososiky v Biwi Bix 20 10 39 POKiB

20. PeaynsTaTh
edextuBHOCTI

Pesynnratu mozno ¢papmakokineTHku:

1) Ilikoe 3HaueHHs cepeaHBOT KOHIEHTpALi (aginipaBipy B mmasmi
CTaHOBMIIO 64,39 MKI/MII IMiciist IEPBMHHOTO BBEACHHS Ha 1-if JIeHb, Micas
4oro 3HayeHHs KomuBanocs Bin 87,37 ~ 103,79 mkr/mn Ha nepion Bix
I0YaTKOBOI'O BBE/ICHHS Ha 5-1 IEHb Ta ITic/s BBEACHHs Ha 22-if 1eHb. Cmin
AJ1A CepeIHbOT KOHLEHTpawii y iasmi Kposi ctaHoBuB 21,60 MKr/Mit micis
NIEPBUHHOIO BBEJICHHs B 1-H JeHp, Mic/Ig 4Oro 3HaY€HHs KONUBAIOCH Bij
55,74 ~ 75,00 MKr/ma1 y nepios 3 Apyroro A03yBaHHA B 1-if geHs Ta micms
Apyroro nosyesaHHs Ha 21-H newp. He cnocrepiranocs cyrrepmx
BiIMiHHOCTE! Hi y niKOBOMy 3HaueHHi cepeHBOT KOHILIEHTpaLlil
¢asinipasipy B miasmi, Hi y Cmin mmiciist 5-ro mus.

2) Cepenne reomerpudne 3HaueHHs (koebinieHT Bapiauii) s Cmax
(asinipaBipy craHoBHIO 65,06 (22,7%) MKI/MI IcisS MOYATKOBOrO
no3yeahHs Ha 1-ii nenp, 104,08 (21,3%) MK/Ma mMicHsS TOYATKOBOTO
no3ysaHHsA Ha 12-i fens, i 100,39 (21,3%) Mxr/mut micns no3ysauss Ha 22-
i nene. Cepesie reomeTpuyHe 3nadeHHs (Koedinient rapianii) mis AUC
TiC/IA I0YaTKOBOTO BBeA€HHA B 1-if nens cranoBwio 724,56 (47,1%)
MKI"TOJI/MJI, TOJ] SIK CEPE/IHi reOMeTpy4Hi 3HaYeHHs (KoediuieHT Bapiarii)
aist AUCT nicist NoyaTKOBOro JJo3yBaHHs Ha 12 JIeHs Ta micnst 103yBaHHs
Ha 22 NeHs ctaHoBUIM 966,41 (23,9%) Ta 932,44 (24,6%) MKr rom/min
BinnoBigHo. CepeaHe 3HAYEHHSA tmax CTAHOBHIO 1,5 roAWHM Mic/d
TOYAaTKOBOI'0 BBEJEHHS B JICHb |, Mic/s MOYaTKOBOIO BBE/EHHA B ICHb 12
i micnst BBeNeHHS B JeHb 22, TOMli AK cepejiHe + CTaHJAPTHE BiIXHIEHHS
and tiz crasouino 7,5 £ 2,7, 17,6 £ 7,4 1 8,1 + 2,6 roguau B 1i 4acogi
HPOMIXKKH.

3) BianoeigHo 1m0 MojJemOBaHHA 3MiH CepeaHBOI KOHUEHTpaLi
daeimipasipy y miasmi 3a gomomororo mogeni MBI-PK, dakruusi
BUMIpSAHI 3HAYEHHS Ta TPOTHO30BaHI 3HAYEHHs I 3MiH KOHUEHTpauil
dapimipaBipy B masmi B ocHOBHOMY 36iramcs.

4) Cepenne reomerpuate Uit Cmax, SIKE OLIHIOBAJIM 33 JOIIOMOTOK MOJIEi
MBI-PK mnicns apyroro no3ysansst B 1-i qeHs, cranosuio npubauszuo 100
MKI/MJI, TOJi SIK cepe/iHe reoMeTpuyse 115l Cmin CTAHOBHIIO pUOIIU3HO 65
MKI/MII, a cepesiae reoMmerpryne mis AUC: cranosumio npu6mmsno 1000
MKr-rop/mn. Cepenne reomerpuude a1 ao6osoi AUC sanmmanocs
npubm3Ho 2000 MKrrozi/MI1, IOYHHAKOYH 3 2-T0 AHA IPUIHOMY Nperapary,
TO/I fIK cepelHe reomerpuyne Juisi kymynstusnoi AUC go 22-ro aus
cTaHOBMJIO 1pubiu3Ho 43500 MK roj/miL.

21. Pesynbratu
Oesnexu

1) XKoauux cepio3HMX MOGIYHMX SBUIL, BKJIFOUAKOYM JIETATbHI BHUIIAIKH,
Ta JKOJIHUX 3HAYHMX MOOIYHMX sBUL He BimOynocs. Yactora nobiunmx
asunl cranosuwna 100% (8/8 ocib, 16 BunaakiB) npu JnikyBaHHI
dapinipasipom Ta 1/2 (1 ocoba, 1 Bumagok) npu nikysasHi mmare6o.
YactoTa mobOiyHMX SBMII, M(OA0 301JIBIICHHS PIBHSA CEYOBOI KHUCIOTH B
KPOBI iK€ Maji Micue npu JikyBaHHi ¢asimipasipom, craHoBuma 100%
(8/8 ocib, 8 Bunankis), Ta 25,0% (2/8 oci6, 2 BunagKyu) Manu 36iTbMIHBCS
piBHA anaHiHaMiHOTpaHc(epaszu Ta acnapraraMmiHoTpaHcdepasy, TakoxX
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BU3HAYaIMCA JICHKOUUTH B ceui, i 12,5% (1/8 oci6, 1 BUIIAJIOK) Bigmidaau
Gouti y BepxHili yacTuHi xUBOTA Ta ex3anTemy. UacTora nobiunmx SBHIIL,
sIKi Manmu Micle npu NikyBanHi mwiane6o, a caMe BUABICHHS Oinky B ceui
cranoBuiaa 1/2 (1/2 ocib, 1 Bunanox).

Bukmo4aroun nosuTHBHI N0KA3HUKM NEHKOIMTIB y cedi, AKi Manu Micle
TpH JlikyBaHHi dasinipasipom, yci no6ivsi seuma, ki Mam Micie L[EOMY
mocnipkeHHi, 6yJM BU3HAHI TAKMMH MOGIYHUMH SIBUINAMM, IS AKUX He
BUK/IIOYABCA  IIPMYMHHO-HACIIJKOBUH  3B’A30K 13 JOC/iKyBaHHM
npenapaToM. Yc¢i mobiuni siBuiia, mo Maiu Micie, Oyu nerkoro crynexs
TSKKOCTI.

2) Bunaaxu nigBMILEHHs PiBHA CEYOBOT KMCIIOTH B KPOBI CHOCTEPIrajuch
y mauientis, ski oTpumyBsamu ¢asimiparip, i TpuMammcs 10 6-ro gHS.
Bigmivanocs  3GinemenHs  pieHs  anamimaminoTpaHcdepasy  Ta
acmapraTamiHoTpaHcdepasu, WO crocTepiranocs y 2 BHNAAKAX MpPH
niKyBaHHi pasinipasipom, i ue BinGysanocs ua 15 nens a6o misnime. Byio
2 BUNaJKM NMO3UTHBHHX MOKA3HHUKIB NEHKOIMTIB y ceul, K Maau Micue
npu JikyBanHi ¢dasinipaeipom Ha 29 neHs, i B KoxHOMY BuIamKy Gyio
BCTAHOBJIEHO, IO NPUYUHHOTO-HACIIKOBOTO 3B’SI3KY 3 JOCIi/IXKYBaHUM
npernaparom He 6yJio.

3) Ilineuinenns piBHA cedyoBOi KHCIOTH B KpoBi BiaSymocs y 87,5%
nobposonenis  (7/8 oci6, 7 Bunmagkis), xymymatmsaa AUC s
(asinipapipy Gyna menme 10000 MKr roa/mMa 10 MOMEHTY BHHHKHEHHS
no6iMHuX peakuiif, Toai komw y Beix cyG'ekris, y sxux cykymua AUC
craHoBuiIa MeHme 20000 Mxr-roa/mi, cioctepiranocs 36ibIEHHS BMICTY
CEYOBOI KHMCJIOTH B KpoBi. Bymo 2 Bumagke 36insuieHHs pipHs
anaHiHaMiHOTpaHc(epasu Ta acrapratamiHoTpaHchepasy, 110
crioctepiranocs, konu KymynstueHa AUC Jjuis ¢asinipasipy craHoBuia
Big 20000 mkr-rox/min ~ 40000 MKr-roa/mMi 0 MOMEHTY BHHHKHEHHS
nobiunux peakuiif. ¥ 5 cy6'exris kymynsrusaa AUC mna dasimipasipy,
Oyna 40000 mxr-rom/mn abo Ginbuwe, ane konm kymynstusHa AUC
craHoBuiaa 40000 mxr-rog/mn aGo Ginblie, He CHOCTEPIragoCcs >KOJHHX
MOOIYHMX ABUII, /IS SIKHX GYJIO HEMOMIMBUM BUKJIFOUMTH TPHIHHHO-
HACJIiZIKOBHI 3B’ 30K i3 0CIIPKYBaHHM [IPENapaToM.

4) Cepenniii piBeHb CE4YOBOI KMCIOTH B KpPOBI IiJ 4Yac iKyBaHHS
asimipaBipom craHoBHB 5,8 Mr/mn 3a moby g0 moYaTKy mHpHiioMy
MOCIIiIKYBAHOTO TIpernaparty, ajie piBeHs nifeuutysascs a0 11,3 mr/an Ha
6 neHs. Pisens 37e0inbimoro 6y MOCTIMHHUM, OYMHAIOUM 3 6-rO IHS, i
Xo4a 3 22-ro JHs cmocTepiraBes pieeHs 12,2 mr/m, micns 3aBeplieHHs
NiKyBaHHS piBeHb 3HU3MBCS, JOCATHYBIIM piBHA 6,2 Mr/mn 29-ro aus.
Cepenniii piBeHb 3MiHH CE4OBOI KHMCIOTH B KpPOBi Bifl BUXiZHOro piBHA
36inpmuBes g0 5,5 mr/mn Ha 6 nedb. Cepeini 3MiHM IOKa3sHHKA Bix
BHUXIJTHOTO piBHS B OCHOBHOMY OyJIM MOCTIHHMHY, IIOYMHAIOUM 3 6 JHS,
JocsAraroud pieHs 6,3 Mr/mn Ha 22 JieHb, ajieé BOHH 3MEHLIMIACS Iicid
3aBepIUEeHHS Teparlil, a piBeHb ctanoBuB 0,4 mr/mn Ha 29-ii neHs. Pisens
CEYOBOI KHMCIOTH B KPOBi NpH JiKyBaHHI miane6o B OCHOBHOMY OyE
NOCTIHHUM MPOTATOM YChOT'O HEPioay AOCIIPKEHHS.

5) Byno 2 cy6’extu, y axux pisers AST nepeBHINMB KOHTPOJBHI MEKi
micns npuiioMmy (ainipaeipy, ame y KoxkHOro cy6’ekra BinOyuacs
HOpMaJti3allis MoKa3HuKa Ha 29 JeHb.
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Y 2 cyb’exriB, y sKuxX crocTepiranocs migBUIMeHHHS piBas ACT, Takox
crocrepiranocs migermenns pisas AJIT, sxuit NIEPEBULIYRAB KOHTPOJILHI
Mexi micas npuifomy (asinipasipy, Hesaxaroum Ha Te, mo BiH
3HAXOMMEBCA B ME&XaX pedepeHTHOro ianasoHy mepej BBeICHHAM JI03H,
ane KOXKEH Cy0’eKT JIeMOHCTPYBaB TEHJCHLIIO /10 HOpMaJtizauil
TIOKa3HUKIB Ha 29-1 feHb. [HIMX 3HAYUMHX 3MiH He Oyuo.

6) @©CT', zaranpumii TecrocTepod i JII' mokazanu mmpokuit pianazon
TNOKA3HKKIB, 10 i Mic/sl MOYaTKy 103yBaHHS JOCIIJKYBAHOTO [penapary,
alic He CIOCTEepPIranocs TeHAeHLH Hi 10 30iNbIIEHHd, Hi 10 3MeHIIeHHs
LMX TOKA3HUKIB TIpU JiKyBaHHI (asimipaBipom a6o Ipd  OTPUMaHHI
niauebo.

7) Cmax, Cmin, 1060Ba AUC T2 kymynatusHa AUC (3a ogus geHn 1o
TOYATKy I03yBaHHS A0CTI/KYBaHOTO [PENapaTy Ta 0 6-ro aHs abo 1o 22-
ro pus) nana  daBinmipasipy mnokxazanu MO3UTHBHY KOpENSIiIo 3
MaKCHMAJIbHOKO KIIBKICTIO 3MiH DiBHS CEYOBOI KHMCIOTH y KpoBi, a
KiTIBKICTh 3MiH PiBHSI CEYOBOT KMCIIOTH B KpOBI 3pocrana i3 301IbIIeHHIM
11a3MOBOI KOHIEeHTpauii dasimipasipy.

