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 | [X] yes [ |no  if no, provide reasons
studies
1) type of the Medicinal product with complete dossier (stand-alone dossier)

medicinal product
registered or to be
registered

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

T705aUS103

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

6. Phase of clinical
trial

Phase I,

7. Clinical trial
was held

MDS Pharma Services
621 Rose Street
Lincoln, Nebraska 68502 From 07 December 2008 to 15 February 2009

8. Countries where
the clinical trial
was held

USA

9. Number of
subjects

16

10. Objective and
secondary goals of
the clinical trial

The primary objective of this study was to evaluate the safety and tolerability
of multiple oral doses for 5 days of T-705a in healthy adult volunteers.

The secondary objective was to characterize the pharmacokinetics of T-705a
following multiple oral doses for 5 days in healthy adult volunteers.

11. Clinical trial
design

Phase I, randomized, double-blind, multiple-dose, placebo-controlled study
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12. Main entry
criteria

All subjects enrolled in this study were judged by the Prinicipal Investigator
(PI) to be normal, healthy volunteers who met all inclusion and none of the
exclusion criteria.

13. Studied drug,
posology, strength

The test product was T-705a capsule 100 mg, administered with 240 mL of

water orally in doses of 600 mg or 800 mg BID for 2 days then QD for 3 days
(Lot number 05410307).

14. Comparator,
dosage, posology,
strength

The reference product was matching Placebo capsules

15. Concomitant
therapy

No concomitant medication or therapies, prescription or OTC, were to be
administered through the study unless they were prescribed by the PI for
treatment of specific clinical events. Any concomitant medication or
therapies were recorded on the case report form

16. Efficacy
Endpoints

Pharmacokinetics: The PK sampling for plasma T-705 and its metabolite
(T-705M1) was

performed at the following time points:

* Day 1: 0 hour (prior to dosing in the morning), and 0.25, 0.5, 0.75, 1, 2, 4,
6, 12, (prior to dosing in the evening), and 12.75 hours.

* Day 2: 0 hour (before dosing in the morning), and 0.75, 6, 12, (prior to
dosing in the evening), and 12.75 hours.

* Days 3 — 4: 0 hour (before dosing in the morning), 0.75, and 6 hours.

* Day 5: 0 hour (before dosing in the morning), and 0.25, 0.5, 0.75, 1, 2, 4, 6,
and 12 hours.

* Day 6: 24 hours postdose (reference 0 hour on Day 5).

* Day 7: 48 hours postdose (reference 0 hour on Day 5).

The PK parameters AUCO-t, AUC0-12, AUCO0-24, AUCinf, AUCR, Cmax,
Tmax, CL/F (T-705 only), Vd/F (T-705 only), Kel, t1/2, AUMC, and
MRToral were calculated from the overall 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, AUCO0-t, and AUCinf were presented for T-705 and T-
705M1. The urine sampling intervals for T-705 and its metabolite (T-705M1)
were:

*Days 1 —2:0—-12 and 12 — 24 hours

* Days 3 — 5: 0 — 24 hours

* Day 6: 24 — 48 hours (reference 0 hour on Day 5)

Parameters Aet’-t’’, Cum Ae, 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 each interval based on the total of the doses administered
through the end of each interval. 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
Endpoints

Safety was evaluated by adverse event (AE), clinical laboratory, vital sign,
physical examination, 12-lead electrocardiogram (ECG) assessments,
reproductive endocrine tests for male subjects, and skin and nail discoloration
assessment/photographs.

18. Statistical
methods

Pharmacokinetics: Plasma and urine concentrations from subjects receiving
active doses, and PK parameters of T-705 and T-705M1 were summarized by
analyte, day, and dose group using descriptive statistics (sample size [N],
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arithmetic means, standard deviations [SD], standard error of the mean
[SEM], coefficients of variation [CV%], minimum [min], maximum [max],
and median). In addition, geometric means were calculated for Cmax and all
AUC calculations.

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
separate group.

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

Of'the 16 subjects participating in the study, 4 were female and 12 were male.
All 12 males reported a history of vasectomy in this study and presented
documentation of vasectomy or a zero sperm count prior to enrollment. All
16 subjects were Caucasian. The mean age for all subjects was 49.8 years
(range 32 - 59 years), the mean weight was 81.9 kg (range 56.4 - 104.1 kg),
the mean height was 177.3 cm (range 160.0 — 196.0 cm), and the mean BMI
was 25.9 kg/m2 (range 20.3 — 29.9 kg/m2).

20. Efficacy
Results

Pharmacokinetic Results: The arithmetic mean and the SD of plasma and
urine T-705 PK parameters following oral administration of T-705a doses of
600 mg or 800 mg BID for 2 days then QD for 3 days are presented in the
following table.

6X 100 mg 8 X 100 mg
Dose Group 1 Dose Group 2
Day 1 Day s Day1 Day5s
Pharmacokinetic Mean £ 5D Mean + 5D Mean £ SD Mean 5D
Parameters {N} {N) iN) (M)
G o ag/miL ) 22.0{18.0) 239(22.8) 28.4 (33.T) 34.5(33.T1)
(8) {8) (8) 18}
T (hr) 0.50 (0.50, 1.00) | 0.62(0.50,0.78) | 0.50(0.50.0.88) | 0.52{D.50,0.75)
{8) {8) (8 18}
WUICO-128pg " hriml) 44,10 (28.08) 71.34 (34.32) 60.98 (20.52) 131.54 (38.58)
{8) 18) (8) 18}
IWUCD-24734{pg " hrimL) NA @ 73.18 (37.28) NA @ 140.37 (43.04)
- 18} = 18}
WUCD-t4#{pg"he/mL) 43.54 (2873) T72.83 (37.48) 80.97 (20.52) 140.17 {43.17)
{6} {8) (8) {8}
WUCIH#(pg"homL) 44.11 (28.63) T73.27 (37.34) 31.18 (20.62) 140.81 {42.98)
15) 18} i8) 18}
E102 () 1381023 183+053 148+0.12 2504027
{8) 18) (6} (8}
el {1ihr) 0.51+008 038 +0.02 047 £ 0.04 0.28+0.03
{8) i8) (8) 18}
WUCR D28 +0M 1.00 £0.00 1.00 £ 0.00 1.00+0.01
(8) 18} (8 (8}
UMC (pg“hrheimL) 09825 + 48.01 24548 + 148.10 131.68 +40.37 617.53 £ 348 50
i8) 18) (8} 18)
RToral (hr} 207+ 046 288075 2130147 3487 + D58
{8) {8} (8) {8}
ICLIF (L) 1416 £ 449 B73+341 1346 £3.43 6.11+£238
(8) (8) (8) 18}
WdF (L) 27T25+5.38 2255+£4.72 28.50 +3.26 2140+6.89
(B) i) (8) 18}
ir Tmax Is presented as Median (Min, Max)

Cmax, AUCO-12, AUCD-24, AUCTH, and AUCHT are presented as geomelric mean [CV)
Not AvaFabie
: Tabies 14.2.1.2.1 through 14.2.1.2.4

T-705 was absorbed rapidly, appearing in the 0.25 hour samples, and peaking
near (.5 hours. Plasma concentrations after the 800 mg regimen were higher
than after the 600 mg regimen, with the largest difference occurring during
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Day 3. Concentrations were generally BLQ by 48 hours postdose on Day 5
after 600 mg (BID, QD) and 800 mg (BID, QD).

T-705 Tmax was approximately 0.5 hours for Days 1 and 5 and for both dose
groups. Cmax and AUC (all AUC calculations) increased with dose in an
apparently dose-dependent manner. The t1/2 was nearly constant in both
groups on Day 1 (1.39 and 1.49 hours), but appeared to increase slightly on
Day 5 for both groups (1.93 and 2.50 hours). CL/F and Vd/F were comparable
between dose groups on each day. However, CL/F on Day 1 ranged from
13.48 to 14.16 L/hr after 600 mg (BID, QD) and 800 mg (BID, QD), but
ranged from 6.11 to 8.73 L/hr on Day 5.

Mean plasma T-705M1 PK parameters are presented in the following table.

6 X 100 mg 8 X 100 mg
Dose Group 1 Dose Group 2
Day1 Day 5 Day 1 Day 5
Pharmacokinetic Mean £ SD Mean £ 8D Mean £ SD Mean £ 5D
Parameters (N) Ny (N) (N}
ICmax#pgiml ) 9.87 {20.9) 7.21(20.3) 13.1{23.8) B.10 {25.7})
(8) i8) (&) {8)
[Tmax# (hr) 0.76{0.75,2.00) | 1.01(1.00, 2.00) | 1.00(0.50, 1.07) | 1.00 (0.75, 2.22)
(B) (8) (8) ]
IAUCD-12&#pg*hemL) 3480 (8.13) 3222 211) 50.50 {13.33) 4541 (12.88)
(8) )] (8) {8)
IAWUCD-&##{pg*hrimbL} 34 .67 (6.12) 34.04 (4.05) 50.56 {13.40) 5320 ({14.30)
(8) 18) (8) {8)
IAUCinE#{pg"hrimbL} 35.28 (8.56) 35.14 (4.38) 51.72 {13.00) 51.88 (B.&0)
(5] {8) (8) 4
t112 (hr) 186 £0.20 320+028 212015 425+178
(8) i8) (6 )
el {1/hr) 0.36 £ 0.04 021 +0.02 0.33z0.02 0.18 £ 0.08
(8) (8) (8) )
UCR 098 0.0 020 £0.00 0.68 +0.04 009 = 0.00
() {8} () 4
UMCier {pg*hr'hriml} 10289 +17.73 14842 £3239 166.11+1335 | 27883 +4301
(8) 18 (@) (€)
RToral (hr) 3.18+050 437 +0.84 335024 584z1.05
(8] (8} (8} )
Tmax is presented as Median [Min, Max)
Cmazx, AUCD-12, AUCTH, and AUCHnT are presented as geometric mean (CV)
[Subjects 11 and 15 did not have enough data points in the terminal phase to calculate kel, tharefore,
lkel-dependent parameters are missing.
iSource: Tables 14.2.2.2.1 through 14.2.224

Mean accumulation ratios indicated negligible accumulation at the end of the 5-day regimen.