8) KitiniuHo 3HaYMMUX 3MiH KHUTTEBO BAXK/IMBUX MOKA3HHKIB 260 EKT y 12
Bi/IBE/ICHHAX HE CIIOCTEPIraocs IpoTsIroM YCBOI'0 NEPIOAY AOCHiKEHHS.
22. BucHoBok B ol yac xonu MoxkHa GyJ10 miaTBepANTH (apmaxokineTnuny Gesnexy Ta
(3axmoyeHHs) TEPEeHOCHMICT 22-X JieHHoTO BBeAeHHs 1800/800 mr gBa pasu Ha 100y,
asinipaipy npu Cmin, SKHii 3aMMmAaRCcs MpUGIH3HO Ha piBHI 65 MKI/MiI,
piBEHb CEUOBOT KMCIOTH B KpoBi 36imbimyBaBcs BiJpa3y TMicisi mo4aTky
AO3YBaHH, 1 SIKILO JI03y BAHHS POBOAUTBCS POTATOM TPHBAIOTO nepioxy
yacy, BCE X iCHye HMOBIpHICTH BIUIMBY Ha (YHKIIO NediHKH. Tomy,
HEOOXI/IHO NPUIMATH L IMTaHHA [0 YBaru.

3asiBHHK (BJAaCHUK peecTpaniiiHoro mocsiquenns)

ITiamc /Mignuc/
Hata 25.10.2020
IToeHe iM’s Ta mocaga Hp. luda dapxan [laitx MBEC, M/]T

(Dr. Shifa Farhan Shaikh MBBS, MD)

Beyuwii ciienianict Mel4HOro Ta perysTopHOro
JerapTaMenTy

(Lead — Medico Regulatory Affairs)




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

o
Manufacturer

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

4. Performed
studies

D 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

T705aUS101

A Phase I, Randomized, Double Blind, Placebo Controlled, Ascending Single Oral
Dose Study to Evaluate the Safety, Tolerability, and Pharmacokinetics of T-705a in
Healthy Volunteers

6. Phase of Phase I,
clinical trial
7. Clinical MDS Pharma Services

trial was held

621 Rose Street
Lincoln, Nebraska 68502 From 08 March 2007 to 19 May 2007

8. Countries
where the
clinical trial
was held

USA

9. Number of
subjects

32
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10. Objective
and secondary
goals of the
clinical trial

The primary objective of this study was to evaluate the safety and tolerability of T-
705 given as a single oral dose in a rising dose cohort regimen in healthy male and
female volunteers.

The secondary objective of this study was to gain information about the
pharmacokinetics of orally administered T-705.

11. Clinical Randomized, double-blind, placebo controlled, ascending single oral dose study
trial design
12. Main All subjects enrolled in this study were judged by

entry criteria

the Investigator to be normal, healthy volunteers who met all inclusion and none of
the exclusion criteria or were approved by the Investigator.

13. Studied Test Product, Dose, Duration, Mode of Administration, and Batch Number: The
drug, test products were T-705a 30 mg capsule (Batch no. 29911106) and T-705a 100 mg
posology, capsule
strength (Batch No. 24111106).
Subjects randomized to T-705 Dose Level 1 (Treatment A) 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 Dose Level 2 (Treatment B) 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 Dose Level 3 (Treatment C) 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 Dose Level 4 (Treatment D) received a single oral dose
of 4 x 100 mg T-705a capsules taken with 240 mL of water within 60 seconds.
14. The reference product was matching placebo T-705a 30 mg capsule (#4, Batch No.
Comparator, | 30011106) and matching placebo T-705a 100 mg capsule (#1, Batch No. 24211006).
dosage,
posology,
strength
15 No concomitant medication or therapies, prescription or OTC, were to be administered
Concomitant | during the study unless they were prescribed by the Investigator for treatment of
therapy specific clinical events. Any concomitant medication or therapies were recorded on

the case report form (CRF). If drug therapy was required, a decision to continue or
discontinue the subject was made, based on the time the medication was administered
and its pharmacology and PK,

16. Efficacy
Endpoints

Pharmacokinetics: The PK sampling for plasma T-705 and its metabolite (T-705M1)
was performed at the following time points: Predose (0 hour) and 0.25, 0.5, 0.75, 1,
1.5,2,3,4,6, 8, 10, 12, 24, 36, and 48 hours postdose. The PK parameters AUCO-t,
AUCinf, AUCR, Cmax, Tmax, CL/F (T-705 only), Vd/F (T-705 only), Kel, t1/2,
AUMCinf, and MRToral were calculated from the overall (48 hours) plasma
concentration-versus-time profiles by noncompartmental 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 T-705M1. Parameters Aet’-t”’, Ae0-48, Re, Rmax, Tmax (urine), and CLr were
calculated for T-705 and T-705M1 from the urine data using SAS® Version 8.2. 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 following each
T-705 dose based on its molecular weight.

17. Safety
Endpoints

Safety was determined by evaluating adverse events (AEs), including clinical
laboratory values (serum chemistry, hematology, and urinalysis), vital sign
measurements, electrocardiograms (ECGs), physical examination findings, skin and
nail discoloration




¥

assessment/photograph, and semen analysis.

18. Statistical
methods

Pharmacokinetics: Plasma and urine concentrations and PK parameters of T-705 and
T-705M1 were summarized by analyte and dose 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. As a first step, the linear relationship between the In-transformed
PK parameters AUCinf and Cmax and the In-transformed dose was verified by
including the quadratic effect in the model. A linear relationship was to be concluded
if the quadratic term was not statistically significant at the 0.05 probability level. As a
second step, the model was used to calculate the

slope and the 95% confidence intervals (CI) for the slope of the In-transformed PK
parameters AUCinf and Cmax. Dose proportionality was to be assumed if the 95%
included the value of 1.

Safety: Frequency of AEs was summarized by using the Medical Dictionary for
Regulatory Activities (MedDRA®) Version 9.1 preferred terms and system organ
classes. All other quantitative safety measurements were tabulated and summarized
(with descriptive statistics) for all subjects 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 32 subjects participating in the study, 1 was female and

31 were male. Regarding race, 28 subjects were Caucasian and 4 were Black. The
mean £ SD age for all subjects was 24.4 + 5.6 years (range 19 - 38 years), the mean +
SD weight was 80.2 + 11.1 kg (range 58.5 - 100.2 kg), the mean £ SD height was
178.8 + 6.5 cm (range 163.0 — 188.0 cm), and the mean + SD BMI was 25.0 + 2.8
kg/m2

(range 20.7 - 29.7 kg/m2).
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20. Efficacy

Pharmacokinetic Results: The arithmetic mean and the 50 of plasma and urine T-705 PK

Boilis parameters following oral administration of 30 through 400 mg closes are presented in the
fellowing table.
Gummary of Plasma and Urtna T-705 Pharmacokinstic Parametars Following 30 Through 400 mg T-705 Dosss
Diose Group { Dose Group 2 Diose Growp 3 Dose Group 4
3 mg T-T05 50 mg T-705 200 mg T-705 400 mg T-T05
Fharmacokinetic bean £ 5D Mean + 8D Mean x 500 Mean £+ 5D
Parameters N} (N) N} N}
Cmavss (ugi) 0534 (15.4) 2T2(30.5) £.48 (1481 1222041
5 {5} (51 15
Tmass che) 1.7540.50,0.75) 0530050100 075 1050, 1.00) 062 (05D, 1.00)
B 55 5} 51
ANUCTHER [ughriL 143 (18,57} 33215339 12.84 (509 2558 (15220
i5) [5-F (4} {8
AT iaghriml) ; £93(54.21) 1285 (2318 2574 (18221
B &) 51 &
Hi2 {hry 04 £ 0,08 1.27 =047 120=0.18 1.35 2007
(45 8 =1 %]
Kai (9inr] 0.57 £ 0.05 2532015 152008 0,51 003
(31 {B) 7] 81
MITR 0.35 = 0.0z D89 =001 100=000 1002000
[L:H] (3] (=] {8l
ALMTINT (ughrt i) 281207 1529 14.44 3805 = 12,40 §3.EL ¢ 1050
[ {8} &l 18
MR Ters (hr 752 0.19 21T=051 2022034 220048
£5% ‘5 i3] {51
CLIF Loy 9.8l 2384 s 15.82 = 3.8% 15.19=30¢5
i85 i %1l
W' L) 19I5 £ L4 3571 = 367 23555 EE
5 (&1 5
AsCRE3 (ug) 0.0 = 300 27055 = 73333 z 42538
5 5 &
Emay (minr) 0.03 £ 32.90 BE.6Y = 189,25 2 11607
{5} {B} €] (B
Tmax (Unne; ine NA T 15021008 200z 1.18 1332082
- 1 3] -1}
oL (=ihe 0002000 1355 212215 18332558 2787 = 1545
5! ) I 5l
% Dose Sxoreied .00+ 3.0 00320075 114 2007 q48=01
5] 5} 51 51
= Tmax iz prezented as Medan [Alin, WMax)
=5 Cmax, AUCD-, andd AUCINT are presented az Geo. Mean (CV)
§ An unknown amauns of urirs was st in ermar for subjecs 10 - 45 during Hours 12 ~ 29 and urine cofection int=sals,
£ Mot Avaliabie
Source: Tabies 14.2.1.2.4. Trrough 12.2.1.2.4 and 94.2.2.3 Througs 14.2 3.8
21. Safety No serious adverse events (SAEs) were reported and no subjects were discontinued
Results by the Investigator due to AEs in this study. A total of 64 treatment-emergent AEs

were reported by 20 (63%) of the subjects in this study. AE incidence was highest
following 200 and 400 mg T-705 administration. However, AE incidence did not
necessarily follow a rising dose pattern. AEs in this study were generally mild in
severity and considered remotely related or unrelated to study drug. Headache, fatigue,
and pharyngolaryngeal pain were the AEs reported by the greatest number of subjects
in this study. Overall, no treatment- or dose-related trends were observed regarding
clinical laboratory, vital signs, physical examinations, ECGs, skin and nail
discoloration assessments, or semen analysis.

Analysis of Adverse Events

Headache was the most commonly reported AE, reported a total of 9 times by 7 (22%)
subjects, with 2 subjects each following the 30 and 90 mg doses, and 1 subject each
following the 200 and 400 mg and placebo doses. During the initial 6 days, headache
was reported 7 times by 6 subjects (19%). Of the total 9 headache episodes, 1 was
moderate in severity (following the 90 mg dose) and 8 were mild. The Investigator
considered 2 headache episodes (following the 200 and 400 mg doses) to be possibly

related to study drug, and the remaining 7 episodes to be either remotely related or




unrelated to study drug. Subject 13 received Excedrinl] OMigraine for headache
therapy following the 90 mg dose.

Mild fatigue was reported a total of 4 times by 4 (13%) subjects, with 2 subjects
following placebo, and 1 subject each following the 30 and 200 mg doses. All fatigue
episodes were reported within the initial 6 days of the study. The Investigator
considered a fatigue episode following placebo to be possibly related to study drug
and the remaining 3 episodes to be remotely related or unrelated to study drug. All
fatigue episodes resolved without concomitant therapy.

Pharyngolaryngeal pain was reported a total of 6 times by 4 (13%) subjects, with

1 subject each following the 30, 90, and 400 mg, and placebo doses. During the initial
6 days, pharyngolaryngeal pain was reported a total of 3 times by 3 (9%) subjects. Of
the 6 pharyngolaryngeal pain episodes, 1 was moderate in severity (following the 90
mg dose) and 5 were mild. The Investigator considered all 6 episodes to be unrelated
to study drug. Subject 13 received penicillin, SudoGest®, loratadine, and Levaquin®
for pharyngolayngeal pain.

All remaining treatment-emergent AEs were reported by 3 or fewer subjects each (<
9%) and were considered to be either remotely related or unrelated to study drug,
Subject 20 (a 34-year-old male) vomited approximately 4 and 6 hours following the
200 mg dose. Noting that the vomiting occurred immediately after venipuncture and
was not experienced by other subjects in the dose group, the Investigator considered
the AE to be unrelated to study drug. Each episode of vomiting was also preceded
bricfly by the AE of nausea and lasted for 1 minute. The subject received a cool cloth
for the AE of vomiting.

22
Conclusions

T-705 was characterized by rapid absorption and elimination with median time to
reach Cmax (Tmax) less than 1 hour and a mean terminal half-life of approximately 1
hour.

* The increases in T-705 exposure within the 30 through 400 mg T-705 dose range
investigated were dose proportional.

¢ Mean apparent terminal elimination half-life in plasma ranging from 1.04 to 1.35
hours, total body clearance ranging from 15.19 to 19.61 L/hr, and apparent volume
of distribution ranging from 26.71 to 29.55 L were comparable following the T-
705 doses.

* The results indicated that renal excretion did not play a major role in the
elimination of parent T-705.

e T-705 was metabolized to T-705M1, reaching mean plasma peak concentrations
that were as high as 55.3% of T-705, and AUC values that were as high as 91.1%
of the parent.

e T-705M1 exhibited a similar PK profile to that of the parent.