Tmax for T-705M1 was approximately 0.75 - 1 hour for Days 1 and 5 after
both dose groups. Cmax and AUC (all AUC calculations) increased with dose
in a slightly less than dose-dependent manner. The t1/2 was nearly the same
for both groups on Day 1 (1.96 and 2.12 hours), but appeared to increase on
Day 5 for both groups (3.29 — 4.25 hours).

The following table shows mean urine PK parameters for T-705 and its
metabolite, T-705M1.
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T-T05 T-TO5M4
6X 100 mg 8 X 100 mg 6X 100 mg EX100mp
Dose Group 1 Dose Group 2 Dose Group 1 Dose Group 2
Pharmacokinetic Mean £ SD Mean £ SD Mean + 5D Mean £ 50
Parameters N - {N} N}
IRmax (pghr) B6.43 + 3207 208,19+ 113.09 | 03285.09 + 9236.02 | 53616.04 £ 2608.38
(8) (8) (8) {8}
Trax (Urine) (hr) 3B0D+1766 32.00+4.00 2200 +14.53 14.00 £9.80
(8) (8) (8) i8)
ClLrday 1 (0-12) (mL/hr)| 1480 :4.89 21311785 18472.30 £ 387949 | 13624.01 £ 1791 .32
18) (6 i8) {8
ICLr day 5 (0-24) (mLhr)| 1340+3.70 1705+7.10 17443.80 £ 283054 | 13301.21 £ 188258
18) (6) (&) 18)

|Source: Tables 14.2.3.2.1 and 14.2.3.2.2 and Tables 14.2.4.2.1 and 14.2.4.22
By the last collection interval on Day 6, on average approximately 0.2% of
unchanged T-705 administered in 7 doses was recovered. CLr for T-705 was
similar across dose groups and days (13.4 —21.31 mL/hr). T-705MI1 recovery
accounted for nearly 100% of administered T-705a after 600 mg (BID, QD)
and 76% was recovered after 800 mg (BID, QD). CLr for T-705M1 was high
(compared to glomerular filtration at approximately 100 mL/min) and ranged
from 13301 — 19472 mL/hr, indicating that there was tubular secretion of T-
705M1.

21. Safety Results

There were no serious adverse events (SAEs) and no subjects were
discontinued due to AEs in this study. A total of 18 mild treatment-emergent
adverse events (TEAEs) were reported by 11 (69%) of the 16 subjects dosed
in this study. Of these 18 TEAEs, the PI considered 9 to be possibly related,
6 to be remotely related, and 3 to be unrelated to the study drug. The most
commonly reported TEAESs in this study were headache, pain, and pruritus.
In general, there were no dose- or treatment-related trends regarding vital
signs, physical examination, ECG, skin and nail discoloration, or
reproductive endocrine test assessments.

22. Conclusions

- Administration of multiple oral doses up to 800 mg (BID,QD) of T-705a
appeared to generally safe and well-tolerated by the healthy male and female
subjects in this study.

* A regimen of 600 mg or 800 mg BID for 2 days followed by QD dosing for
3 days produced peak exposure on Day 3, but with minimal accumulation
occurring on Day 5.

* The t1/2 may increase slightly from Day 1 to Day 5, causing predictions
based on single-dose data to underpredict Day 5 exposure by approximately
50%.

* Urine recovery of unchanged T-705 was approximately 0.2%, indicating
renal excretion of unchanged T-705 is a minor elimination pathway.

* Approximately 100% of the total T-705 doses after 600 mg (BID, QD) was
recovered in urine and 76% was recovered after 800 mg (BID, QD),
indicating renal excretion of T-705M1 is the primary elimination pathway.

* Bioavailability of T-705a is nearly 100%, based upon urine recovery after
600 mg (BID, QD).
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Applicant (Marketing Authorization holder)

Signature
iy

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




Honatok 30

1o Tlopanxy npoBeJeHHs eKCrepTH3H
peecTpaniifHuX MaTepialiiB Ha JIiKapchKi 3aco0u,
IO TIOJAKOTHCS Ha JIePIKABHY

peecTpaliio (mepepeecTpalliio), a TaKox
€KCIIEPTU3M MaTepialiB po BHECEHHS 3MiH J10
peecTpauifHUX MaTepiaiB mpoTarom il
peecTpauiiinoro noceiguenHs (myHkr 4 posainy IV)

3BIT
Ipo KJIiHiYHe BUNPoGyBaHHSI

1. Hazga
JTiKapChKOTo 3acoby
(3a HasiBHOCTI —

ABII'AH (®aginipagip) Tabnetku mo 200 mr

HOMeEp

peectpauiifHoro

NIOCBiTYEHHS)

2. 3asBHUK H-p Penni’c Jlaboparopic JItn; 8-2-337, Poyn Ne 3, Banmxkapa Ximns,
Xaitinepaban, Tenanrana — 500 034, Ingis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuuk TOAMA ®EKTOPI @ VDKW OIJIIbM TOSAMA KEMIKAJI KO., JITH;

4-1, Iumo-Okyi 2-Home, Toama-mu, Tosma, SAmowHis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IlpoBeneHi
JOCIIOKEHHS

Tak [ |HI SIKIIO Hi, BKA3aTH NpUYUHY

1) Tvn nikapceKoOro
3aco0y, 3a AKUM
npoBoauiacs abo

JlikapebKuii 3aci0 3 MOBHHM JI0CHE (ABTOHOMHE JI0CHE)

TUIaHYEThCS
peecTpariis
5. IToBHa Ha3Ba T705aUS103
KJIIHIYHOTO
BHMpOOYBaHHS, Hocnimkennss ¢asu [, panHmomizoBaHe, mnojgiiiHe cnine, rmane6o-
KOZOBaHUI HOMEpP KOHTpOJIbOBaHe, OaraTtopa3ose nepopanbHe BBeAeHHS T-705a 11 oliHKH
KJTIHIYHOTO Oesneku, mnepeHocumocti Ta (apmakokiHetukn T-705a y 310poBHX
BUNpOOYBaHHS J106pOBOJIBILB
6. ®aza xiigiynoro | Pazal,
BUNPOOYBaHHA
7. Iepion MDS Pharma Services
IIPOBE/ICHHA 621 Rose Street
KJIIHIYHOTO Lincoln, Nebraska 68502
BUNpPOOYBaHHS
3 07 rpyaust 2008 poky o 15 mororo 2009 poky
8. Kpainu, ne CIIA

IIPOBOAHJIOCA

45



KJIiHiYHe
BUITPOOYBaHHS

9. Kinekicte
JTOCTIDKYBAHUX

16

10. Mera Ta OCHOBHOIO METOK I1[BOr0 JOCHipKeHHs Oyna ouinka Oe3nmeku T1a
BTOPUHHI I1iJTi NePEHOCHMOCTI OaraTopa3oBHX NepopaibHUX 103 poTtsaroM 5 axis T-705a
KJIiHiYHOTO Y 3[10pPOBHX JOPOCIUX JOOPOBOINBIE.

BUIIPOOYBaHHS HpyropsaaHoro MeToro Oyna Xapakrepuctuka (papmakokinetuku T-705a
micas mpuitoMy 6araTopa3oBHX MEpPOpaNbHUX [03 IPOTArOM 5 JAHIB y
3JOPOBHX JOPOCIUX A0OPOBOJIBIIIB.

11. In3aiin @aza I, panpomizoBaHe, noxBiiiHo cninme, OaraTopasoBe, aneGo-

KJIIHIYHOTO KOHTPOJIBOBaHE JIOCITiIKCHHS

BUNPOOYBaHHS

12. OcuoBHi lonosuuit nocniguuk (PI) Bu3HaB ycix cyG’ekriB, sAki Gpamu ydacts y

KpUTEpIi BKIIOYEHHS

LBOMY JIOCIi/DKEHHI, HOPMAalbHHMM, 30POBUMH JIOOPOBONBIIMH, SKi
BIIMOBIZIaI BCIM KpPUTEPisIM BKJIOYEHHS Ta IKOJHOMY 3 KpHTEpiiB
BUKIIFOYEHHS.

13. HocnimkyBanuit
JiKapchKHid 3acio,
criocid
3aCTOCYBaHHA, CHJIa
it

IIpenaparom nocnipxenHs Oyna kancyna T-705a 100 mr, sxy npuiimanu
pasom 3 240 M1 Boxu nepopansHo y go3ax 600 mr abo 800 mr Ba pasu Ha
o0y npotsrom 2 jaHiB, motiM ojuH pa3 Ha jaens (QD) nporarom 3 auis
(maptia Ne 05410307).

14. Ilpenapar
NOPiBHIHHA, 1034,
crocid
3aCTOCYBaHHS, CUla
It

PedepenTHHi MPOYKT BIAIOBIAaB Karcyiam mianedo

15. CynyTHs Tepanis

Xomuux cymyTHIX mperapaTiB, sKi BimyckatoTecs 3a pelienitoM abo Oe3s
HBOTO Ta Tepallil, He cJij 6yJ0 BUKOPUCTOBYBATH B XOAi JAOCIIDKEHHS,
AKIIO BOHYM He OYJIM IpU3HAYEH] JOCTITHUKOM AJIS JIIKyBaHHs KOHKPETHHX
KJIIHIYHMX BUMAAKiB. Byap-ski cymyTHi jiiku abo Tepanis Oyiu 3ammcaHi y
tdopmy 3eity npo Bunaaok (CRF)

16. Kpurepii orinku
edexTHBHOCTI

®dapmakokineruxa: Binbip @K npo6 mmasmu g T-705 Ta foro
merabouity (T-705M1) B Taki 4acoBi NPOMIXKKM:

o Jlens 1: 0 rogun (oo BReaeHHs 3paHKy) Ta 0,25, 0,5, 0,75, 1, 2, 4, 6, 12
(1o BBeaeHHs BBeuepi) Ta 12,75 roauH.