* Unlike for the parent compound, renal excretion played a significant role in
elimination of the T-705M1 metabolite,

» Single oral doses of T-705 up 400 mg appeared to be generally safe and well
tolerated by the healthy male subjects and the female subject in this study.
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Honarok 30

Ao Iopszky npoBeeHHs eKCIIepTH3H
peecTpailliiHuxX Marepianie Ha Jlikapchki 3aco0u,
IO NOJAIOTLCH HA ACPIKABHY

peecTpailito (nepepeecTpauiio), a TaKO#K

eKCIEepPTH3H MaTepialiB Mpo BHECEHHS! 3MiH 10

peecTpauifinnx Matepiasis npotarom aif
peecTpauiifHoro nocpiaueHns (nyHKT 4 posainy 1V)

3BIT
npo KJliHiYHe BUNIPOOYBAHHS
1. Hasga ABII'AH (®aginipasip) Tabnerku no 200 mr
JKapehKOro
3aco0y (3a

HasBHOCTI — HOMEp
peecTpauiifHoro
TIOCBiIYEHHS)

2. 3aaBHHUK

H-p Pemni’c JlaGoparopic Jita; 8-2-337, Poyn Ne 3, Bawmkapa Ximms,
Xaiinepaban, Tenanrana — 500 034, Ianis /

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

3. Bupobuuxk

TOAMA ®EKTOPI ®V]PKU®DIJIBM TOSIMA KEMIKAJI KO., JIT/T;
4-1, nmo-OkyT 2-Yome, Toama-uun, Tosama, Anonis /

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

4.11poseneni
JOCTI/IKEHHS

@ tak | _JHi  sKwo Hi, BKa3aTH NPU4HHN

1) Tun nikapcbKoro
3aco0y, 3a AKUM
npoeoamiacs abo

Jlikapcbkmii 3a¢id 3 HOBHHM J0cb€ (ABTOHOMHE /10CHE)

TUIaHY €ThCS
peecTpariis
5. IloBHa Ha3Ba T705aUS101
KJLHIYHOIO
BHITPOOY BAHHS, Hocnipkenns dasu 1, panyiomizosate, nojsiiite ciine, miaie6o-KoHTPOILOBAHE,
KOJIOBaHUI HOMED | AOC/TIAKEHHs 3pOCTaloduoi 0HOPa30BOl MepopabHOL 103K Ul OLIHKH Ge3MeKH,
KJIIHIYHOTO nepeHocuMocTi Ta papmaxokiHeTHku T-705a y 310poBuX 100pOBOIBILIB
BHIIPOOY BaHHS
6. ®aza xiiniydoro | dazal,
BHUINIPOOY BAHHS
7. Iepion MDS Pharma Services
MPOBEIECHHS 621 Rose Street
KINHIYHOrO Lincoln, Nebraska 68502
BHIIPOOY BaHHs
3 08 Gepesns 2007 poky no 19 tpasus 2007 poky
8. Kpaium, ne CIIIA
[IPOBOIUIOCS
KJTIHIYHe
BUIPOOYBaHHA
9. KisibkicTh 32

JOCIJIKY BAHUX




10. Meta Ta OCHOBHOIO METOI0 LIbOI0 JI0CIiKeHH s Gyila OLiHKa Gesnekn 1a 1IEPEHOCHUMOCTI

BT(.)p.HHHi uini T-705 y Burnaai ogmopasosol nepopambhoi j03u Y KOrOpPTHOMY pe:KHMI

KJIIHIYHOTO MiIBUILEHHS T03M Y 310POBUX T0GPOBOIIBLIB HOI0BIMOT Ta JKIHOYO! CTaTi,

BUIIPOOY BaHHS BropunHOI0 MeTol0 mBoro mocmimkenns Gymo oTpuManHs indopmauii npo
(hapmakoKiHETHKY nepopaisHo BBejienoro T-705.

11. Juzaiin PanpomizoBane, noasiiine  ciine, mIauedo-KOHTPOJILOBAHE,  BHUCXIIHE

KJIIHIYHOT'O JOCTIIKEHHs 0HOPAa30Boi 1031

BUIIPOOYBaHHS

12. OcHoBHI Bei cyG'extn, saxi Opanm yuacTh y UbOMY JOCHI/UKEHHI Ta OLIHIOBALMCH

KpHTEpil AOCHIAHUKOM, IOBHHHI Oy TH 3/I0POBUMH J106POBOJIBLLAMH, AKi BiNOBIIAOTS BCIM

BKJIIOUEHHHA KPUTEPIAM BKJIFOYEHHIO Ta HE BIIMOBITAIOTH JKOJHOMY 3 KPHTEPIiB BHKTIOUEHHS i
OyJIM CXBaJIeHi A0C/I THMKOM.

13, TecToBmnii npoayKT, 1033, TPHBATICTL, cHOCIG BBeIeHHS Ta HOMeEp mapTil:

Hocninxyranuii Hocnizzky Banumu npenaparamu Oyoiu kancyna T-705a 30 mr (napris Ne 2991 1 106)

nikapcbKui 3acio,
crnocit
3aCTOCYBaHH,
cuiia Jiit

Ta karicyna T-705a 100 mr (maptis Ne 24111106).

Cy6'extn, pannomizoBani Ha piBens go3m | T-705 (nikyBaHHS A), oTpumyBanu
pazoBy nepopaneHy 103y 1 x 30 mr kancynu T-705a, axy npuitmani 3 240 M1 soam
npoTtsarom 60 cexym.

Cy6'extu, panaomizoeani na pisens 2 gozu T-705 (nikyeanusa B), otpumyBsanu
pazoBy nepopaibiy 103y 3 x 30 mr kancyiu T-705a, axi nputimanu 3 240 M oam
npoTarom 60 cexyH.

CyG'exru, panaomizosani Ha pisens 3 1o3u T-705 (nikysanus C), oTpuMmyBanu
pasoBy nepopanbHy 103y 2 kancynn T-705a mo 100 mr. paszom 3 240 ma Boau
npotarom 60 cekyH.

CyG'extu, pannomizosani Ha pisenb 4 nozu T-705 (ikyBanus D), oTpuMyBaiu
pasoBy nepopanbHy o3y 4 x 100 mr kancyn T-705a, pasom 3 240 mu Boau
npoTiarom 60 cexkyHz.

14. Tlpenapar
NOPIBHAHHS, 11034,
crocio
3aCTOCYBaHHS,
cuia il

Pedepentnuii npoaykr pinnosinae miauedo T-705a 30 mr kancyaun (Ned, napris
Ne 30011106) Ta nauedo T-705a kancyau 100 mr (Ne 1, napris No 24211006).

15. CynyTHs
Teparnis

[Tz wac JOCAIKEHHST He 3aCTOCOBYBAJIOCH CYNYTHIX JIIKAPCLKUX 3acoiB, o
BIANyCKAIOTbCA 3a peuentoM ado 0es peuenTy, 4 Tepanii, AKUIO BOHH He
NpU3HAYEH] 0CI1IHUKOM JU1A J1IKY BaHHS KOHKPETHUX KIHIYHUX BUNaAKiB. By ib-
SKi CynyTHI Jikapchki npernapatu ado Tepanis peecTpyBaauch y Gopmi 3BiTy npo
BHMaao0k 3axBoproBants (CRF). fkmo norpibna Gysia MeMKaMeHTO3Ha Tepartis,
NpuiiMaii pIlIeHHs NPOJOBKYBaTH abo NPHIHHUTH Yy4acTh A0OPOBOABLA B
NOCHIUKEHHI, BUXOSYM 3 vacy BBeIEHHA JIKiB Ta ix (papmakonorii Ta
(hapMaKOKIHETHKH,

16. Kpurepii
OLIHKH
eeKTUBHOCTI

®apmakokinernka: PapmakokiHeTHuHi nokasuuku T-705 Ta Horo metabonity
(T-705M1) y nna3smi kpoBi pikcyBaich B Taki 4acoBi mpomiKkH: ripenosa (0 ro)
ta 0,25, 0,5, 0,75, 1, 1,5,2, 3,4, 6, 8 10, 12, 24, 36 Ta 48 ronuH nicjis BBeAEHH.
ITapamerpu PK AUCo, AUCinr, AUCR, Cmax, Tmax, CL/F (Tinpkn mns T-705),
VA/F (auwe T-705), Kel, tin, AUMCinr Ta MRToral, npodini xonuenTpauii B
ny1a3Mi KpoBi OyJIM po3paxoBaHi BHXOAHHM i3 3arajlbHOT CyMH 1ouH (48 roauH) B
3QJ1EIKHOCTI YAOBHMX MPOMIKKIB 33 IOIIOMOTOI0 HEKOMITAPTMEHTAILHOTO METOLY 13
BukopucTanHam WinNonlin® Pro Bepeii 5.01 ta SAS® Bepcii 8.2. Kpim Toro, In-
tpanchopmoani napameTpu OK, Cimax, AUCo Ta AUCinf Oy/1M npeacTaBaeHi uis
T-705 Ta T-705M1. INapametpu Aer-r’, Aeo-4s, Re, Rmax, Tmax (ceua) ta CLr Gynu
pospaxopani i T-705 ta T-705M1 3a naHumu 3arajbHOrO aHamizy cedi 3a
nonomororo SAS® Bepcii 8.2. Kpim Toro, pospaxosyBaan % no3u T-705, wo
BUJIIAETECA i3 ceveto, [Micis KokHoro mnpuitfomy T-705. Bineie Toro,
pospaxyBanu % BuBeaenoi 103u T-705M1 micns koskHoro npuiiomy mosu T-7035
Ha OCHOBI HOTO MONEKYJISIPHOT MacH.

/76



17. Kpurepii
OLIHKHN Oe3nexku

besneka Bu3Hauanacs UUIIXOM OWIHKM MOGIYHUX apuwt (T14), Brmrovarouu
KJIHIuHI nabopaTtopui nokasuuky (GioxiMivuuii ananis KPOBI, 3araibHUil aHanis
KPOBi Ta aHami3 ceui), BUMIPIOBAHHS MOKA3HHKIB KUTTEBO BAXKIUBHUX (hyHKIL,
enexrpokapaiorpamu  (EKI),  pesynbratiB  (isukansHoro — ofcTeskeHHs,
OLIIHKA/()OTOIOKYMEHTALLis 3MiH KOJIbOPY IIKIPH Ta aHajli3y crepMu.

el

18. Craructuuni
METO/IH

Papmarokinernka: Konuenrpauii T-705 ta T-705M1 B miasui KpOBi Ta ceui ix
(apmakokineTnuni napamerpu OymM  3BemeHI 3a  A0MOMOrOIO aHanmizy 3
BUKOPHCTAHHAM ~ OTMCOBOI  CTATHCTHKH  (posmip BuGipku [N], cepesni
apH(MeTHUHI, cTaHAapTHI Biaxmienns [SD], crangaprtha nmoxuGka CePeIHBOro
3HaueHHs [SEM] , koediuientn Bapiartii [CV %], miniMyMm, MakcnmyM Ta MesiaHa).
Kpim toro, Oymu pospaxoeani reomerpuuni cepenni 2nauenns 11 AUCo., AUCinr
Ta Cmax.

TIponopuiiiHicTs 1031 OLIHIOBAIN 3a JAHHMH OJHOpPA30BOI [03M UIA T-705,
BHKOPUCTOBYIOUM MOJIENb JliHIHHOT perpecii. Ha nepromy kpoui 6y:10 nepesipeno
JNiHiHHe cniBBiAHOMWEHHS Mixk In-TpaHcdopmoBanuME napamerpamu OK AUCins
Ta In-rpancdopmoBanoio Cmax i 1031 Gyau nepeBipeHi LUIAXOM BKIIOYEHHS
KBaJpaTHYHOro eexty B Mozieb. JIiniiiHa 3aekHicTb NOBUHHA 6YTH NpUIHHEHA,
SAKILO KBAAPATHYHUIT T0/IAHOK HE € CTATHCTHYHO 3HAYY MM Ha piBHi fiMOBipHOCTI
0,05. SIx npyruii kpok, Mosiestb GyJsia BUKOPUCTAHA /ISl PO3PAXYHKY BiJIXHIEHHS Ta
95% nosipunx intepsasis (CI) BiaxuneHHs In-Tpancdopmopannx napamerpis ®K
AUCinf T2 Cmax. IIponopuiiinicTs /1031 nopunna 6yTH pospaxoBana, Ko 95%
BKJTHOYa/IH 3HAYCHHS |,

besneka: Yactora I Oyna ysaranbHeHa 3a 10MoMorot0 MeamuHoro cioBHMKA 3
perynsTopHol aissibHocTi (MedDRA®) Bepcii 9.1, kpawi Tepminn Ta knacu
opratis Ta cuctem. Yei iHWI KiabkicHI BUMiptoBaHHs Oesnexn Oy 3BeicHI B
TalIiLi Ta y3arajibHeHi (32 OMMCOBOIO CTATHCTHKO) /1S BCiX ¢y0'eKTIB y KOXkKeH
MOMEHT 4acy Ta BCi 3MiHu BinMinHi Bix 6a3oBoro pisus. CyG'exru niane6o Gyiiu
00'eIHaHI B TPy My JIiKY BAHHSI.

19. Hemorpadiuni
NOKA3HHUKH
JOCJII[DKY BAHOT
nomynsauil (ctars,
BIK, paca, ToL10)

3 32 ocil, axi Opamu y4acTe y mocnimpkenni, 1 Gyna xinka Ta 31 vosopik. Lo
CTocyeThes pacH, 28 ninocainuux 6ynn kaBkasbkol HaLioHaneHOCTI Ta 4 — adpo-
amepukaHcbkol pacu. Cepenniii + ik SD s Beix niggocningnux cranosus 24,4 +
5,6 poky (amianazoH 19 - 38 pokis), cepenus + sara SD Gyna 80,2 + 11,1 kr
(aianazon 58,5 - 100,2 kr), cepeaniii + 3pict SD cranosus 178.8 £ 6.5 cm (
nianaszon 163,0 - 188,0 cm), a cepeane 3navenns IMT £ SD ctanosmno 25,0 + 2,8
kr / m* (aianason 20,7 - 29,7 kr / M2).




20. PesyneraTtu
eheKTHBHOCTI

Ph:rmagokmeglc_ Results: The arithmetic mean and the 50 of plasma and urine T-705 PK
parameters foliowing oral administration of 30 through 400 mg doses are presented in the
foliowing table.
Summary of Plasma and Uring T-705 Phamacokinstic Parametsrs Foliowing 30 Yhrough 400 mg T-705 Doass
Dose Group 1 Dose Group 2 Dose Group 3 Dose Group 4
30 mg T-705 90 mg T-705 200 mg T-705 400 mg T7-705
Pharmacokinetic Mean & SD Mean 2 SD Mean 2 SD Mean £ 8D
Parameters Ny ] (N} ]
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21. PesynbraTti
Oestieku

B pamkax uporo mociimkeHHs He OYJI0 JKOJHMX MOBIZOMIEHL Mpo cepiiosHi
HeOakani sBua Ta He OyJI0 JKOAHUX BHUINAAKIB BUKJIIOYEHHS JIiKApeM-
AOCJIIIHUKOM Y4aCHHUKA 3 I0CTIIKEHHS Y 3B 43Ky 3 HeOaKaHUM ABHUIIEM. 3araiom
Oyu10 nosigomnero npo 64 HeGaxkani sBULLA, IKi BAHUKIN Ha (OHI JIiKyBaHHs y 20
(63%) yuachukiB wuboro mocmiukenHs. Yacrora ueGakaHux sBum Gya
HaMBHILO MMPH 3acTocyBaHHi npenapaty T-705 y gozax 200 mr ta 400 mr. Tum
He MeHIlle, YaCTOTa BUHHKHEHHS HeOaXkaHUX ABHIL He 000B’ A3KOBO 3a5IEKHUTh Bij
3pOoCTaHHsi 03yBaHHA npenaparty. HeGaxkani sBuMIIa B paMkax I1bOro
JOCIIJIKEHHsA, AK MPaBWIO, OYJIH JIErKOro CTYNEHs BajKKOCTI Ta BBaKalHCs
TAKMMH, WO TMOB’A3aHi BijyaneHo abo He MNOB’A3aHi 3  3aCTOCYBAHHAM
JocniKyBaHoro npenapary. Hebaxkanumu ssumiamu, npo ki 0yJo nosiioMaeHo
HalGIIBIIOI0 KINBKICTIO YHaCHHKIB LBOIO JIOC/IKEHHA, OYIH ronoBHMIT Giib,
MiIBMIEHA BTOM/IIOBaHICTE Ta ©Oinb y ropni Ta ropradi. 3araiom He
CIIOCTEPIranoch JKOAHUX TEHICHLH, 0B A3aHIX i3 TIKyBaHHAM ab0 103y BaHHAM,
CTOCOBHO PE3y/LTATIB KIHIYHUX Jab0paTOPHUX aHAi3iB, OCHOBHUX MOKA3HHUKIB
KUTTEISAIBHOCTI, JaHuX (izukanbHoro odereskerns, EKI, 3MiHM Konbopy wmikipu
Ta HIrTiB ad0 pe3ybTaTiB aHAJI3Y CIIEPMH.

AHATI3 He0AKAHUX SIBHIL

Haii6inb yacto cepes HeGakaHHX SBHI MOBIIOMISIOCS [1PO TOJIOBHME Oib,
30KpeMa Npo Le HeGaxaHe sBHIIE 3arajloM 0yJ0 nosigomiiero 9 pasie y 7 (22%)
YYAaCHHKIB JOCTIKEHHA, Cepel AKX 110 2 YYaCHHKH OTPHMYBAIH Mperapar y
nozax 30 mr ta 90 Mr i no 1 ydacHUKY oTpuMyBaiu npenapar y goszax 200 mr ta
400 mr i nmane6o. Brpomomk nepumx 6 aHiB npo ronoBHuil 6inb 6yio




noBigomeHo 7 pasie cepent 6 (19%) yyacHHKIB 10CIKEHHS. Cepen 3aranom 9
€niz0/1iB rosoBHoro 6omo | BUNANOK GYB CepEIHBOrO CTYIEHs BAKKOCT (micns
npuiiomy npenapaty B 103i 90 mr) ta 8 Bunaaxis — nerkoro crynens. Ha AYMKY
JKaps-0CaiIHIKa 2 eni30aH TOJIOBHOTO GO0 (ricng npuiioMy nipenapaTy B
mosax 200 mr Ta 400 wmr) MoxiMBo OynM ToB’s3aHi i3 38CTOCYBaHHAM
NOCTI/KYBAHOTO TpemapaTy, a pewta 7 emizofiB Oynd aGo  BiganeHo
MOB’A3aHUMH, a00 He TMOB’A3aHUMM i3  3aCTOCYBAHHSM JOCIIIKY BAHOTO
npenapary. Y 4acHHK JI0C/iKeHHs il HomepoM 13 OTPUMYBAB NIKAPCLKHUIT 3aci0
Ekcepaun Mirpens Juisi niKyBaHHS rOMOBHOTO GO/, 100 BMHUK Ha (oni
3aCTOCYBaHHA npenapary B 1031 90 mr.

I1po nijiBuILEHY BTOMJIIOBAHICTE JIEFKOTO CTYIICHS 3araioM MoBitoMasnocs 4 pazu
4 (13%) y4acHUKaMU JOCIIUKEHHS, Cepest AKHX 2 YUacHUKN OTPUMY Ba/IH M1aLe60
Tano | yuacHUKY OTpUMYBaJIH penapat y j103ax 30 mrta 200 mr., Ilpo Bci enizonn
MiJIBALIEHOT  BTOMJIIOBAHOCTI  TMOBIZOMIISIOCH  BIIPOJIOBIK nepux 6 JHiB
AocnikeHHs.  Ha  aymky  Jslikaps-1ocnigHMka  oxuH  enizof  NiABMIIEHOT
BTOMJIFOBAHOCTI (Ha doni npuitomy miane6o) MoxIHBO OYB MOB’s3aHMii i3
33CTOCYBAHHAM JIOC/TI/UKYBAHOTO Mpenapary, a pewrra 3 emizomm Oymu abo
BIZLIAJIEHO TIOB’ A3aHIMH, 460 HE NMOB’SI3aHHMMU i3 3aCTOCY BAHHSIM JOCITIIKY BAHOTO
npenapary. Yc¢i eniso[n NiABHUIEHOT BTOMIIOBAHOCTI MHHYJIM G¢3 3aCTOCY BaHH
Oyab-AKOT cynyTHBOI Teparii,

LIpo Ginb y ropati Ta roprasi aranom noeizomnsnocs 6 pasie 4 (13%) yuacHukamu
JOCITIJKEHHSA, Cepe/l IKUX 1o | yyacHHKy oTpuMyBa/iu npenapat y 03ax 30 Mr,
90 mr Ta 400 Mr i naue6o. Bripojossk nepiuux 6 uis npo 6isib y rop:i ta roprasi
3aranom noigomasnocs 3 pasu 3 (9%) yuacuukamu aocnimkenns. Cepen 6
enisonis 600 B ropiii Ta roprai | Buniagok 6yB cepe/IHbOrO CTYIEHs BAYKKOCT]
(micns npuifomy npenapaty B 1031 90 Mr) Ta S5 BUIAgKIB — TErKoro crynens. Ha
AYMKY JliKaps-/10C/i/IHUKa BCi 6 emi30/1iB He GyJ1u OB’ I3aHUMM i3 3aCTOCY BAHHSM
AOCIIIKYBAHOIO Mpenapary. YHacHHK J0CIiKEeHHs i1 HoMepoM 13 3 IpuBOay
om0 B ropti Ta roprani OTpHMYyBaB NEHILWMIIH, Jikapeekuii 3aci6 Cymgolect®,
JlopaTajaHH Ta JiKapchkuii 3aci6 JlepakBin®.

[Ilo crocyerbes pewtn HeGaxauux SBHI HA (OHI JiKYBaHHA, TO MPO KOKHE
HebazkaHe sBuiIe Oy10 MOBITOMICHO 3 abo MeHIIe yHacHUKAMH JI0C/IKeHHS (>
9%) 1 BoHM BBaxkanMcs abo BijjaneHo MOB’s3aHUMM, ab0 He MOB A3AHUMHU i3
3aCTOCY BAHHAM JOC/II7KYBAHOIO [Ipenapary.

B yuacuuka nocnimkenns nig Homepom 20 (34-piunuii 4onorik) BigzHauanocs
GmoBanns Hepes npubAN3HO 4 Ta 6 rofuH nicas npuiiomy npenapaty B 103i 200
Mr. Bpaxosyiouu Te, o OGnloBaHHs BHHHKIIO Bi/Ipasy Mic/s BeHEMyHKUii Ta He
BIZI3HAYAOCH Y IHIIMX YYACHUKIB JOC/IDKEHHS 3 Liel rpynu 103y BaHHS. nikap-
AOCJTAHHMK BUPILIMB, O JaHe HebaXkaHe BHINE HE MOB’3aHe i3 3aCTOCYBAaHHAM
AocniaxkysaHoro npenapary. KoxHomy ernizoy GiioBaHHS Takok Ha KOPOTKHIA
uac riepejlyBano HebaxkaHe sBMILE Y BUIUIAI HY/I0TH, 1O TpuBaia | XxBUAMHY. 3
NpHBOJY HeDaXKAHOro ABMILA y BUTIIA/I OI0BAHHS YHACHHKY JOC/iLKeHHsS By0
HAKJ1a/IeHO XOJIOTHUIT KOMITpec.

22. BucHoBoK
(3aKIIIOYEHHS)

T-705 xapakrepusyeaBcs LWIBHAKMM MOMTHHAHHAM Ta eliMiHAL{EIO i3 cepe/iHim
4acoM A0cATHeHHA Crax (Tmax) MeHIIE 1 roAHHK Ta CePeaHIM KIHIEBHM MepiooM
HariBBUBEACHHS NMPUOIH3HO | TOAHHOIO.
e 306inbwenns yacy excnosuuii T-705 y gociigzenomy aianasoHi 103 s
T-705 Bin 30 g0 400 Mr GyJ10 nponopuilinum 1031,
e CepenHiii nepio oM HarniBBHBE/ICHH 3 I171a3MH KPoBi cTaHOBUB Bix 1,04 0
1,35 roaun, 3aranbHuii kiaipedc Bia 15,19 mo 19.61 n/roa ta BHIMMMIL




ob'em posnoainy Bia 26,71 mo 29.55 n Oyan CHIBBIAHOCHUMU micis |
npuifomy noszu T-705.

Pesynbrati nokasanm, mo HUpKoBa ekckpellis He Biirpaia Bemukoi poni
B ejiminanii T-705.

T-705 wmeraGomisyaBes no T-705M1, skuii  gocsaraB cBOiX cepesHix
MKOBHX KOHLEHTPALLil Y T1a3Mi KpoBi. ki GyJH Taki s BUCOKi 55,3% ak i
B T-705, a 3nauenns AUC nocarano 91,1% sin T-705.

T-705M1 nemoucTpysap nonituuii OK- npogian go T-703.

Ha Bmmmy BIZl BUXIZHOI CTIOJIYKH, HUPKOBA EKCKpEL(is Bijlirpajia 3HauHy
posie y eniminauii metabonity T-705M1.

Onxopasori nepopanbhi go3u T-705 g0 400 M BUABHINCH 3arajiom
OesneuHuMH Ta 106pe NepeHoCATHES 3M0POBHMH cyO’ekTaMu YoJIOBIUOT Ta

KIHOYOT cTaTeH y UBOMY J0CITi PKEHH,

3asBHHK (BJIACHMK peecTpaniiinoro nocsinvuemnns)

[Tigmuc /ianuc/
JlaTa 07.01.2021
[Toene iM’s Ta nocana Hp. Ulupa dapxan [laiix MEEC, MJ{

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyuuii cnientianict MeI44HOTO Ta peryisTopHOro
JlenapTaMeHTy

(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, Telanaana - 500 034, India

3. Manufacturer

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

4, Performed | P 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

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

T705aUS102

A Phase I, Randomized, Double Blind, Placebo Controlled, Ascending Single Oral Dose Study to
Evaluale the Safety. Tolerability, and Pharmacokinetics of Higher Doses of T-705a in Healthy
Volunteers

6. Phase of
clinical trial

Phase 1.

7. Clinical trial
was held

MDS Pharma Services
621 Rose Street
Lincoln, Nebraska 68502 From 25 January 2008 to 08 March 2008

8. Countries USA
where the clinical

trial was held

9. Number of 16
subjects

10. Objective and
secondary goals
of the clinical trial

The primary objective of this study was to evaluate the safety and tolerability of higher doses of T-
705a given as a single oral dose in a rising dose cohort regimen in healthy male and female 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 study

design
12. Main entry All subjects enrolled in this study were judged by the Investigator to be normal, healthy volunteers
criteria who met all inclusion and none of the exclusion criteria or were approved by the Investigator.

13. Studied drug,
posology, strength

The test product was T-705a 100 mg capsule (Batch No. 24111000).

Subjects randomized to T-705a Dose Level 1 received a single oral dose of 6 x 100 mg T-705a
capsules taken with 240 mL of water within approximately 60 seconds.