» Jlens 2: 0 rogun (1o BBexeHHs 3panky) Ta 0,75, 6, 12 (g0 nosysanus
BBeuepi) Ta 12,75 rojuH.

* 3 - 4 jui: 0 roguH (1o BReeHHs 3paHKy), 0,75 Ta 6 rouH.

* lens 5: 0 roguu (1o BBemeHHs 3panky) Ta 0,25, 0,5, 0,75, 1,2, 4, 6 ta 12
FOJIMH.

» Jlens 6: 24 roaunu micis npuitomy 1031 (pedepentHe 3Ha4eHHs 0 roauH
Ha 5 JIeHb).

s Jlens 7: 48 roguu micast npuiiomy no3u (pedepeHTHe 3HaYeHHs 0 roauH
Ha 5 JIeHBb).

ITapametpu PK AUCo., AUCo-12, AUCo-24, AUCint, AUCR, Cmax, Tmax, CL/F
(tinexu T-705), Vd/F (tineku T-705), kel, tiz, AUMC, ta MRToral
pO3paxoByBajy i3 3araibHOT KOHLEHTpAIlT B IJ1a3Mi B 3aJ1e)KHOCTI Bl 4acy
3a JIOTIOMOTOIO HEKOMIIAPTMEHTAJIBPHUX METOMAIB i3 BHKOPHUCTAHHAM
WinNonlin® Pro Bepcis 5.01 ta SAS® Bepcis 8.2. Kpim Toro, In-
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Tpancpopmoani ®K mapamerpu Cmax, AUCot Ta AUCinr Oymm
npeacrarnesi gns T-705 a T-705M1. Iurepsanu 3a6opy ceui g T-705 ta
ioro metabomity (T-705M1) Oynu Takumu:

*1-2nni: 0-12ta 12 - 24 roguuu

*3 -5 gui: 0 - 24 roguun

* lens 6: 24 - 48 ropun (pedepentie 3navenHs 0 rojuH Ha EHb 5)

5) IMapametpu Aer-t’, Cum Ae, Re, Rmax, Tmax (ceua) ta CLr Gysm
pospaxosani ana T-705 Ta T-705M1 ma ocHoBi ganux aHamisy cedi 3a
nonomororo SAS® Bepceii 8.2. Kpim Toro, mmfd KOXHOTO IHTEpBaily
pospaxoByBaiM % BHBEJEHOro i3 ceuero He3miHeHoro T-705a (%
BUBEJICHOI J03M) Ha OCHOBI 3arajbHOI KUIBKOCTI /103, BBEJAEHHUX J0 KiHL
KOXHOro iHTepBainy. binbme Toro, % [03H, 110 BUALISETECS i3 ceuero y
suriaai T-705M1, po3paxoByBanich BiAIIOBIHO 0 KOKHOT BBEICHOT 1031
T-705a Ha ocHORI MosekysipHOT Mack T-705M1.

17. Kpurepii ouinku
Heznexu

besnexy ouiHtoBanu 3a nobivammu  spumamu  (I1S), kiiniko-
nabopaTOPHUMH  TIOKA3HHKAMHM, IOKA3HUKAMHM JKUTTEBO  BAXKIMBUX
GyHkuil, QizukanbHUM 00CTeXEHHAM, OLIHKAMHU eleKTpoKapiorpaMu y
12 Bigeenenusx (EKI'), penpoayKTHBHO-rOPMOHAIBHUMH TECTaMM sl
YOJIOBIKIB Ta ONIHKOK 3MIHM KOJBOPY INKIpM Ta HIrTie /
(dboTomOKYMEHTAILiS.

18. CratuctruHi
METOIH

Papmakokinerurka: Konuentpauii T-705 ta T-705M1 B nmna3wmi ta ceui y
cy0'exTiB, sKi OTpUMYBaIM akTUBHI J03H, i @K nmapamerpu Oyiu 3BefeHi
33 aHAJTITHYHUM METOJOM, 10000 Ta rPyIOoL0 03 32 IONOMOI0K0 OIIMCOBOT
craTUCTHKH (po3mip Bubipku [N], apudmeTnuni cepenHi 3Ha4YeHHS,
cTaHmapTHi BigxuneHns [SD], cranmapTHa MoXuOKa cepeiHEOTO 3HAYEHHS
[SEM], xoediuientie papiauii [CV%], miniMyMm [XB], MakcuMyM [Makc] Ta
meniana). Kpim Toro, ans Cmax Ta Bcix po3paxyHkis AUC Oymm
PO3paxoBaHi Cepe/iHi FeOMETPUYHI 3HAYEHHS.

besmeka: Yacrora IIf Oyna yszaraseHeHa 3a gomomMoror MeauyHoro
cioBHuKa 3 perynaropuoi jismeHocti (MedDRA®) Bepeii 9.1, xpami
TEPMIiHM Ta Kjiacu opradie Ta cucreM. Bei iHmi KinpkicHi BUMiproBaHHA
Oesmexku Oynum ckiageHi B TabuuMii Ta y3arajbHeHi (3 OIMCOBOIO
CTATHCTHKOIO) AT BCiX Cy0'eKTIB y KOXKEH MOMEHT uacy Ta Oy/ib-sKi 3MiHK
Bij1 6a3oBoro pieusa. Cy6'ektu manebo Oynu 06'eiHaHi B okpeMy rpymy.

19. lemorpadiuni
IMNOKa3HHKH
JOCITi Ky BaHOT
nomynsuii (craTs,
BiK, paca, TOIIO)

3 16 cy6’exTiB, siki Opany y4acTb y JociipKeHHi, 4 Oymu sxinku ta 12 -
qonoBiku. Bei 12 4osoBiKiB MOBIZOMHIIM NPO Ba3eKTOMIlO B aHaMHE3i B
LbOMY JIOCTIIKEHH] Ta NPEACTaBHIIA AOKYMEHTALIIO IIPO Ba3eKToMito abo
HYJIBOBY KiNIbKICTH CIEPMH JIO0 BKIIOYEHHA B JAociipkeHHa. Yei 16
cy6’extiB Oynu kaBkazpkoi HauionansHocrti. Cepenniil Bik ama Beix
cy6'exrie cranoBuB 49,8 pokie (miamazon 32 - 59 pokie), cepeans Bara -
81,9 kr (miamazon 56,4 - 104,1 kr), cepenniit 3pict - 177,3 cm (aianazon
160,0 - 196,0 cm), a cepenniit IMT - 25,9 kr/m? (mianason 20,3 - 29,9 kr /
M2).

20. Pesyneratu
e eKTHBHOCTI

@apmakokinernuni pesynprat: DOK  napamerpu  T-705  cepenne
apupmeTryHe Ta SD B ma3mi Ta cedi Micss nepopanbHOro NpuHoMy 103
T-705a 600 mr a6o 800 Mr JBa pa3u Ha JIeHb IPOTATOM 2 IHIB, a IOTiM OMH
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pas Ha 100y npoTAroM 3 aHiB mpencTaBieHi B HAacTYIHIA Tabauw.

6 X 100 mg 8§X 100 mg
Dose Group 1 Dose Group 2
) Day 1 Day$s Day1 Day$s
Pharmacokinetic Mean £ SD Mean £ SD Mean £ SD Mean  SD
Parameters N) N) N} Ny
pg/ml) 22.0(19.0) 238 (220) 23.4(33.7) 34.5(337)
(6} € (6) {8}
max# (hr} 0.50 (0.50, 1.00) | 0.62(0.50,0.78) | 0.50 (0.50. 0.88) | 0.52(0.50,0.75)
©) @) (6) {6
UCO-128#(ug heimL) 44,10 (28.08) 71.24 (34.32) 60.98 (20.52) 131.54 (30.58)
] 8 8) 8}
UCO-2488(0"heimL) NA.@ 73.18 (37.28) NA @ 140.37 (43.04)
> &) = (8)
UCO-t#{pg"hriml) 43.84 (28.73) 7293(3748) 80.97 (20.52) 140.17 (43.17)
{8} {8} 8 {6}
AUCn##{ug'hrmL) 44.11 (28.063) 7327 (37.34) 81.18 20.62) 140.81 (42.98)
{8) (6) (8 @)
172 (hr) 1302023 1832053 1402012 250£027
(8) (6} € 6}
el (1/hr) 0512000 0382009 0472004 0282003
(] @) (8) @)
UCR 000£001 1.00£000 1.00 £ 0.00 1.002001
(8) {8) ) @)
UMC (pg’hrheimL) 0625 +46.01 245482 148.10 13188 £40.37 817.53 £ 348 50
(&) (6) L] ©)
MRToral (hr) 2072048 2082075 21320147 3972058
(8} {8} {8) {8}
ICUF (L) 14182440 8.73 = 3.41 1348 £343 8112238
& 6 L] (8)
VAT (L) 27252539 22552472 28502620 21402880
) &) (8) {€)

Tmax Is presented as Median (Min, Max)
C";umiama.mmwAmammammgcvj
: Tables 14.2.1.2.1 theough 14.2.1.2.4

T-705 mBuaKO BCMOKTYBaBCS, 3'ABIAIOYKCE y 3pa3kax yepes 0,25 roguHu,
1 jocsraB MakcuMymy Gin3bko yepes 0,5 roguau. [Tnasmosi KOHIICHTpaLlil
micis npudiomy 800 mr Gynm BuimMu, HiX Ticns npuitomy 600 wr,
nprYoMy Halbinbiua pisHuig cnocrepiranacs 3-ro aus. Konuentpanii, sx
npasuiio, Oynu HipK4Ye Mexi KinbkicHoro Busnauenns (BLQ) uepes 48
FOJIMH Tic/s mpuiiomy o3u S-ro aus 600 mr (BID, QD) Ta 800 mr (BID,

QD).