Subjects randomized to T-705a Dose Level 2 received a single oral dose of 12 x 100 mg T-705a
capsules taken with 240 mL of water within approximately 60 seconds.

14, Comparator,
dosage, posology,
strength

The reference product was matching placebo T-705a 100 mg capsule (Batch No. 24211006).

15. Concomitant
therapy

No concomitant medication or therapies, prescription or OTC. were to be administered during the
study unless they were prescribed by the Investigator for treatment of specific clinical events. Any |
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12. Main entry | All subjects enrolled in this study were judged by the Investigator to be normal, healthy volunteers who

criteria met all inclusion and none of the exclusion criteria or were approved by the Investigator.

13. Studied The test product was T-705a 100 mg capsule (Batch No. 241 11006).

drug, Subjects randomized to T-705a Dose Level | received a single oral dose of 6 x 100 mg T-705a capsules

posology, taken with 240 mL of water within approximately 60 seconds.

strength Subjects randomized to T-705a Dose Level 2 received a single oral dose of 12 x 100 mg T-705a
capsules taken with 240 mL of water within approximately 60 seconds.

14, The reference product was matching placebo T-705a 100 mg capsule (Batch No. 24211 006).

Comparator,

dosage,

posology,

strength

15. No concomitant medication or therapies, prescription or OTC, were to be administered during the study

Concomitant unless they were prescribed by the Investigator for treatment of specific clinical events. Any

therapy concomitant medication or therapies were recorded on the case report form (CRF). If drug therapy was
required, a decision to continue or discontinue the subject was made, based on the time the medication
was administered and its pharmacology and PK.

16. Efficacy Pharmacokinetics:

Endpoints Plasma concentrations and PK parameter data from an earlier study (AA38570) are combined with the

data from the current study (AA70786) and presented together in the tables and figures.

Moreover Cmax and AUCInl data from the AA38570 study are combined with the Cmax and AUCinf
data of the current study for the purpose of dose proportionality analysis.

The PK sampling for plasma T-705 and its metabolite (T-705M1) was performed at the following time
points: predose (0 hour) and 0.25, 0.5, 0.75, 1, 1.5, 2, 3. 4. 6, 8. 10. 12,24, 36, and 48 hours postdose.
The PK parameters AUCO-t, AUCinf, AUCR, Cmax, Tmax, CL/F (T-705 only), Vd/F (T-705 only),
Kel, t1/2, AUMCinf, and MRToral were calculated from the overall (48 hours) plasma concentration
versus time profiles by noncompartmental 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 T-705MI. The urine sampling intervals for T-705 and its metabolite (T-
705M1) were: prior to dosing, 0 -2,2-4,4-6,6-8,8- 12, 12 - 24, and 24 - 48 hours. Parameters
Aet’-t”’, Ae0-48, Re, Rmax, Tmax (urine), and CLr were calculated for T-705 and T-705M1 from the
urine data using SAS® Version 8.2. In addition, % of unchanged drug excreted (% Dose Excreted) in
urine was calculated for T-705 following each T-705a dose. Moreover, % of dose excreted in urine as
T-705M1 was calculated following each T-705a dose based on the molecular weight of T-705M1.

17. Safety Safety was determined by evaluating adverse events (AEs), including clinical laboratory values (serum

Endpoints chemistry, hematology, and urinalysis), vital sign measurements, electrocardiograms (ECGs), physical
examination findings, skin and nail discoloration assessment/photograph, and semen analysis.

18. Statistical | Pharmacokinetics:

methods Plasma and urine concentrations and PK parameters of T-705 and T-705M1 were summarized by

analyte and dose 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 Cmax. AUCO-t. and AUCinf.

Dose proportionality was evaluated from the single-dose data for T-705 (AA70786 and AA38570
studies) using a linear regression model for 1) 30 to 600 mg and 2) 30 to 1200 mg T-705a dose groups.
As a first step, the linear relationship between the In-transformed PK parameters Cmax and AUCinf
and the In-transformed dose was verified by including the cubic and the quadratic effect in the model.
A linear relationship was concluded if the cubic and quadratic terms were not statistically significant
at the 0.05 probability level. As a second step, the model was used to calculate the slope and the 95%
confidence intervals (CI) for the slope of the In-transformed PK parameters Cmax and AUCinf. Dose
proportionality was to be concluded if the 95% CI included the value of 1.

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

19. Of the 16 subjects participating in the study, 4 were female and

Demographics | 12 were male. Regarding race, 15 subjects were Caucasian and | was mixed race. The mean age for all
of the studied | subjects was 44.3 years (range 24 — 59 years), the mean weight was 79.8 kg (range 60.8 — 104.8 kg),
population the mean height was 175.3 em (range 160.0 — 193.0 cm), and mean BMI was 25.9 kg/m2 (20.4 — 28.5

(gender, age,
race as well)

kg/m2).

20. Efficacy
Results

The arithmetic mean and the SD of plasma and urine T-705 PK parameters following oral
administration of 30 through 1200 mg T-705a doses are presented in the following table.

30 mg 90 mg 200 mg 400 mg 600 my 1200 mg
T-705a Doses | T-705a Doses | T-705a Doses | T-705a Doses T-705a Doses T-705a Doses
Pharmacokinetic Mean + SD Mean + 8D Mean + SD Mean + SD Mean = SD Mean + SD
Parameters {N) (N} (N} {N) (N} (N)
Cmax# (ug/mb) 0.684 (15.4) 2.72(30.5) 6.19 (14.8) 12.2(20.4) 206 {19.5) 40.3 (24.6)
(€) (6) (6) {6) (6) (6)
Tmaxs# (hr) 0.75(0.50, 0.75) | 0.63 {0.50, 1.00) [ 0.75 (0.50, 1.00) | 0.62 (0.50, 1.00)) 0.75(0.50,1.00) | 0.75 (0.56, 1.00)
{6) (6) (B} {6) {6) (6}
AUCD-8# (ug*hrimL) 1.49(18.57) 5.86 (53.39) 12.94 (29.09) | 26.68(18.22) 4515 (22.09) 129.36 (42.41)
(6) (6) (6) {6 6) (6)
AUCInF## (pg*hrimL) 1.55 (17.08) 5.93 (54.21) 12.99 (29.16) | 26.74 (18.22) 4527 (22 19) 130.02 (42.13)
(6) (6) (6) (6) (6 (6
1172 (hr) 1.04+0.08 127047 1.20£0.18 135007 1312014 1.84 £0.30
{6) (6) (6} (6) (&) (8)
Kel (1/hr) 0.67+0.05 059+0.15 0.59 £ 0.08 0.51£0.03 053005 0.39+0.07
(6) (6) (6) (6) (6 )
AUCR 096+0.02 099001 1.00 = 0.00 100000 1.00 £0.00 1.00 £ 0.00
(6) (6) (6} {6) (6} (6)
IAUMCInf (pg*hrthr/mL) 281071 1529+ 1444 | 23081360 | 59541090 | 102568+31.17 45219 £321.79
{6) (6) (8) (&) (6) (5)
MRToral (hr) 1762019 210061 202+034 220+0.19 219+026 3.05+0.6%
{€) (6) (8) (6) 6) (6}
CLF (L/hr) 19.61 1 3.64 16.12£5.12 15822381 1519+ 3.06 13.57+3.29 $65+279
G)] (6) (6} (6) &) (6}
[VdiF (L) 2925 +4.42 26.85+ 340 26.71 = 367 29.55+555 25352468 2441389
{€) (6 (6} (6 {6) ()
AeD-48 (ug) 0.00=0.00 TT41+£81.07 |270.56 + 148.35| 730,69 = 425.98 | 1022.62 + 393.87| 318046 + 1633 13
6) (5) (6} (6) () (6}
Rmax (mL/hr) 0.00+0.00 23.26+20.31 | 6563 +£29.00 |189.24 + 116.07 | 254.17 = 144.66 836.36 + 608.86
(6) (6) (6) {6) (6) (6)
ITmax (Urine) (hr) NA @ 1.80+1.10 200+1.10 133082 133082 1.67 £1.03
= (5) () {6) (6) (6)
CLr {mLfhr) 0.00+000@@ | 13.66%12.81 1928+ 655 27.97 = 1648 2280962 2655+ 18.11
) (6) (6} (6) {€) (6}
% Dose Excreted 0.00+000@@ | 009:0.07 0.14 + 0.07 0.18=0.11 0.17 £ 0.07 027 + 0.14
{6) (6) (6} (6) (6) (6}

Administration of increasing doses of T-705a resulted in proportional increases in rate and extent of
exposure to T-705. T-705 was characterized by a rapid absorption and elimination. Median time to
reach Cmax was less than an hour and the t1/2 was approximately 1 to 2 hours. While mean Vd/F was
relatively similar following T-705a dose up to the 1200 mg dose, mean t1/2 in plasma slightly increased
and mean CL/F decreased following the 1200 mg T-705a doses compared to the lower doses.

The fraction of dose excreted unchanged, as T-705 was less than 0.30%. Therefore, renal excretion was
not considered a major mechanism for the elimination of unchanged T-705.
The rate and extent of exposure to the T-705M1 followed that of the T-705. The geometric mean Cmax
and AUCinf values of the metabolite were 50.0% to 55.3% and 81.8% to 91.1% of the parent following
30 to 400 mg T-705a doses, respectively, and 43.4% to 45.8% and 60.1% to 80.0% following the 600
to 1200 mg T-705a doses, respectively. Similar to the rapid absorption of the parent drug, metabolite
formation was rapid with a median time to reach Cmax (i.e. Tmax) of 1 hour or less.
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Renal excretion played a significant role in elimination of the metabolite. Calculated on the basis of its
molecular weight, up to 98.26% of the administered drug dose was excreted in urine as T-705M1.
The dose proportionality assessment of exposure to T-705 in plasma following 30 to 600 mg and 30 to
1200 mg T-705a doses is presented in the following table.

Dose Proportionality Assessment for Plasma T-705 Following 30 Though 1200 mg T-705a Doses

Standard
Dose Parameter Slope Error 95% CI
30 - 600 mg T-705 Cmax 1.0371 0.034 (0.967, 1.108)
AUCinf 1.1040 0.045 (1.012, 1.196)
30 - 1200 mg T-705 Cmax 1.0382 0.028 (0.982, 1.094)
AUCinf 1.1612 0.040 (1.081, 1.242)

Parameters and T-705 Doses were In-transformed prior to analysis,
Dose proportionality was concluded if the 95% CJ of the siopes of the In-transformed parameters
Cmax and AUCIinf included 1.

Note: 30, 90, 200, and 400 mg T-705 doses are from Study AA38570 and 600 and 1200 mg T-705 doses are from Study AATO786
Source: Tables 14214 and 14.2.1.5

The 95% CI of the slope of the lines for In-transformed PK parameters Cmax and AUCinf indicated
that the increases were dose proportional with respect to Cmax (the 95% CI included the value of 1)
and were not dose proportional with respect to AUCinf (lower limit of the CI was marginally higher

than 1).
21. Safety No serious AEs (SAEs) were reported in this study, and no subjects were discontinued due to an AF.
Results by the Investigator. A total of 23 treatment-emergent AEs (TEAEs) were reported by 6 of 16 subjects

(38%) dosed in this study. Of the 23 TEAEs, 21 were reported as mild in severity and 2 were reported
as moderate. Headache and pyrexia were the most common AEs reported in this study. The Investigator
considered 8 TEAESs to be possibly related to the study drug, 7 to be remotely related, and 8 to be
unrelated. The 8 TEAESs considered possibly related included erythematous rash and pruritus occurring
in 1 subject (600 mg).

There did not appear to be any treatment- or dose-related trends regarding AEs, clinical laboratory,
physical examination, ECG, or skin and nail discoloration assessments.

There were no AEs with respect to semen analysis results. The Investigator considered all individual
abnormalities to be not clinically significant.

Mean normal spermatozoa percentage decreased from baseline of -31.3% on Day 5 for the 1200 mg |
group. In contrast, the 600 mg group and placebo group experienced increases from baseline of +9.0
and +8.5%, respectively on Day 5. On Day 29 the 1200 mg group normal sperm percentage decreased
—16.2% from baseline, while the 600 mg and placebo treatments exhibited increases from baseline of
+1.0 and +25.0%, respectively.

There was a shift in initial progressive motility from normal at baseline to low for one 600 mg subject
on Days 5 and 29, and for three 1200 mg subjects on Day 29. The lowest abnormal values ranged from
30 to 60%. There was a shift in 2 hour progressive motility from normal at baseline to low for one 600
mg subject on Days 5 and 29, and two 1200 mg subjects on Day 29. The lowest abnormal values ranged
from 15 to 40%,
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Adverse Event Frequency by Treatment Group - Number of Subjects Reporting the
Event (% of Subjects Dosed)

T-705a Dose Group (mg)
600 [ 1200 | Placebo Overall
Adverse Event®
umber of Subjects Dosed 6 (100%) 6 {100%) 4 (100%) 16 {100%
Number of Subjects With AEs 4 (67%) 1(17%) 1{25%) 6 (38%) t
[Number of Subjects Without AEs 7{37%) 5{83%) 3 (75%) 10 (63%)]
Gaslrointestinal disorders 0 (0%} (17%) {0%) (6%)
Diarrhoea 0 (0%) (17%) (0%) 6%)
Nausea 0 (0%} {(17%) (0%) 1{6%)
General disorders and administration site condilions 2 (33%) T(17%) 0 (0%) 3{19%)
iscomfort 0 [0%) 1(1T7%) 0({0%) T (6%)
Pyrexia 2 (33%] 0 {0%) 0 {0%) 2 [13%)
Nervous system disorders [ 3 07%Y | 0 {0%) [ 1{@5%) | 2 (13%)
Headache [ 1{7%) | 0{0%) [ 135%) | 2 (13%)
Respiratory, thoracic and mediastinal disorders 3 (50%) 0 {0%) 0{0%) 3{19%)
Cough T{(17%) 0 ({0%) 0(0%) 1 (6%])
Nasal congestion 1{17%) 0 (0%) 0 (0%) 1(6%)
espiratory tract congestion T{T7%) 0 {0%) 0 (0%) T{6%)
_ihmorrhoea : 1 (17%) 0 (0%) 0 (0%) {6%)
Sinus congestion 1(17%) 0 {0%) 0 (0%) (6%)
Skin and subcufaneous fissue disorders 2 (33%]) 0 {0%) 0 {0%) 2{13%)
ruritus g T{T7%) 0 (0%) 0(0%) T6%)
runtus generaiised 1 (17%) 0 (0%) 0 {0%) 1 ({6%)
| __Rash erythemalous 1{17%) 0{0%) 0{0%) 1 (6%}
Note: * Adverse events are classified according to System Organ Class (50C) and Preferred Term {PT} of MedDRA Version 9.1.

Adverse Event Frequency by Treatment Group, Severity and Relationship to Drug - Number
of Adverse Events

Severity Relationship to Drug
Humber of
Adverse Event* ¥ 705a Doae Adverse Mild Moderate Severe | Definite | Probable | Possible | Remote | Unrelated
Group (mg) Events
Gastrointestinal disorders
Diarrhoea 1200 3 3 a [1] 0 0 ] 3 0
Nausea 1200 1 0 1 0 0 g 0 1 8]
General disorders and
administration site conditions
Discomfort 1200 1 1 0 [1] 1] 0 0 1 1]
Pyrexia 600 2 2 1] 0 o 0 0 0 2
Nervous system disorders
Headache 600 1 0 1 0 [1] 0 0 [ 1
Placeho 1 1 0 0 1] 0 2 1 0
Respiratory, thoracic and
mediastinal disorders
Cough €00 1 1 ] 0 0 0 0 [1] 1
Nasal congestion 600 1 1 1] 0 1] 0 1] 0 |
Respiratory tract congestion 600 1 1 0 0 0 0 a 0 1
Rhincrrhosa €00 1 1 0 0 [i] 0 0 0 1
Sinus congestion €00 1 1 a 0 a 0 [1] 1] 1
Skin and subculaneous fissue
disorders
Prusitus €00 4 4 0 0 0 0 4 ] 0
Pruritus generalised 600 1 1 g 0 1] 0 0 1 0
Rash erythematous 600 4 4 a 0 1] 0 4 {i] 0
Note: * Adverse events are classified according to System Organ Class (SOC) and Preferred Term (PT) of MedDRA Version 9.1.

22
Conclusions

* T-705 was characterized by rapid absorption and elimination with median time to reach

Cmax (Tmax) less than 1 hour and a mean t1/2 of approximately 1 to 2 hours.

* While mean Vd/F was relatively similar following the T-705a doses up to 1200 mg dose, mean t1/2
in plasma slightly increased following the 1200 mg T-705a dose compared to the lower doses.

* The increases in T-705 exposure within the 30 through 600 mg and 30 through

1200 mg T-705a dose ranges investigated were dose proportional with respect to Cmax and were not
dose proportional with respect to AUCinf,

* While mean CL/F of T-705 following 30 to 600 mg groups remained fairly constant, CL/F folowing
the 1200 mg group was lower than the mean CL/F values in lower dose groups.

These CL/F values are indicative of dose proportional kinetic from 30 to 600 mg dose but not following
the 1200 mg dose.
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* Renal excretion did not play a major role in the elimination of unchanged T-705. }
* T-705 was metabolized to T-705MI, reaching mean Cmax that were as high as 55.3% of T-705, and
AUC values that were as high as 91.1% of T-705.

* T-705MI exhibited a similar PK profile to that of the T-705.

* Renal excretion played a significant role in elimination of the T-705M 1. Calculated on the basis of its
molecular weight, from 75.10% to 98.26% of the administered drug dose was excreted in urine as the
T-705M1.

* Administration of single, oral doses of T-705 (600 and 1200 mg) appeared to be generally safe and
well-tolerated by the healthy male and female subjects in this study. Transient normal spermatozoa
percentage decreases were observed in the 1200 mg treatment; however, values remained within the
normal reference range.
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7.

Honaroxk 30

A0 Topsaznky npoeenenus CKCMEPTH3H
peecTpauiiiHux Matepiasnie na JIKapeeki 3acobu,
1O MOJAIOTHCA Ha AepikaBHy

PeECTpaLiio (mepepeccTpaliio), a Takosi
CKCIIEPTH3H MaTepialliB MPpo BHECEHHS 3MiH 110
PeeCTpaiiHuX MaTepianis npoTarom aji
peecTpauiiiHoro nocriuenns (myHKT 4 posniny IV)

3BIT
Npo KJiHiuHe BHNpPoGyBanus
l: Hazga ABITAH (Pasinipasip) Tabretku no 200 mr —‘
JIKAPCBKOro
3aco0y (3a
HasIBHOCTI —
HOMeEp
peecTpauiinoro
IOCBIIYEHHs)
2. 3asiBHHK H-p Peani’c JlaGopartopic JI; 8-2-337, Poyn Ne 3, banjkapa Xinns, XaitnepaGan,
Tenanrana — 500 034, Iupis /
Dr Reddy's Laboratories Ltd; 8-2-33 7, Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India
3. BupoGuuk TOAMA ®EKTOPI ®VJDKUDITIEM TOAMA KEMIKA KO., IT/I;

4-1, Inmo-Okyi 2-Yowme, Toama-un, Tosima, Sronis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4.Ilposeneni
JIOCTIKEHHS

Tak DHi AKLIO Hi, BKA3aTH [PUYHHY

1) Tun
NIKapCbKOro
3aco0y, 3a AKUM
NpOBOMIACH
a0o mIaHyeTbes
peecTpauis

Jlikapebkuii 3aci6 3 noBHEM 10chbe (aBTOHOMHEE J10ChE)

5. Ilosna nazpa
KIiHIYHOTO
BHIIPOOY BaHHS,
KOJIOBaHMIA
HOMep
KJIIHIYHOrO
BUIIPOOY BAHHSI

T705aUS102

dasza [, pangomizoBane, mnoagiiiHe cuine, [1aLeD0-KOHTPOJILOBAHE  TOCITIZKEHHSI.
HocIipKeHHs  3pOCTaHHA  OJHOPA30BOi MEPOPaNbHOT 103U JUTA OLUHKH Gesnex,
nepeHocHMocTi Ta (papmakokiHeTHkH Buumx j103 T-705a y 310posux 106poBoabLie

6. @aza
KJTIHIYHOI'O
BUNPoOyBaHHA

®dasa |,

7. Mepion
MpOBeACHHSA
KJTiHIYHOTO
BHUIIPOOYBaHH

MDS Pharma Services
621 Rose Street
Lincoln, Nebraska 68502
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3 25 ciuns 2008 poky 1o 08 Gepesns 2008 pOKY =
8. Kpaiuu, e CLIA
NPOROAMIIOCS
KJIIHIYHE
BUNPOOYBaHHs
9. KinbkicTs 16
JOCITIKY BAHUX
10. Mera ta OCHOBHOI0 METOIO LBOTO 1OCiIIKeHHS OyJ1a ouinKa 6e3reKkn Ta nepeHoCuMOoCTi BHILHX
BTOPHHHI 1(i1i no3 T-705a, wo BBOAATBCH 5K OnHa NICpopanbHa /1033, y KOIOPTHOMY pexUMi
KIIHIYHOrO MABUIEHHS 1031 Y 310POBHX NIOOPOBOILLIE YOI0BIUOT Ta sKiHOuOT CTaTi,
BUIIPOOYBaHHA | BTOPHHHOIO MeTOl  1Lporo AOC/iKeHHA  Oyl0  OTpHMaHHs iHpopmauii  npo
apmakokineTiky nepopansHo BeeaeHoro T-705a.
11. Tuzaiin PangomizoBane, noasiitne cire, M1aneb0-KOHTPOILOBAHE, BUCXIIHE 0CTITKEHNS
KITIHIYHOTO 0JIHOPA30BOT /1031
BUIIPOOYBaHHS
12. OcHoBHi Yci ocobu, ski Gpaan yuyacts y UbOMY JIOC/IJUKeHHI, Oyan BU3HAaHI HOPMAaNEHAMH,
KpuTepii 3/10pOBUMH 100POBONBLSIMY, AKI BiANOBiNAMM BCiM YMOBaM BKJIFOYECHHS Ta JKOAHOMY 3
BKJTFOYEHHS KPUTEpIiB BUIUIIOMEHHS abo By/n cXBajieHi JIOCJTITHUKOM,
13.

HocnimkyBanuit
JKapCEKHii
3aci0, cnocid
3aCTOCYBaHHS,
cuna aii

Hocnmimxkysanum npenapatom Oyna karicyna T-705a 100 mr (maptia Ne 24111006).
Oco6n, pangomizosani Ha piBeHs 1031 | T-705a, orpumyBanu pazosy fepopaibHy 103y
6 x 100 mr kancyn T-705a, pazom 3 240 mn BOJIU MPOTATOM TMPUOIH3HO 60 cexyH1.
Oco6u, panaomizoeani Ha pieens 103u 2 T-705a. OTPUMYBAJIH PAa30BY MEPOPANILHY 103y
12 x 100 mr kancyn T-705a, pasom 3 240 mn Boui NpOTAroM npubamusHo 60 cexyH.

14. Ipenapar Pedepentnuii npoaykr sinnowizae mnane6o T-705a 100 mr Kancyan (mapris Ne

HOPIBHSHHS, 24211006).

J103a, criocit

34CTOCYBaHHS,

cuna il

15. CynyTha ITix yac nocnikeHHs He BUKOPHCTOBYBA/IH CYIYTHIX NPEnapariB, Lo Bi/ITYCKAOThHCS

Teparis 3a perienTom abo 6e3 peuenty uu Teparii, AKIIO BOHM He MPU3HAYEH] TOCITIHHKOM Juist
JKYBaHHA KOHKPETHHX KIiHIYHHX BHMAIKIB. Byne-sxi cynyTthi siku abo Tepamis
PeECTpYBaNCh y (hopMmi 3BiTY MPO BMNAZOK 3aXBOPIOBAHHS (CRF). Skwo notpicua
Oy/1a MeIMKaMEeHTO3HA Tepartis, IpuiiManocs PilIEHHA PO AOUUTBHICTE IIPOIOBKEHHS
abo NMpUMUHEHHS yyacTi 0COBM B J0CHIUKEHHI, BUXOISIUH 3 yacy BBEIEHHS CYIyTHIX
lIperapari Ta ix gapmakosorii Ta GpapMakoKiHETHKH.

16. Kputepif DapMakoKiHeTHRA:

OLIHKH Haui npo koHueHTpauito B miasmi Kpoei Ta napamerpu ®K y nonepeaHsomy

epekTuBHOCTI

nocinikenni  (AA38570) cniBBiHOCSTBCS 3 JAHUMH  MOTOYHOIO JOCHIJKEHHS
(AAT0786) i mpeacTaBiieHi pazoM y TabIULAX Ta HA MAJIFOHKAX.

Kpinm toro, naui Cmax Ta AUCinr st ananizy npornopuiifHocTi 103H, 3 10C/LDKeHHS
AA38570 cniBinnocatses 3 1aHuMU Crax Ta AUCinf IOTOYHOTO 0C/ i IKEHHS,

BinGip @K npo6 nnasmu nas T-705 Ta foro merabosity (T-705M1) nposoauau & Taki
yacosi npomixkn: npeaosa (0 rox) Ta yepes 0,25, 0,5, 0,75, 1,1.5,2.3,4,6,810, 12,
24, 36 Ta 48 rogun micna Beenenns. [podini konuentpauiit ®K mapamerpis AUCo.,
AUCint, AUCR, Cmax, Tmax, CL/F (e T-705), Vd/F (nume T-705), Kel, ti2, AUMCing
Ta MRToral 6ysin pospaxosani i3 3arajabHoi cymu (48 ro/iH) B 3aesHOCTI Bia yacy 3a
JOMOMOTOK) HEKOMITAPTMEHTAILHOTO MeToJly i3 BukopuctaHHsm WinNonlin® Pro
Bepeii 5.01 Ta SAS® gepcii 8.2. Kpim Toro, In-tpancdopmosani @K napamerpn Cmax,
AUCo-t Ta AUCinf 6yau nipencrasneni ast T-705 ta wis T-705M 1. Iutepsanu 3a6opy
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ceui st T-705 Ta iioro metabonity (T-705M1) cranorumu: 0 (1o nosyBanus) - 2, 2 - 4]
4-6,6-8,8-12,12-24T12a24-48 roaus. [apamerpu Aep.i, Aeo-48, Re, Reax, Trax
(ceua) Ta CLr 6yan pospaxosani wis T-705 ta T-705M1 3a nanumu ananisy ceui 3a
fonomororo SAS®  Bepeii 8.2. Kpim Toro, uis HE3MIHEHOrO Tpenapary, o
BUAITAETbCA i3 cevero T-705 (o BuBezeHoi nosn), PO3PaxoBYBAIM [IiC/Is1 KOAKHOTO
npuiomy mosn T-705a. Binbuwe Toro, % 103 O BHALIACTBCSA i3 cedero y BUrsami T-
705M1, pospaxosyBapcs Binnosimmo A0 KOKHOro npuilomy nosu T-705a Ha ocHOEBI
MOJIEKY/IIpHOT Macu T-705M 1.