Tmax T-705 cTanoBus npubnusno 0,5 roguuu ;s 1 Ta 5 guis Ta 11s o6ox
rpyn 103. Cmax Ta AUC (Bci pospaxynku AUC) 36inbuysanucs i3 03010,
OYEBHUJIHO, J030-3aNeXKHUM 4YHHOM. Ti2 OyB Maibke mocriiiHuM B 060X
rpynax Ha 1-# jgens (1,39 Ta 1,49 romunu), ane, K BUABHIIOCSH, TPOXH
30inpmMBes Ha 5-# nens miug o6ox rpyn (1,93 ta 2,50 rogunu). CL/F Ta
Vd/F Gynu criiBBiTHOCHMMHM MK rpynamu 103 koxHoro aus. Ogunak CL/F
y 1-it nens xomuearcs Big 13,48 mo 14,16 n/rox micis 600 mr (BID, QD)
ta 800 mr (BID, QD), ane konuBascs B Mexax Big 6,11 g0 8,73 i /rox na 5
JIEHB.

48




Cepenni @K nokasuuku T-705M1 B mnasmi npeacrasneni B HacTymHiit

Ta0IHI.
6 X100 mg 8X 100 mg
Dose Group 1 Dose Group 2
Day1 Days Day1 Days
Pharmacokinetic Mean & SD Mean £ SD Mean £ SD Mean £ SD
Parameters (N) N) (N) N)
CmaxE#{pgiml) 0.87 (20.8) 7.21{203) 13.1(238) 810257
8} ®) (©) €}
Tmax# (hr) 0.78(0.75,2.00) | 1.01(1.00,2.00) | 1.00{0.50, 1.07) | 1.00 (0.75. 2.22)
(8} (8) (6} &)
AUCO-1288{pg nrimL) 34.88(8.13) 2.222.11) 50.50 (13.28) 4541(12.68)
(6} (8) (& (&)
JAUCO-##(pg" hrimL) 3467 (8.12) 34.04 (4.05) 50.56 (13.40) 5320(14.28)
&) {8) L] {8
AUCin hrimb) 35.28 {8.56) 35.14 {4.38} §1.72 (13.00) £1.88 (8.69)
(6} (8) (8} 4)
k172 (hr) 1.86£0.20 320:028 2122015 425178
) 8) 8 (4)
Kel (1/he} 0.38 2004 0212002 02332002 0.18£0.08
®) {8) (] {4)
AUCR 0.68 2 0.01 0.00£0.00 0082001 0092000
) (@) W] {4)
AUMC.e (pg"hr*hriml) 10280+ 17.73 | 1484223230 | 156.11£1335 | 278834301
©) {8) (€ 8
RToral (he) 3162050 4372084 3352024 £84:21.05
(8} i8) 8 {41
Tmax is presented as Median (Mn, Max)
Cmax, AUCD-12, AUCO-t, and AUCnf are presented as geometnc mean (CV)
11 and 15 did not have enough data points in the terminal phase o calculate kel, therefore,
parameters are missing.
: Tables 14.2.2.2.1 through 14.2.2.24

Mean accumulation ratios indicated negligible accumulation at the end of the 5-day regimen.

Tmax gna T-705M1 cknagas npubnusno 0,75 - 1 roguny ans 1 Ta 5 aHiB
micns npuiioMy B 060X rpynax. Cmax Ta AUC (Bei pospaxynku AUC)
30inbIIyBaIUCh i3 103010 AEL0 MeHIue, Hixk 1030-3aexHO. T12 OyB Maiike
OJIHaKOBUM st 060X rpyn Ha 1-it news (1,96 Ta 2,12 roaunm), ane, sk
BUABMJIOCH, 301bIIMBCS HA 5-i aeHb 11 o60x rpym (3,29 - 4,25 romum).

V nactynniit Tabmuui HaBegeHo cepeani @K nokaznuku y cewi aus T-705
Ta iioro metabonity T-705M1.

T-705 T-T05M1
6X 100 mg 8X 100 mg 6 X 100 mg X 100mg
Dose Group 1 Dose Group 2 Dose Group 1 Dose Group 2
Pharmacokinetic Mean + SD Mean £ SD Mean £ 5D Mean £ SD
Parameters MmN (N} L] N)
[Rmax (pg'hr) 00.43£3007 | 205.19% 113.00 | 63255.00 = v235.02 | 58010.04 £ 2608.38
8) 8) €) {8}
Tmax (Urine) {hr) 38001706 3200+4.00 2200+ 1453 14.00 £2.80
8) (1] 8) @
OLr day 1 (0-12) (mUhw)| 14.8024.88 2131£705 | 1047230 = 2070.40 | 12624.01 £ 170130
(8) (6) {8) @)
ICLr day 5 (0-24) (mUhr)|] 13402379 17055710 | 17443.80 £ 2830.64 | 13301.21 £ 188258
8) {6) {8) {8)
[Source: Tabkes 14.232.1an01842.3.22 an0 Tadles 14.24.2.1 an0 14.2.4.22

Jlo ocTanHpOTO iHTEpRaNy 360py Ha 6 AcHB OyNO BiJHOBIEHO MPUOIHU3HO
0,2% wnesminedoro T-705, Beemenoro B 7 my no3. CLr gna T-705 6ys
nofibuum y rpynax i 103 ta auis (13,4 - 21,31 ma/rox). Bignonenns T-
705M1 cranoeuno maibke 100% Beeaenoro T-705a micns npuiiomy 600 Mr
(BID, QD) i 76% - micia 800 mr (BID, QD). CLr ana T-705M1 Gys
BHCOKMM (IIOPiBHSHO 3 KIy60uKoBOH0 dinprpauicio npudausno 100 ma/xs)
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1 xonmuBaees Bim 13301 - 19472 mn/rom, mo BKa3ye Ha HasBHICTh
Kananblesoi cexpenii T-705M 1.

21. Pe3yneratu
Beznexu

Cepitosnux nobiunux aeum (CIL) we 6yiro, i xxoaen cy6'ekT He MPUITMHMB
uepes IS ue nocnimxenns. 3aranom noeigomunu npo 18 noGiynux spum,
110 BUHUKIHM i yac JikyBanHs (TEAEs), y 11 (69%) 3 16 nauieHris, sxum
BBOJMIIM 103y B LbOMY JociipkenHi. 3 uux 18 TEAEs nociigHuk BBaxas,
mwo 9 mMoxyTh OyTH NOB’A3aHMMM 3 JOCJI/DKYBAaHMM NpernapaTtoMm, 6 —
Bi/UIaJIeHO MOB'S3aHAMM T4 3 — HEe IIOB’SI3aHUMM 3 JIOCHIIKYBaHMM
TpenapaToM. ¥ UsOMY AOCTiKEHHI HaHOIIBII YacTO MOBIXOMIIIOCS PO
taki TEAEs: ronoBHuii 6inb, 6ine Ta ceepOix. 3aranom, He crioctepiranocs
TeHJCHLIH IMOA0 3MiH, MOB’A3aHMX i3 JI030I0 4M JIKYBaHHSAM, JXMTTEBO
BaXJIMBHX TMOKa3HMKIB, OKa3HUKIB (hizukansHoro obcrexenns, EKI, smin
KOJLOPY IIKIPK Ta HIrTiB ab0 pe3y/bTaTiB pernpoayKTUBHO-TOPMOHATEHIX
TECTIB.

22. BucHoBOK
(3aKITIOUE HHS)

- Beenenns 6araropazoBux nepopansaux 103 T-705a no 800 mr (BID, QD),
AK BU3HA4eHO, 3arajioM OesneuHe Ta A00pe NEPEeHOCUTHCSA 3A0POBHMHM
YOJIOBIKAMM Ta JKIHKaMH Y IbOMY JOCITi/PKEHHI.

* Pexxum npuiiomy 600 Mr abo 800 mr Ba pa3u Ha J€Hb IPOTATOM 2 JHIB 3
NOJANbIIMM [03yBaHHSAM OAMH pa3 Ha ao0y nporsroM 3 [HIiB laBae
nikoeuit edekr Ha 3-i AeHb, ajle 3 MiHIMAJIBHUM HAKOIIUYEHHSIM, IO
BinOyBaBcs Ha S5-if IeHE.

* t)2 Moxe aewro 30inpmmTHCA 3 1-ro mo 5-# AeHb, B pe3yapTaTi 4oro
IPOrHO3H, 3aCHOBAHI Ha JAHUX PO OJIHY 103y, 3HU3ATE BIUIMB Ha 5-H IeHb
npubnuzHo Ha 50%.

» Busenenns neamineHoro T-705 3 ceuero craHoBmI0 npudauzHo 0,2%, mo
BKa3ye Ha Te, [0 HUPKOBA eKCKpellis HeaMiHeHoro T-705 e apyropsiHumM
[ITXOM BHBEJIEHHS.

* [Tpubmuzno 100% Bix 3aramsHux o3 T-705 micia 600 mr (BID, QD)
BHJILTSIIOCS 3 cedetro, a 76% - micna npuiiomy 800 mr (BID, QD), mo Bkazye
Ha Te, o HUpKoBa exckpelis T-705M1 € oCHOBHHM IUIIXOM BHBEIEHHS.
* Biogocrynuicts T-705a cranosuts Maibie 100%, BHX0OAS9H i3 BUBECHHS
i3 cevero micaa BReenns 600 mr (BID, QD).

3asiBHUK (BJACHHK peecTpaniiHOro mocBiT4eHHs)

[Tigrmc

Hara

Migmuc/
25.10.2020

[TorHe imM’s Ta nocaja Hp. uda Papxan [laitx MBBC, M]]
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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 [ntroducing
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

g,
Manufacturer

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

4, Performed
studies

yes [ |no  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

T705aUS103b

A Phase I Randomized, Double-Blind, Placebo-Controlled Multiple Oral Dose
Study to Evaluate the Safety, Tolerability, and Pharmacokinetics of Higher Doses
of Favipiravir in Healthy Adult and Elderly Volunteers

6. Phase of Phase 1,
clinical trial
7. Clinical Scott Rasmussen, MD

trial was held

Celerion

621 Rose Street

Lincoln, Nebraska 68502
Telephone: (402) 476-2811

Celerion

2420 W. Baseline Road

Tempe, Arizona 85283

Telephone: (602) 437-0097

From 08 November 2009 to 18 June 2010




8. Countries
where the
clinical trial
was held

USA

9. Number of
subjects

16

10. Objective
and secondary
goals of the
clinical trial

The primary objective of this study was:

* To evaluate the safety and tolerability of multiple oral doses of favipiravir for 5 days
in healthy adult and elderly subjects.