17. Kpurepii
OLIHKH Oe3neku

Besneka Bmsnauanacs wuisxom owinkn no0iunux seuwt (1151), BKOUaloYn kiinivmi
n1abopartopHi nokasHuky (GioxiMiunmii anais KPOBI, 3ara/ibHuii aHami3 KpoBi Ta aHanis
ceui), BUMIDIOBAHHS JKHTTEBO BAXKIIHBHX NIOKA3HUKIB, e/IeKTPOKapiorpamu (EKI),
pe3ynbTaTie GisuKanbHOro 0GcTeKeHHs, ouiHKy/thoTodikcawis 3min KOJILOPY WIKIpH Ta
HIFTIB Ta aHaJli3 CrIepMu.

1 8.
Craructuuni
METOIH

PapmMakokineTnka;

Konuentpauii T-705 ta T-705M1 B naaswmi Kpoei Ta ceui Ta OK napamerpn Gymu
3BE/ICHI 32 /03010 aHATITHYHIM METOIOM 3 BUKOPHCTAHHAM OMHCOBOT CTATHCTHKH
(posmip BuGipku [N], cepeni apupMeTHUHI, CTAHAAPTHI BiJXHICHHS [SD], cranapraa
MOXHOKA CEepPeiHBOTO 3HAYEHHS [SEM], koediuientn papiauii [CV%], minimym,
MaKkcHMyMm Ta meftiana). Kpim toro, 6ynu pospaxosani Cepe/IHi reOMETPHYHI 3HAYCHHS
st Cmax, AUCo.t Ta AUCus.

HponopuifinicTs 1031 oniHIOBAIM Ha OCHOBI KaHUX 1O OZtHOpa3oBiit no3i s T-705
(mocnimxenns AA70786 ta AA38570), BUKOPHCTOBYIOUH MOAED MIHIHHOT perpecii s
rpyma 1- Bix 30 mo 600 mr T-705a ta rpynu 2 nosa T-705a Bin 30 no 1200 mr. Sk
NEPUIHI KPOK, NepeBipsin Miifiny 3anekHicTs 103 Misk In-TpancdopmoBannmn GK
napameTpamu Ta In-tpancdopmosanumu Cmax i AUCir, BKIroHaroum g Mojenk
KyOiunmii Ta kBagpatuunuii edexr. Jiniitnuii 38° 130K 010 BCTAHOBIIEHO, SIKILO KYOiuHi
Ta KBA/IpaTHI 3HA4YCHHS He OYJIN CTATHCTHYHO 3HAYYILHMH Ha piBHI fiMoBipHoCTI 0,05,
Ha sipyromy erani 6ysa Bukopucrana s PO3paxyHKY MOJeNnb BijxuneHHs Ta 95%
AoBipuux inrepsanis (CI) s BiaxMIeHHS In-Tpancdopmosannx napamerpis K Cinax
Ta AUCint. Tlpo nponopuiiiHicTs 1031 MoskHa OyJI0 TOBOPHTH B TOMY BHMAJIKY, SIKILO
95% M1 Bximoyas 3HaveHHs 1.

besneka: Yacrora I Gyna ysaransHeHa 3a J0TIOMOIOKO Menuunoro crnosumka 3
perymaropuoi aisnbnocti (MedDRA®) Bepceii 9.1, KPAllli TepMiHK Ta KJIacH opraHis ta
chcTeM. Vel iHwi KinbkicHi BUMiploBaHHS Gesmeku Oy/M cK1afeHi B Tabmuui Ta
y3arajlbHeHi (3 ONUCOBOIO CTATHCTHKOIO) /151 BCiX CYO'€KTIB y KOKEH MOMEHT qacy Tta
31 3MiHaMU BiJl 6a30B0ro pina. Cy6'ekTH miaue6o Gy 00'e/iHaHI SIK rpyIa 1Ky BaHHS.

19.
Hemorpadiuni
[OKa3HUKU
JOCTILIKY BAaHOT
TIOTTY JISLIT
(cTats, BiK,
aca, TOLLO)

3 16 cyG'exTi, ki Gpaiu yuacTs y nocimpkeni, 4 OyJIn JKIHKH Ta

12" Oynu uonosikamu. o cTocyerbes pacu, 15 cy6'ektiB Gynu KaBKa3zbKoi
HaUiOHATbHOCTI, a | - 3miwanoi pacu. Cepeaniii Bik 1 Beix BHINPOOOBYBaHHX
CTaHOBHB 44,3 poky (nianason 24 - 59 pokis), cepesis Bara - 79,8 kr (niama3son 60,8 -
104,8 xr), cepeaniii spict - 175,3 oM (niarmason 160,0 - 193,0 ¢m), a cepeniii IMT - 25,9
Kr/ M2 (20,4 - 28,5 kr/m?).

20. Pesynbratu
e(PeKTHBHOCTI

Cepenni apudMeTH4HI 3HAUYCHHS Ta CTAHAAPTHI BiAXHJIEHHS (hapMakoKiHeTHYHHX
napamerpis npenapary T-705 y niasmi kpoBi Ta ceui mics NepPOPaIbHOrO NpHiioMy
npenapaty T-705a y nosax gin 30 mr 10 1200 mr npeactagneni B HacTynHii Tabuui.

\.8
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MaprmakokineTnyni 30 mr 90 mr 200 mr 400 mr 600 mr 1200 mr
napamMerpu npenapary upenapary npenapary npenapary penapary npenapary
T-705a T-705a T-705a T-705a T-705a T-705a
Cepeane Cepeane Cepeanic Cepeanc Cepeane Cepene
SHAUCHHS = 3HAMeHHs + JHAUCHHS £ JHAMCHHA + JHAMCHIS JHAMCHHN +




C'.l"illl.ﬂilpTl[B C'.]‘:lHJa])TI[c CTanaa prae CT:III.'IH[)TH(‘ CTRIL‘I«'I[JTIIC c1*:uuap'r|re
BUIXHJIEHHS BUIXHJI€HHA Biﬂxil.’llﬁ]lllﬂ BI‘HXHJTEHIIH BiJXIIJICIIHﬂ Biﬂxll.‘lel[!la
(N) N) N) (N) N) (N)
Cmax## (mxr/vn) 0,884 (15.4) 2,72 (30,5) 6.19 (14.8) 12,2 (20,4) 20,6 (19,5) 40,3 (24.6)
(6) (6) (6) (6) (6) )
Tmax# (rox) 0,73 _5'0,}50; 0,63 (0,50: 0,75 (0,50; 0,62 (0,30; 0,75 (0,50, 0,75 (0,50:
75 1.00) 100) | 100 y
AUCO-t## (6) (6) (6) (6)) 1(.2())) l('g?)
(MKr*rozsn) 1.49(18.57) | 5.86(53,39) | 12,94 (29.09) | 26,68 (18.22) | 45,15 (22,09) 129,39
AUCinfi# ©) (6) (6) () ©) (42.41)
(MKr*roa/mm) 1.55 (17.09) 5,93 (54,21) 12,99 (29,16) | 26,74 (18.22 45,27 (22,19) ' (é)
(6) (6) (6) (6) (6) 130,02
(42,13)
— (6)
t1/2 (rox) 1,04 = 0,08 127+ 047 1,20+ 0,18 135+ 0,07 131+0,14 1,84+ 039
(6) (6) () (6) (6) TG
Kel (1/ron) 0.67 + 0,05 0,59+ 0.15 0,59 + 0.08 0.51+0.03 0,53 +0.05 0,39 + 0,07
: (6) (6) (6) (6) (0) (0)
AUCR 0,96 + 0,02 0.99 +0.01 1,00 £ 0,00 1.00 = 0.00 1,00 + 0,00 1.00 = 0,00
= (6) (6) (6) (6) (6) (6)
AUMCinf 281071 15292 1444 | 2808+ 13,60 | 59,54 = 10,90 102,58 = 452,19+
(MEr*ron*roa/yn) (6) (6) (6) (6) 31,17 3’_’_1 79
MRToral (rox) 1,76 £ 0,19 2,10+ 0,61 2,02+0,34 2.20+0.19 (é; 6)
(6) (6) (6) (6) 2,19+0,26 3,05+ 0,69
CL/F (n/ron) 1961 £3,64 | 16,12+5,12 | 1582+3.81 15,19+ 3,05 (6) (6)
(6) (6) (6) (6) 13,57 +3,29 9,65+2.79
; (6) ©)
VA/F (1) 2925442 | 2685340 | 2671+367 | 293552535 25354468 | 2441+389
(6) (6) (6) (6) (6) (6)
Ae0-48 (Mxr) 0,00+0,00 | 7741+6107 270,66 + 73969+ |1022,82 + 3938118046 = 1639,
(6) (6) 14835 425908 6) (6)
(6) (6) .
Rmax (ma/ron) 0,0040,00 | 2328+2031 | 65,63 + 29.00 189,24 + 254,17 = 836,36 +
(6) (6) (6) 116.07 144,60 008,806
(6) (6) (6)
Tmax (ceua) (ron) Hllw 1,80+ 1,10 2,00+ 1,10 1,33 +0,82 1,33+0,82 1,67=1.03
< (5) (6) (6) (6) (6)
CLr (Mn/ron) 0,00 + 13,66+ 12.81 | 1928+6,55 | 2797+ 1648 | 22904962 | 26,55+ 18.11
0.00@@ (6) (6) (6) (6) (6)
% eKcKpeToBaHo| (6) 0,09 + 0,07 0,14 £ 0,07 0,18+0,11 0,17 +0,07 027+0,14
03M 0,00 + (6) (6) (6) (6) (6)
0,00@@
(6)

3acTocyBaHHs 3pocTarouix 103 npenapaty T-705a npussoamio 10 mpornopuiiHoro
30UIbWEHHA  WBHAKOCTI Ta cTymens i npenapary T-705. Ilpenapar T-705
XapaKTCpU3yBaBCA IUBHAKMM BCMOKTYBAHHSM Ta BHMBejJeHHAM. Meiana uacy
AOCATHCHHA MAKCUMAIbHOT KOHUEHTPALLT (Cimax) CTAHOBWIIA MEHILE MOAMHH, a nepion
HalliBBUBENEHHS ((12) CTAHOBMB npuGamsHo 1-2 roguuu. V. Toli uwac sik cepeIHii
pozpaxosanmii nepeadadysannit o6’em posnoainy (Vd/F) GyB BigHOoCHO noiGHmm |
nicas npuitomy nipenapary T-705a y go3ax 10 1200 wmr, CepeaHiit MoKa3sHUK Tepioy
HaniBBuBe/eHHs (112) y muasMmi kpoei demo spocras, a cepesHill  pozpaxosaHuit
nependadysannit kiipenc (CL/F) 3HikyBaBes micis npuiiomy nipenapaty T-705a y gozi
1200 Mr nopiBHAHO 3 HHKUYUMH J103aMH.

YacTtka nosu npenapary T-705, 10 BHBOAUTBLCS Y HE3MIHEHOMY BMIJISA/, CTAHOBHIIA
meHuwe 0,30%. Takum 4YHHOM, eKCKpellis HUPKAMHM He BBAXKAECTLCH OCHOBHUM
MeXaHi3MOM BuBeZleHHs npenapary T-705 y He3MiHeHOMY BHIVISL.

[MIruakicTe Ta crynide ekcro3umii T-705M1  Bignopizany AaHuM  MOKasHHKAM
npenapary T-705. Cepenni reomMeTpHyHI 3HAaUYSHHSI MaKCHMAaIbHOT KOHLEHTpallii (Cmax}
Ta TJIOUI TiJI KPUBOK «KOHLEHTpalis-yacy Bif 4acoBoi Touku 0 J0 GESKiHC‘-]HOC:Fl
(AUCinf) g metabonity cranosunu Big 50,0% 1o 55,3% Ta Bix 81.8% 10 91,1% Bix
BHXIiJHOI crionyku miciist nipuiiomy npenapaty T-705a y mozax Bim 30 mr go 400 mr
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BIIMOBITHO Ta Bix 43,4% 710 45,8% Ta Bix 60,1

T-705a y nosax Bix 600 wmr no 1200 mr Bignoeixxo. ToxiGuo 0 MBHJIKOTO
BCMOKTYBaHHA BHXIAHOTO Mperiapary, YTBOPEHHS MeTabouIiTy Takozk 6y/10 WBHIKHM 3
MEIAHOI0 Yacy JOCATHEHHS Crax (TOGTO Tmax) 1 roguna abo menme.