The secondary objective was:

* To characterize the PK of multiple oral doses of favipiravir for 5 days in healthy adult
and elderly subjects.

11. Clinical a multicenter, Phase 1. randomized, double-blind, multiple dose, placebo-controlled
trial design study
12. Main Subjects met the following criteria to be eligible for enrollment:

entry criteria

1. Healthy male or female adult subjects who characterized their own race and ethnicity
as Caucasian (race), African-American (race), or Hispanic (ethnicity); 20 - 80 years of
age (inclusive).

2. Subjects weighed at least 58 kg for males and 52 kg for females and had a body mass
index (BMI) between 18.5 — 30 kg/m?2.

3. Subjects were non-smokers or non-users of tobacco products (for a minimum of 3
months prior to dosing).

4. Subjects were medically healthy with no clinically significant abnormal findings for
physical examination, vital signs, electrocardiograms (ECGs), or clinical laboratory
results, as deemed by the PI.

5. Male subjects, age 20 — 64 years that have had a vasectomy (at least 6 months prior
to dosing) and presented documentation stating this (at screening) or documentation of
zero sperm count within the past 3 months (priority was on male subjects who provided
documentation of a vasectomy). Male subjects age 65 — 80 years agreed that they did
not intend on fathering a child within 6 months after the last dose of the study drug,
agreed to use an acceptable method of birth control during the entire study and for 6
months after the last dose of study drug, and agreed to not donate sperm during this time.
6. Females of non-childbearing potential were surgically sterile (bilateral tubal ligation
with surgery at least 6 months prior to study, hysterectomy, or bilateral oophorectomy
at least 6 months prior to study) or postmenopausal. Postmenopausal females were either
> 2 years postmenopausal, or, if <2 years, had a screening FSH > 40 mIU/mL.

7. Subjects understood the requirements of the study and voluntarily consented to
participate in the study.

13. Studied
drug,

posology,
strength

At each dose level, 8 adult (20 — 64 years, inclusive) and 8 elderly (65 — 80 years,
inclusive) subjects were to be enrolled, with 6 adult and 6 elderly subjects assigned to
favipiravir and 2 adult and 2 elderly subjects assigned to placebo. A minimum of 4 adult
males were to be enrolled in Groups 1 and 3 (adult) and a minimum of 4 elderly males
were to be enrolled in Groups 2 and 4 (elderly). Dose groups are described below.
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Dose Cose
Grou Al
i ae Level Day 1 From Day 2 to Day §
.| 20-84
1 Adult years 1200 mg favipiravir (or G600 mg favipiravir (or
- 1 matching placebo} twice daily | matching placeba) twice daily
o Eiderly &5 - 80 {1200 mg BID) for 1 day {800 mg BID} for 4 days
Years
3 | Adul | 2084 ) o
years 1200 mg favipiravir (or 800 my favipiravir {or
e 2 matching placebo} twice daily | matching placsbo) twice daily
5 - 1200 mg BID} for 4 d 800 mg BI0) f

4 Elderly Y { mg BID} for & day {800 mg BID) for 4 days
14, The reference product was matching Placebo capsules
Comparator,
dosage,
posology,
strength
13, No concomitant medication or therapies (prescription or OTC) were to be administered
Concomitant | throughout the study unless prescribed by the PI for treatment of specific clinical events.
therapy 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 volunteer was
made, based on the time the medication was administered and its pharmacology and PK.

16. Efficacy
Endpoints

The following PK parameters were calculated from the individual plasma concentration-
time

data of favipiravir and its metabolite, T-705M1, on Days | and 5 based on
non-compartmental methods using WinNonlin® Professional 5.0.1:

AUCO-t - The area under the plasma concentration-time curve, from time 0 to the last
measurable concentration, as calculated by the linear trapezoidal method

AUCO0-12 - The area under the plasma concentration-time curve, from

time 0 to 12 hours, as calculated by the linear trapezoidal method

AUCinf - The area under the plasma concentration-time curve, from time 0 to infinity.
AUCinf is calculated as the sum of AUCO-t plus the ratio of

the last measurable plasma concentration to the elimination rate constant. Presented only
for Day 1 following the first dose.

AUCR - The ratio of AUCO0-t/AUCinf.

Cmax - Maximum measured plasma concentration over the time span specified.
Tmax- Time of the maximum measured plasma concentration. If the maximum value
occurs at more than 1 time point, Tmax is defined as the first time point with this value.
CL/F - The apparent total body clearance after extravascular administration, calculated
as Dose/AUCinf on Day 1 and as Dose/AUCO-12 on Day 5 (for parent only).

Vd/F - The apparent space which drug distributes into, calculated as Dose/(kel* AUCinf)
on Day 1 and Dose/(kel* AUC0-12) on Day 5 (for parent only).

AUMC - The area under the first moment curve, calculated by the linear trapezoidal
method.

MR Toral Mean residence time, calculated as the ratio of AUMCinf to AUCinf.

kel Apparent first-order terminal elimination rate constant calculated from a semi-log
plot of the plasma concentration-time curve. The parameter will be calculated by linear
least-squares regression analysis using the maximum number of points in the terminal
log-linear phase (e.g.. 3 or more non-zero plasma concentrations which do not include
Cmax). R2 must be 0.8 or greater.

t1/2 Apparent first-order terminal elimination half-life will be calculatedas 0.693/kel.
Cmin Day 1

- Cmin Day 5*




C12 on Day 1 and C0 on Days 2 - 5.

Accumulation Ratio*

Accumulation ratio calculated for Days 2 — 5, Cmin/C12 Day 1.

AUC Day 1 — AUC Day 5*

AUC Day 1 — AUC Day 5 values will be estimated using the mechanism-based
inhibition (MBI) simulation of plasma concentrations model followed by
noncompartmental calculation using the trapezoidal rule (parent only).

*Note: Accumulation PK parameters were summarized in Separate parameter tables.
All PK parameters were calculated using actual time from dosing. Concentration values
below the limit of quantitation (BLQ) were displayed as BLQ in tables/listings. For the
calculation of summary statistics and the PK parameters, BLQ values were treated as
zero.

Where available, data from placebo subjects were listed in the concentration tables along
with subjects receiving the active drug, but were excluded from summary statistics and
the calculation of PK parameters.

No value for AUCinf, AUCR, AUMC, MR Toral, t1/2, CL/F, or Vd/F was reported for
cases that did not exhibit a terminal log-linear phase in the concentration-time profile
and/or if t1/2 could not be otherwise calculated.

In addition to volume (Vol) and concentration (Conc), the following PK parameters
were presented for favipiravir and its metabolite, T-705M1, in urine on Days 1 — 6.
SAS®Version 9.1 was used for the urine calculations.

Aet’-t” Amount excreted during each collection interval (t’-t”). Calculated
bymultiplying the urine concentration by the volume of urine collected for each interval.
Cum Ae Total amount of drug excreted unchanged in the urine over the entire period of
sample collection obtained by adding the amounts excreted over each collection interval.
Re Rate of drug excretion during each collection interval. Obtained by dividing the
amount of drug excreted in each collection interval by the time over which it was
collected. Rmax Maximum rate of drug excretion.

TRmax Time of the maximum excretion rate, defined as the midpoint of the collection
interval during which Rmax occurred. CLr Renal clearance calculated as Aet’-
t”/AUCt’-t”, using adjustments for the molecular weight of T-705M1.

% dose excreted Percentage of favipiravir dose excreted unchanged, calculated as
100*Ae0-t/Dose, where Dose is the dose of the free base. Cum % dose excreted
Cumulative urinary excretion percentage.

17. Safety
Endpoints

Safety was evaluated by adverse event (AE), clinical laboratory, vital sign, physical
examination, 12-lead electrocardiogram (ECG) assessments, reproductive endocrine
tests for male subjects, and skin and nail discoloration assessment/photographs.

18. Statistical
methods

Pharmacokinetics: Plasma and urine concentrations from subjects receiving active
doses, and PK parameters of T-705 and T-705M1 were summarized by analyte, day,
and dose group using descriptive statistics (sample size [N], arithmetic means, standard
deviations [SD], standard error of the mean [SEM], coefficients of variation [CV%],
minimum [min], maximum [max], and median). In addition, geometric means were
calculated for Cmax and all AUC calculations.

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

32 Healthy male or female adult subjects who characterized their own race and
ethnicity as Caucasian (race), African-American (race), or Hispanic (ethnicity); 20 - 80

years of age (inclusive).

20. Efficacy
Results

Mean PK parameters on Days 1 and 5 after favipiravir 1200/600 mg BID or 1200/800 mg BID

are presented below.

Day 1 and Day 5 Mean Pharmacokinetic Parameters for Favipiravir 1200/600 mg BID

1200/600 mg BID

AUC, 2 Ratio

Mean £ SD
Day 1 Day & Day 1 Day &
Group 1 Group 1 Group 2 Group 2
Adult Adult Elderly Elderly
PK Parameter {N=8) (N=8) (N=6} {N=6)
AUCg 2 (pgrhr/mL) 137.82 (39.0) 178.42 (68.8) 140.75 (26.1) 177.57 (36.4)
AUCiy (pgehrimL) 145.52 (46.7) NC 144.20 (27.5) NC
AUCo (pgehrfmL}) 137.69 (38.9) 22172 (954) 140.67 (26.1) 211.86 (42.1)
IAUC, (»/70kg (pgehr/mL) | 161.86 (36.9) 209.55 (64.9) 149.76 (30.4) 188.93 (40.4)
AUCg 0.9510.07 NC 0.98 + 0.01 NC
CL/F (L/hr) §.90+348 3.87 £1.92 8.58+239 3.58+1.50
CL/F/70kg {L/hr) 754 +295 3.26+ 1.59 8.15+ 257 3.41+1.54
Cmax (HgfmL} 39.85 (20.5) 31.27 (39.3) 42.75 (29.1) 29.10 (31.2)
Crmax/ 70kg (pg/mL) 46.81 (17.2) 36.73 (33.6) 4549 (33.3) 30.96 (34.2)
ky (1/hr) 0.34+0.14 0.24 £ 0.06 0.33 +0.06 0.22+0.04
Toax (D) 0.50 (0.50, 1.00)| 0.88 (0.50, 2.00) 0.65 (0.50,1.01)| 1.04 {0.73, 2.02)
VdiF (L) 27.06+2.98 1534 + 4.63 25.76 £ 3.21 1573+ 4.01
tyn (hr) 253+1.36 3.14 +1.04 216 + 040 3.20 + 0.66
T-705M1/favipiravir 0493+ 02320 | 0226+ 0.1243 | 0.589+0.1607 | 0.259+0.0872

T-705M1/favipiravir Crax

Ratio

0.359 £0.1239

0.158 + 0.0508

0.401+0.1218

0.164 + 0.0596

NC = Not Calculated

Trax 1S presented as median (min, max).
IAUCn4, AUCo-12, AUCirs, AUCa12/70Kg, Crmax @nd Crmas/70Kg are present

Source: Tables 14.2.1.5 through 14.2.1.8

ed as geomelric mean (geometric CV%).

Day 1 and Day 5 Mean Pharmacokinetic Parameters for Favipiravir 1200/800 mg BID J
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1200/800 mg BID

Mean £ SD
Day 1 Day § Day 1 Day &
Group 3 Group 3 Group 4 Group 4
Adult Adult Elderly Elderly
PK Parameter {N=8) {N=86) (N=6} (N=8B)

AUCs 2 (pgehr/mL) 114.46 (24.3) 362.18 (23.0) 156.69 (35.7) 409.14 (73.1)
AUCiy (pg=hr/mL) 116.43 (25.8) NC 161.07 (38.5) NC
AUCs: (ugrhr/mL) 114.41 (24.3) 52528 (32.1) 156.50 (35.6) 572.95 (84.6)
AUC, 1/70kg (pgrhr/mL) | 144.064 (19.4) 455.86 (22.3) 168.20 (26.4) 439.19 (61.7)

UCg 098+001 NC 0.97+003 NC
CL/F (Lthr) 10.56 + 2.34 226+ 0.51 787+278 2442220 ||
CL/F/70kg (L/hr) 8.33 +1.59 179+ 0.39 718+ 201 216+172 ||
Crnax (pgfmlL}) 37.39 (12.9) 4760 (15.0) 52.67 {30.1) 54.99 (50.6)
Crma/ 70kg (pg/mL) 47.06 (10.9) £9.91 (19.0) 56.54 (21.1) 59.03 {40.2)
ke (1/01) 0.36 +0.06 0.18 £ 0.01 034 +0.10 0.20 + 0.06
Tmax (hr) 0.75 (0.50, 0.85)| 1.00(0.75, 6.00)| 0.50 (0.25,1.00)| 1.00 {0.50, 2.00)
Vd/F (L) 2879+ 244 1240+ 2.59 2283+372 10.93 + 569
tyo (hr) 196 +0.37 383+0.24 219+ 068 361070

-705M1/favipiravir 0635+£0.1312 | 0.147£00332 | 0574 +0.1460 | 0.180+0.1165
IAUC, 4, Ratio

-7/05M1/favipiravir Cma,| 0.440+0.0761 | 0089+ 00202 | 0.344 +0.0699 | 0.116 + 0.0916
Ratio

NC = Not Calculated

Tmax IS presented as median (min, max).
IAUCa+, AUCo-12, AUCinr, AUCa-12/70kg, Crax and Cmay/70Kg are presented as geometric mean (geometric CV%).

Source: Tables 14.2.1.5 through 14.2.1.3

Mean Pharmacokinetic Accumulation Parameters for Favipiravir

Dose Group

Mean £ SD
Group 1 Group 2 Group 3 Group 4
1200/600 mg BID | 1200/600 mg BID | 1200/800 mg BID | 1200/800 mg BID
Adult Elderly Adult Elderly
PK Parameter {N=6) (N=8) (N=6) {N=8)

AUC Day 1 414.46 (49.3) 396.93 (28.8) 290.13 (24.6) 458.35 (35.6)
{g-hr/mL)

AUC Day 2 405.13 (71.1) 376.51 (38.8) 40410 (41.7) 664.24 (556.5)
(ug*hr/mL)

AUC Day 3 375.81 (68.4) 355.91 (40.0) 558.23 (35.2) 747.82 (65.9)
(pgehr/mL)

AUC Day 4 369.57 (66.8) 351.86 (40.4) 650.25 (27.1) 773.26 (67.9)
(pgehr/mL)

IAUC Day 5 367.88 (66.2) 350.30 (40.7) 693.49 (23.1) 784.44 (68.5)
{pg=hr/mL)

Crin Day 1 {ug/mL) 2.15+2.69 1.18 + 0.76 077077 1.56 + 1.76
Cmin Day 2 {ug/mL) 11.10 + 11.87 8.99 + 4.60 6.18 + 4.07 11.72 + 10.20
Cmin Day 3 {ug/mL) 10.06 + 11.85 6.94 +3.70 10.20 £ 5.08 1751121298
Crin Day 4 {pg/mlL) 8.94 +10.70 6.69 + 3.26 1394 + 544 21.09 + 13.17
Cmin Day 5 {(ug/mL) 8.24 + 953 6.40%3.20 17.74 +6.14 23.78 1429
Ratic Day 2 7.65+ 250 863+342 832 +2.31 10121512
Ratio Day 3 5.65+1.08 6.59 +2.84 16.86 £ 6.30 17.02 + 11.07
Ratio Day 4 527 +1.37 671+3.74 25.15 + 10.67 2344 + 1752
Ratio Day 5 5.54 +2.07 6.60 + 4.40 33.13 £ 16.10 25.60+18.89

AUC Day 1 - Day 5 were estimated using the MBI simulation of plasma concentrations mode! followed by
non-compartmental analysis calculation and are presented as geomelric mean (geometric CV%).

Cmia Day 1 is the concentration at Hour 12 on Day 1 and Cmia Day 2 — 5 are the
concentrations at Hour O on Days 2 - 5.
Ratios are Gy, Day 2 — 5/Cppy Day 1.
Source: Tables 14.2.1.9 through 14.2.1.12
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On Day 1, after a single 1200 mg dose, favipiravir AUC0-12, AUCinf, AUCO-t, and Cmax were
similar between all 4 groups, but appeared slightly higher in the 1200/800 mg BID, Elderly
group. Kel and t1/2 were also similar between all groups, as was Vd/F. CL/F appeared to be
slightly higher in the 1200/800 mg BID, Adult group. Tmax was also similar across all groups.

On Day 5, after multiple doses, favipiravir AUC0-12, AUCO-t, and Cmax were higher in the
1200/800 mg BID groups than in the 1200/600 mg BID groups, and appeared slightly higher in
the 1200/800 mg BID, Elderly group than in the 1200/800 mg BID, Adult group. The observed
age-related differences were attenuated when exposure parameters were adjusted for differences
in body weight as the elderly subjects were on average lighter than the adult subjects. Kel and
t1/2 appeared to be lower and longer, respectively, on Day 5 compared to Day | and in the
1200/800 mg BID groups compared to 1200/600 mg BID groups. Elimination rates did not
appear to be age dependent. The change in elimination rate constants with the different dose
levels may indicate nonlinear PK for favipiravir, since the elimination rate constants would not
be expected to change with dose or exposure with linear PK. Vd/F and CL/F appeared to be
slightly lower in the 1200/800 mg BID groups, but not age dependent. The differences of T-
705M1/favipiravir AUCO0-12 ratio among all groups were not apparently significant. Moreover,
CL/F/70kg was similar among all groups on Day 1, but slightly lower on Day 5 in the 1200/800
mg BID groups.

These findings suggest that the metabolism of favipiravir by aldehyde oxidase is not affected by
age. Median Tmax on Day 5 was similar across all groups but slightly longer on Day 5 (0.88 -
1.04 hours) than on Day 1 (0.5 — 0.75 hours).

Accumulation, based on mean simulated AUC Day | through AUC Day 5, was negligible in the
1200/600 mg BID groups (88%, calculated as 100% mean + AUC Day 5/mean AUC Day 1), but
in the 1200/800 mg BID groups (239% in adults and 171% in elderly adults), favipiravir
accumulated over the 5-day treatment period. Day 5 exposure was the highest in the 1200/800
mg BID, Elderly group, but Ratio Day 5 indicated similar accumulation relative to Day 1
exposure in both 1200/800 mg BID groups. Ratio on Day 5 (Cmin Day 5/Cmin Day 1) indicated
6 — 33-fold-accumulation and appeared to overestimate the accumulation compared to the AUC
Day 1 — 5 predictions.

In the statistical comparisons for favipiravir exposure between adult and elderly subjects, no
clear age-related trends could be discerned, as slightly higher exposure was seen on Day | in
the elderly subjects, slightly lower exposure was observed in the 1200/600 mg BID, Elderly
group on Day 35, and again slightly higher exposure was observed in the

1200/800 mg BID, Elderly group on Day 5. The opposite trends in exposure differences may be
due to the small number of subjects studied, the variability observed, and/or the apparently
unequal variance between the age groups.

No significant difference in favipiravir AUC0-12 between adult and elderly subjects was
discerned, as the 90% Cls contained 100% and geometric LSM ratios did not exceed 125%.

The geometric LSM ratio for Cmax on Day | was 123% with a 90% CI of 104% to 145%,
indicating a statistically significant but not clinically meaningful higher peak exposure on Day
1 in the elderly subjects. These differences were attributed to differences in body weight between
the elderly and adult subjects. Weight-adjusted parameters were not significantly different
between age groups.