% 1o 80,0% nicna NpuiioMy npernapary

Ekckpertis  nupkamu Bi/lirpaBajio 3HauHy posb Y BHBeleHHI Metabormity. 3a
Pe3yJibTaTaMu po3paxyHKy Ha OCHOBI MOneKyISpHOT MacH 10 98,26% npuiinaToi 1o3u
fpenapary BHBOJMIOCH i3 cevuelo y Burmsy T-705MI. Hozonponopuiiina ouinka
eKcro3nuii npenapary T-705 y nnasui KpOBI miciist npuiiomy npenapary T-705a y no3ax
BiZ 30 Mr 710 600 mr Ta Bix 30 Mr 10 1200 Mr NpeaCTaBIIeHa Y HACTY [HIH Tabnmi,

Aoszonponopuiiina ouinka excrnosuuii npenapary T-705 y nnasmi kposi nicas npHIEOMY
npenapary T-705a
Y ao3ax Bia 30 mr g0 1200 mr

Hoza Mapamerp Haxun Cranzaprua 95% I
NOMHJIKA

30 - 600 mr Cmax 1,0371 0.034 (0.967:1.108)
npenapary T-705

AUCinf 1.1040 0,045 (1,012; 1.196)

30-1200 mr Cmax 1.0382 0.028 (0,982: 1,094)
|_npenapaty T-705

AUCinf 11612 0.040 (1,081: 1,242)

|

HCPeIl aHatizoM,

Bucnosok npo nponopuiitnicrs 103 6ys10 3po6reno, skio 95% M naxunie tpancdopmosannx
Hatypaibuum torapudimonm (In) mapamerpis Cmax ta AUCInf Bxouas 1.

lpumirka: no3u npenapaty T-705 30 mr, 90 mr, 200 mr ta 400 Mr B3siTi 3 ociikenns AA38570, a
Ao3n nipenapaty T-705 600 mrta 1200 mr p3sti 3 gocaizxenns AA70786.

Jikepeno: Tabanui 14.2.1.4 ta 14.2.1.5

Hapasierpu ta nosu npenapary T-703 Sy Tpancdiopmorani Haty painHIM Jorapudmvonm (In) i
‘

95% mosipuwmii inrepsan (JII) waxuny niuiii s TPaHC(OPMOBAHHX HATYpaTbHUM
Jorapupmonm (In) dpapmakokineTnannx napamerpis Cmax Ta AUC s BKa3yBaB Ha Te, 110
36inbluenns 6yno gozomponopuiiinum moa0 Cmax (95% JII BKIIOUAR 3HAYCHHS 1) imne
Oyno posonponopuititum woa0 AUCinr (HukHs Mesxka JTI Oyna fiewo BUIIow, Hixk 1).

21. Peayneraru
Oesnekn

VY uboMy mocrifgzeHHi He MOBIIOMIIAIOCH po KOAHI cepifosHi noGiuni asuina (CIT),
1 5K0JIeH 3 Cy0'eKTiB He OYB BUKIIIOYEHHIT 3 TOC/IKEHHS TOCITI/IHUKOM. 6 i3 16 cyD'eKxTIR
(38%), AKMM BBOIMIIM 03y B 1bOMY JIOCIIIKEHH], TOBIIOMIAIN 1po 23 BHOALKH
NOOIYHKMX ABMII, MO BHHUKAIM TIPH JIKYBaHH] (TEAEs). 3 23 TEAEs 21 Bunajok,
BU3HAYMIIM  SIK BAXKKOTO CTYIIEHS TSDKKOCTI, a 2 - CepellHbOro CTYIEHS THKKOCTI.
['onosuuii 6istb Ta rineprepmis Oy HalinoWHPEHILLUMK NOGIYHUMH SBUILAMM, PO AKI
NOBiAOMIIANOCA B LbOMY Joc/iimkenHi. docaianuk susnauns wo 8§ TEAEs MOXKyTb
OyTH nmos's3aHi 3 JOCHIKYBAHUM Mpenapatom, 7 — Bigaa{leHo noe'szani, a § - He
nop'szaHuMu. 8§ TEALSs, siki MOXKIMBO [I0B'S3aHi 3 JOCHIKYBAHUM [penaparom, |
BK/IIOYAJIH €PUTEMATO3HKI BUCHTT Ta cBepOik, wo crnoctepiranuesa v | nmauienrta (600 |
MT). ) '

He Oyno BHSABIEHO >KOAHHUX TEHICHILMH, noa‘ﬂsann.x i3 J’IIKyBaHiIHM YU JI03010
npenapaty, oo [, kiiniko-naboparopuux panux, ¢izukaasHoro odcrexents, EKI®

|
J
|

YH 3MiHHM KOJIBOPY IIKIPH Ta HITTIB.




He 6yno nobiunux swmin B PesysibTatTax aHanisy crepmu. J{ocmignuk BBAKAB, L0 BCi

IHAMBINYanbHi BiXHICHES BiJl HOPMH He € KITiHiYHO 3HATYIIHMU,

Cepenniit BigcoTok HOPMa/TbHHUI CNIepMATO20iNiB 3HH3MBCH Bij BHXIZIHOTO PiBHA Ha-
31,3% Ha 5-i1 genn qns Ipymn 3 1200 mr. Ha Biaminy Bix Hux, Y TPYITH, 10 OTpHUMYBasia |
600 mr, i rpyni nnaue6o CHOCTEPIraocs 36iIbmeHHs Bij BUXiHOrO piBHs Ha +9,0 Ta +
8,5% BiznosigHo Ha 5-i IeHb. Ha 29-it nens Bincorox HOPMAJIEHUIL criepMartosoinis y
rpyni 1200 Mr sHusuees na -16.2% BIA BMXIZHOrO piBHA, TOMmi sk Y I'pPymnu, uio

OTpimyBana 103y 600 mr ta naueGo nokasmukm 30UILLINAKCE BiJL BUXIZHOMO PIBHS Ha |
+1,0 Ta + 25,0% Bixnosimno.

Croctepiranuce 3MiHH B MoyaTkogiii npor

pecusHiit pyxauBocTi Bin HOpMAaJILHOTO
MOYATKOBOTO PIiBHA 10 HU3BKOT /15 OHOIO cy6’exra 600 Mr Ha 5-ii Ta 29-ii JeHb, Ta y

TPLOX MAUIEHTIB, 1O oTpumyBanu 1200 Mr Ha 29-it nens. Haitmiokai anomansmi

MOKA3HUKK KonmBannceh Bin 30 10 60%. YV 5-if ta 29-ii JIHI CTIOCTEpiraNuch 3MiHu
IIPOrpeCHBHOL PYXJIMBOCTI MPOTAroM 2 rosmn BiJl HOPMAIBLHOT /10 HU3BKOT JUTs OHOTO

cyG’ekra 600 Mr ta s 29 nauientie 1200 mr. Haiimmkui AHOMAJIbHI TOKA3ZHHKH
KOMUBaNHCeh Bix 15 no 40%.

Adverse Event Frequency by Treatment Group - Number of Subjects Reporting the
Event (% of Subjects Dosed)

T-705a Dose Group (mg)
600 I 1200 | Placebo Overall
Adverse Event’
Number of Subjects Dosed 6 {100%) 6 {100%) 4(100%) | 1% {100%)
Number of Subjects With AEs 4 (67%) 1{17%) 1(25%) 6 (38%)
umber of Subjects Without AEs 2 (33%) 5 (B3%) S(%) | 0{63%]
Gastroiniestinal disorders 0 0%) 7% 0 {0%] T{6%)
Diarrhoea 0 (0%} %) 0({0%) 1(6%)
| Nausea 0 (0%} %) 0 {0%) 1{6%)
G al disorders and adminisiration site conditions 2 (33%) 1(i/%) [ 0(0% 3 (19%)
ET:crom [55" - s 0 [0%) T(07%) | 0(0% T(6%)
Pyrexia 2 (33%]) 0% T 0{t% 2{13%]
Nervaus system disorders [ 1{17%) [ 0 (0”@1 T 1(25%) ] 2 (13%) [
Headache [ T07%) [ 0(0%) | 1(75%) | 2(13%) |
b ' i 50% 010% 0{0%) T 19%] 1
Resmie;ltow, thoracic and mediastinal disorders ? "('Z’)% # 0%} 00 I\(G%)
Nasal congestion T(I7T% 0 {TC%) ) U:;a) T6%
Respiralory {ract congestion TO™% U {0%) 0 U‘7 ] I(L‘]E@
Rhinorrhoea 1 (17%) 0{0%) 0 (0%) 1 {bnff
|_Sinus congestion 1(17%) 0{0%) 0 (0%) 1(6%
d 7 (33% U{0%) U{0%]) Z(13%] |
Slgr;;r;gssubcutaneuus tissue disorders g 7%{ i T e |
Pruritus generalised (17%) 0%) 0 (0%) 1 g‘&
Rash erythematous (17%) 0%) Q(W) (6%)
Note: * Adverse events are classified according to System Organ Class (SOC) and Preferred Term {PT) of MedDRA Version 9.1.
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Adverse Event Frequency by Treatment Group, Severity and Relationship to Drug - Number
of Adverse Events
Severity ! Relationship to Drug ‘
liumber of 1
" 2 T-7065 Dose |
Adverse Event Group (mg) AEdv\::::: Miid Moderate | Severe | Definite | Probable | Possible Remote | Unrefated
Gastrointestinal disorders
Diarroea 1200 3 3 [1] a [1] 0 [ 3 [
Nausea 1200 1 0 1 i] 1] a 4] 1 [}
General disorders and
administration site conditions
Discondort 1200 1 1 ] 0 0 '] 1} i 0
Pyrexia 800 2 2 [ 0 0 o [] ¢ 2
Nervous system disorders
Headache 600 1 0 1 ] [{] 1] 1] 0 i
Placebo 1 1 [i] [i] [1] [1] 1 [i]
Respiratory, thoracic and
mediasting! disorders
Cough 600 1 1 () o 0 1] ] o 1
Nasal congeston €00 1 1 Q 0 [] 0 a [} 1
Respiratory tract congestion 600 1 1 4] 0 1] 0 1] ] 1
Rhinorhoea £00 1 1 1] 1] 0 0 1] ] 1
Sinus congestion 600 1 1 0 a 0 ] 4 ] 1
Skin and subcutaneous tissue
disgrders
Pruritus €00 3 4 {4 0 4 1] 4 0 0 |
Fruitus generaised 660 i 1 3 § 8 0 3 i 0 1
Rash enthematous 600 T 0 0 B 0 g 4 2 o |
jgte‘ * Advarse events are classified according to System Crgan Class {S0OC) and Prefenmed Term (PT) of MesDRA Version 9.1,

22. BHCHOBOK
(3aKJIr0ueHHA)

* T-705 xapakrepusyBaBcs MWBHIKIM BCMOKTYBaHHAM Ta BHBEJIEHHSAM i3 cepejHiM
1acom focarHeHHS Cmax (Tmax) Menme | rogunu ta cepeHe t12 npudamn3Ho Big 1 o 2
FOJTHH,

* Xoua cepenne 3Hauenns V/F Gyio mogionum mics npuiiomy noz3u T-705a 1200 mr,
CEpCaHE T12 y IU1a3MI TPOXH 30imblIyBaaock micas 1o2u 1200 mr T-705a HOPIBHAHO 3
HHKUYHMHM J103aMH.

* 30inbuwenns excro3nuii T-705 B Meskax iz 30 10 600 Mr i Big 30 a0 1200 mr T-705a
Oy nponopuiltHuMu 1031 10710 Cmax, Ta He GyJin nponopuiiHuMH 1031 moao AUCy.
* Xoua cepenniii pisens CL/F ans T-705 rpynu mo npuiimana sin 30 10 600 wmr
3a/IMLIABCA IOCUTD MOCTIiHIM, piBerb CL/F rpymi wo npuiimana 1200 Mr 6yB HuskumuM,
HiK cepenHi 3HauenHs CL/F y rpynax i3 MEHIIHMH 103aMH.

Lli 3Hauenns CL/F BKa3yloTh Ha nponopuiiiny 103i kineTuuy no3y Big 30 no 600 mr,
aJie He BiMOBiZalTk 1031 1200 M.

* Hupkoga exckpenis He 3irpana Benukoi poni y BuseaeHni neamintoro T-705,

* T-705 merabonisysases no T-705M1, pocsaraioun cepenboi Cmax, SKa g0CAraNa
55,3% Bin T-705, i 3nauens AUC, wo jocsrana 91,1% eix T-705.

* T-705M1 pemonctpyBag noaiGHuii @K-npodine, 1k i T-705.

* Hupkosa exckpenis Bifirpana suauny ponbs y BusejeHHi T-705M 1. Pospaxosane Ha
OCHOBI HOro MOJIEKYJIApHOT MacH, Bin 75,10% 1o 98,26% BeeneHoi 103M npenapary
BHBOAMIIOCE i3 ceuero v Burmsani T-705M 1.

* [Ipr3Ha4YeHHs 0JHOPA30BHX NepopasnbHuX J103 T-705 (600 Ta 1200 Mr), Ik BUsSBIIOCE,
saranom OesneyHe Ta JIOOpe NEPeHOCHTHCS 3A0POBHMU UOJIOBIKAMM Ta JKIHKAMM Y
LUbOMY J0CIDKeHHI. TpaH3uTOpHE 3HMKEHHS BiJACOTKA HOPMAJILHUX CIEPMATO30iM1iB
criocTepiranocs npu JikyBaHHi y 1031 1200 Mr; oJiHaK 3HAUSHHS 3aJHIIAINCE Y MEKAX

HOPMaJIbHOTO KOHTPOJIBLHOTO Jliara3oHy.

3asgBHHK (BJIACHUK peccTPANiiiHOr0 MOCBiTYeHHST)

Hianme Mianuc/

Jara 07.01.2021
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