On Days 1 and 5, after multiple doses of favipiravir, respectively, mean T-705M1 AUC0-12,
AUCinf (Day 1 only), AUCO-t, and Cmax were apparently higher in the 1200/800 mg BID
groups than in the 1200/600 mg BID groups within age groups. The exposure in the elderly
subjects appeared to be slightly higher than that in the adult subjects at the same dose level.
These differences were reduced in magnitude when exposure parameters were adjusted for body
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weight. Kel and t1/2 appeared to be lower and longer, respectively, in the 1200/800 mg BID
groups, but not age dependent. The apparent differences in T-705M1 kinetics may be a result of
nonlinear formation or elimination of the metabolite. Tmax was similar across all groups but
appeared to be up to | hour later on Day 5 than on Day 1.

T-705M1 accumulation, based upon Ratio Days 2 — 5, was similar on Days 3 - 5 after favipiravir
1200/600 mg BID, but continued to increase with repeat dosing on Days 3 - 5 after 1200/800
mg BID.

The AUCO-12 of T-705M1 was consistently statistically significantly higher (approximately
30% higher) in elderly subjects compared to adult subjects. Cmax was also slightly higher (12 -
30%) in elderly subjects, but only statistically significantly higher in the 1200/800 mg BID,
Elderly group. Weight-adjusted parameters were only 2 -16% higher in the elderly subjects and
not significantly different between age groups in any of the comparisons.

Based on the safety profile for favipiravir, the differences in exposure between adult and elderly
subjects do not appear to be clinically meaningful, i.e., no dose adjustment for the elderly is
expected to be necessary.

Cumulative percentages of the total of the doses administered excreted into urine were
calculated for each interval. By the last collection interval, on average approximately 0.3 - 0.4%
of the dose was recovered as unchanged favipiravir. On average, approximately 54 — 66% of the
dose was recovered as T-705M1. T-705M1 CLr appeared to be slightly lower, possibly due to
higher exposures of T-705M1 and reduced renal function with age, for elderly subjects
compared to adult subjects, except for the 1200/600 mg BID, Elderly group on Day 5. CLr on
Days I and 5 for T-705M1 was high compared to average glomerular filtration (100 mL/min)
and may reflect tubular secretion of T-705M1.

Mean RP values were similar between groups (means ranged 0.8053 — 0.8459) and similar
between individuals within groups (%CV ranged 3.2 — 4.8%). The large range of RP values
observed in different strains of rats (0.108 — 0.922)4 was not evident in this small human
population studied. Plots of T-705M 1/favipiravir AUC ratios and Cmax ratios show increasing
AUC ratios with increasing RP trends which were more visible in the 1200/800 mg BID groups.
However, RP values were similar between individuals, the number of subjects per treatment was
low, and correlations were generally poor.

Only a limited number of subjects were heterozygous for 3 of the polymorphic variants of
AOXI. These subjects had T-705M1/favipiravir AUC and Cmax ratios, as well as RP values,
which were not apparently different from the subjects exhibiting the common AOX1 alleles.
Due to the low incidence of the variants in this sample, no clear trends could be discerned
relating AOX1 polymorphisms to aldehyde oxidase enzyme activity as reflected by RP value or
the ability to metabolize favipiravir as reflected by the T-705 M1/favipiravir AUC and Cmax
ratios.

The MBI-PK model was able to adequately fit the adult and elderly subject data at both dose
levels. T-705M /favipiravir AUCO-12 and Cmax ratios were used in this study as an indicator
of metabolic activity. For all groups, Day 5 T-705M /favipiravr ratios were lower than those on
Day 1. Within each dose level, metabolite to parent ratios were reduced similarly by adults and
elderly alike, while a more pronounced shift from Day 1 to Day 5 was noted in the 200/800 mg
BID groups. There was no apparent change in CLr from Day | to Day 5, so the change in
metabolite to parent from Day | to Day 5 is likely not due to a change in renal clearance of the
metabolite. These observations are indicative that age does not effect the mechanism-based
inhibition associated with aldehyde oxidase with favipiravir.




21. Safety
Results

There were no serious AEs in this study and no subject was discontinued due to an AE. A total }

of 27 TEAEs were reported by 16 of 32 (50%) subjects overall, with similar incidence across
all dose groups, including placebo. Three (3) TEAEs were moderate in severity (arthralgia,
headache, and insomnia); all other TEAES were mild. The most frequently reported TEAEs were
headache (9 events in adults only) and constipation (4 events in elderly subjects only). Most
TEAES resolved within about 4 days of onset and all were resolved within 9.5 days of onset.
The Pl considered 18 TEAES to be possibly related to the study drug and the remaining 9 to be
remotely related or unrelated.

Analysis of Adverse Events

Headache was reported 9 times by 7 (22%) subjects overall, including 3 adults each in the
1200/800 mg favipiravir BID and placebo groups, and 1 adult subject in the 1200/600 mg BID
group. No elderly subjects reported headaches. Of the 9 episodes of headache, 8 were mild in
severity and 1 (placebo) was moderate. The PI considered all 9 episodes of headache at least
possibly related to the study drug.

Mild constipation was reported 4 times by 3 (9%) subjects overall, including 2 elderly subjects
in the placebo group and 1 elderly subject in the 1200/800 mg favipiravir BID group.

No adult subjects reported constipation. The PI considered all 4 episodes of constipation at least
possibly related to the study drug.

All remaining AEs were reported by 2 or fewer subjects each (<6%). Of these, the PI considered
the following AEs to be at least possibly related to study drug (dose group in parenthesis):
abdominal pain (placebo, Elderly), back pain (placebo, Elderly), dysgeusia (favipiravir
1200/600 mg BID, Adult), and nasal congestion (placebo, Adult).

Subject 7 (favipiravir 1200/600 mg BID, Adult) received sulfamethoxazole 800/ trimeth 160
and pseudo 60/ triprolidine for treatment of sinusitis; these medications were administered at
least 20 days after the final dose of favipiravir. Subject 25 (favipiravir 1200/800 mg BID,
Elderly) received ibuprofen on Day 5 and acetaminophen on Day 6 for treatment of arthralgia.
These concomitant medications administered to Subjects 7 and 25 were not considered to have
an effect on PK assessments. Subject 30 (placebo, Elderly) received acetaminophen for
treatment of upper respiratory infection. No other concomitant medications were administered
in this study. Prune juice was administered to 3 subjects for treatment of constipation, ice pack
was given to | subject for arthralgia, and warm pack was given to 1 subject for back pain and 1
subject (predose) for skin laceration. No other non-drug therapies were administered during the
study.

22,
Conclusions

* Geometric mean favipiravir AUCO0-12/70kg and Cmax/70kg were not statistically
significantly different between age groups for both dose levels on both days.

* Geometric mean T-705M1 AUCO0-12/70kg and Cmax/70kg were 2 — 16% higher, but
not statistically significantly, in elderly subjects compared to adult subjects at both dose
levels.

* Although slightly higher weight-adjusted T-705M1 exposures in elderly subjects were
observed between age groups, the differences were not significant and do not appear to
be clinically meaningful.

* No apparent age effect was observed on the extent of mechanism-based inhibition
associated with favipiravir metabolism.

* Absorption rates (based upon Tmax) and elimination rates (based upon t1/2) did not
appear to be age dependent.

* By the last urine collection interval, on average approximately 0.3 — 0.4% of the dose
was recovered as unchanged favipiravir and 54 — 66% of the dose was recovered as T-
705M1.

* RP values correlated weakly with AUC and Cmax ratios of metabolite to favipiravir
in this study.




* AOXI alleles had no apparent relationship with metabolite to favipiravir AUC and |
Cmax ratios, which may have been due to the low incidence of variants in the subjects
in this study.

* No safety concerns were identified in AE. clinical laboratory, ECG, or vital sign results
following administration of favipiravir to healthy adult and elderly subjects in this study.
* Asymptomatic elevations in serum uric acid were observed in this study: the elevations
were small and reversible and will be followed in future studies.

* No dose- or treatment-related trends for any testicular endocrine parameters were
observed.

* Favipiravir appeared to be equally well tolerated by the healthy adult and elderly
subjects in this study.
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Honatok 30

Ao Iopsiky nposeseHHs ekclepTH3n
peecTpaniiinux Martepianis Ha JikapcbKi 3aco6u,
11O NOJAKTLCS HA JAepsKaBHY

peecTpaiio (nepepeecTpaiiio), a TAKOK
CKCMEePTH3H MaTepialliB Mpo BHECEHHS 3MiH 10
peecTpauiiiHuX MaTepianie npoTarom ii
peecTpauiitoro noceiguenns (myHkr 4 posminy IV)

3BIT
PO KIiHIYHe BUIIPOOYBAHHS

1. Hasga
JIKapCBKOro
3acoly (3a
HassBHOCTI — HOMEp
peecTpaniifHoro
MOCBiIYEHHS)

ABIT'AH (®aginipasip) tabnerku o 200 mr

2. 3agBHUK

H-p Penni’c JlaGoparopic Jltn, 8-2-337, Poyn Ne 3, Banmkapa Ximns,
Xatinepaban, Tenanrana — 500 034, Trpis /

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

3. BupoOuuk

TOAMA ®EKTOPI @V ]JDKUDIIIEM TOSIMA KEMIKAJT KO., JIT/;
4-1, lumo-Okyi 2-Yome, Toama-tn, Tosma, Srnowis /

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

4 Ilposeneni
JIOCHIIKEHHA

tak [ |ui sk Hi, BKa3aTH NPUIHHY

1) Tum sikapceKoro
3aco0y, 3a SIKUM
npopoaunacs abo

JlikapcbKuii 3aCid 3 MOBHAM 10Ch¢ (ABTOHOMHE 10ChE)

TUIAHY €ThCS
eecTpallis
5. IloBHa HaszBa T705aUS103b
KJIIHIYHOTO
BHIIPOOY BaHHS, Hocnimkenns dasu I, pangomizoBane, nojsiliHe ciine, miaue60-KOHTPOIbOBAHE,
KOI0BaHWH HOMep | DaraTopasoBe [epopaibHe BBeICHHA (aBimipaBipy 1 OLIHKM Oe3nexw,
KJTIHIYHOTO [IEPEHOCHMOCTI Ta (hapMaKOKiHETHKM BUIIMX 03 (aBinipasipy y 310poBux
BUNPOOYBaHHSI A0pOCIHX 100poBosbLIB Ta 0c00i NOXHWIOrO BIKY
6. @aza knidiyHoro | Masa |,
BUNPOOYBaHHA
7. Ilepion Scott Rasmussen, MD
MPOBE/ICHHS Celerion
KJ1iHIYHOTO 621 Rose Street
BUNPOOYBaHHS Lincoln, Nebraska 68502

Telephone: (402) 476-2811
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8. Kpaium, ne Celerion

IIPOBOIHIIOCH 2420 W. Baseline Road
KJTiHIYHe Tempe, Arizona 85283
BUTIPOOYBaHHS! Telephone: (602) 437-0097

3 08 scTonazna 2009 poxy o 18 uepsnst 2010 poky

9. Kinekicts CILIA

JOCTIJIKY BAHUX

10. Mera Ta 16

BTOPUHHI Lini

KITiHIYHOTrO

BUIIPOOYBaHH:A

11. Juzaiin OCHOBHOI METOI0 LBOTO JOCIIIKEHHS OYJ10:

KJTIHIYHOTrO * Ouinntn Gesneky Ta nepeHocHMicTh GaraTopasoBux NEPOPATILHUX /103

BUIPOOYRaHHS (painipaeipy npoTsarom 5 AHIB y 310pOBHX IOPOCIIHX Ta JTHOIEH MOXHIOr0 BiKYy.
BropunHoro mMeToro 6yno:
* Oxapakrepusypatn ®K GaratopasoBuX [epopaibHAX 103 (aginipagipy
MPOTATOM 5 AHIB Y 3/10POBHX A0POCINX Ta Jojeii TOXMIIOro BiKYy.

12. OcHoBHi BaratouenTtpose, panzomizosane, nojsiiine coime, Gararopazose, muanebo-

KpHTEpii KOHTPOJIbOBAHE J0C/TiKeHHs, (hasa .

BKJIFQUEHHS

I CyO'ekTH Manu BiMOBITAMHM TakuM KpUTEpiAM, 106 OyTH BKIIOYEHUMH B

Hocnimkysanuit JIOCITIJIKEHHS !

JKapchbKUii 3acio,
cnocid
3aCTOCYBaHHH,
cuna it

1. 310poBi Kopoci, YOMOBIKM M KIHKH AKi XapakTepH3yBaluCcs 3a eTHIYHOK
MPUHANEKHICTIO  AK KaBKasbka (paca), apo-aMepHKAaHCHKA (paca) um
JIaATHHOAMEPHKAHCbKA (€THIYHA NpHHaNeKHICTE); 20 - 80 pokiB (BKIIOUHO).

2. Cy0G'exTy Manu Bary moHaiiMeHIne 58 Kr 11 YONOBiKiB Ta 52 KT i KiHOK Ta
Manu iHgeke Macu Tiia (IMT) Big 18,5 1o 30 kr/m°.

3. Cy6'exti He naaun abo He CTIOKMUBAYAMH TIOTIOHOBUX BHPOOiB (MiHIMYM 3a 3
MICHL 10 BBEIGHHS 03H J0CIII7KY BAHOIO Mpenapary).

4. Cy0G'exTn OynM 370pOBHMH 3 MEAMYHOI TOYKH 30pYy, HE MAIOYM KITIHIYHO
3HAYYLMX BIAXWICHb 0pH  (isukanbHOMY 0OCTEAKEHHI, OLIHII SKUTTEBO
Ba;JIMBUX [MOKA3HMKIB, AaHuX ejexrpokapaiorpam (EKI) abo  wiiHiko-
71abOPaTOPHHUX PE3YIILTATIR, IK BU3HAUMB J0CITiIHHK.

5. Cy6'ekt 4onogiyoi ctati, Bik 20 - 64 pokiB, SKHM 3poOWIM B aHAMHE3i
BA3CKTOMIIO (MPUHAHMHI 32 6 MiCsLIB 10 BBEJACHHS MEPIIOT 1031 AOCITIKYBaHOTO
npenapaTy) Ta HaJlalii JOKYMEHTAILiI0, 110 MPO L CBIAYNHTE (Ha CKPHHIHTY), a0o
JOKYMEHTALIIO TTPO HYJILOBY KUIBKICTH CIIEPMHU MPOTIrOM OCTAHHIX 3-X MicsuiB
(TipiopuTeT HAJABABCSA YOJIOBIKAM, SIKI HAJJABATH IOKYMEHTALLIO PO [IPOBEAEHHs
BasekToMii). Cy6'exTH uonorivoil crati Bikom 65 - 80 pokis 1anu 3roay, o BOHK
He MaloTh HaMipy 3a4aTM QMTHHY NPOTArOM 6-TH MICALIB MiCIAs OTPUMAHHS
OCTaHHbOI 03U J0C/i/IZKY BAHOI0 [penapary, Tak oroAuIHch BAKOPUCTOBY BATH
MPUHAHATHUI METOZ KOHTPALEMLiT MPOTATOM YCBOI0 TOCIIKEHHS TA IPOTATOM 6
MICALIB MiCA MPUHOMY OCTaHHEOT 1031 JOCITIZKY BAHOTO NPENapary i noroJuscs
He OyTH JOHOpPaMH CIIEPMH MPOTATOM LLOTO Hacy.

6. Xinkn, fAKki BTpaTHIH penpoayKTHBHY OyHKUi0, abo Oyau Xipypriuno
CTepUIBHUMH (JIBOCTOPOHHS MEPeB’ A3Ka MaTKOBHX TPYD, MpHHANMHI 3a 6 MicALIB
110 AOCHIJKeHHS, TicTepekToMis abo arodidHa oodopekToMis npuHaiMHi 3a 6
MicsILIB 10 JocimkenHs) abo B nepio noctMeHonay3u. JKiHKH B IOCTMEHONAy 31
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Oynn abo > 2 pokiB micns MeHoray3u, a6o, SKmo <2 poku, Manu pirni GCT> 40 |
MMO/MA Ha MOMEHT CKPUHIHTY.

7. Ocobu po3yMinu BHUMOrM MOCHiIKeHHS Ta JI0OPOBINLHO 1AM [THCEMOBY
iHhopMOBaHy 3ro/ly Ha y4acTh V JIOCIiKeHH].

14. Tlpenapat
MOpPiBHAHHSA, 1032
crocio

]

Ha kosxxHoMy piBHi 1031 noBunni 6ymu 6y i BoYeH] 8 aopociux (Big 20 no 64
POKIB BKJIKOUHO) Ta 8 0ci6 noxuioro Biky (sin 65 1o 80 pokis BKJIIOYHO), [IPHYOMY
6 ZopocauM Ta 6 nauieHTaM MOXMIOro Biky GyI0 mpH3HAYEHO dbaginipasip Ta 2

3aCTOCY BAHHS, ZOPOC/INM Ta 2 MallieHTaM HOXMIOTO Biky 10 riauebo. [llonaiimene 4 nopocinx
cuta ail Y0IIOBiKiB MOBHHHI Oy 6yTH 3apaxosani 10 rpyr 1 i3 (mopocnuit), a minimMym 4
YOJIOBIKH MOXMIIOr0 BiKY NOBUHHI Gy TH 3apaxoBaHi 10 rpyr 2 i 4 (oM MOXKUIIoro
BIKY). I'pynu 103 oIucaHi HHUIKUE,
Dose Dose
Group e Level Day 1 From Day 2to Day §
1 Adu | 20-94
"t years 1200 mg favipiravir (or 800 mg favipiravir (or
1 matching placebo) twice daily | matching placebo) twice dasly
2 Eiderty 85 -80 (120C mg BID) for 1 day (800 mg BID) for 4 days
years
. | 20-84
. e years 1200 mg favipiravir (oc 800 mg fawvipiravir {or
2 matching placebo) twice daily | matching placeto) twice daily
| 65 ~80 (1200 mg BID) for 1 day {800 mg BID) for 4 days
4 Elderly years
15. CynyTHs PeepenTHomy npoaykTy BiAnosijana kancyna nnane6o
Teparis
16. Kpurepii [lporsirom ycporo mociijukeHHs He CIiJl 3aCTOCOBYBATH JKOAHMX CYyIyTHIX
OLIiIHKH nikapceKUX Mpenapatie abo Tepanii (Wo BiAmyckaoThes 3a peuentom abo 6e3
e(heKTHBHOCTI peuenty), SAKIO Le HE NPU3HAYEHO JAOCHIHNKOM Ul JIKYBAHHS KOHKPETHHX

KITIHIYHUX BUNAAKiB. Byae-ski cynyTni Jiikapeski mpenapatu abo Teparis
peectpyBanuchk y Qopmi 3pity mnpo Bumagok saxsopioannsa (CRF). Skumo
noTpibHa 6y/ia MeIMKaMEHTO3Ha Tepartis, NpHiiMaiocs pilieHHs PO AOLITBHICTE
MPOOBIKEHHs ab0 NPUIMHEHHS y4acTi 0cO0M B JIOCIIKEHH], BUXOA94H 3 uacy
BBEIEHHS CYMYTHIX npenaparti Ta iX ¢apmakonorii Ta (papMakoKiHETHKH.

17. Kpurepii
OIIHKH Oe3MneKu

Hactynni ®K mnapamerpu ainipaBipy Ta iioro wmerabonity, T-705MI
pO3paxoByBallM 3a iHAMBIIYANEHOIO KOHLEHTPALIIEK B MIa3Mi BiTHOCHO YACOBUX
NPOMIKKIE, HA | Ta 5 JieHb HA OCHOBi HEKOMIIAPMETAIBHOTO METONY 3
BrKopuctaHHaM WinNonlin® Professional 5.0.1:

AUCo.« - moma nig KpHBOK IUIa3MOBOI KoHueHTpauii-uacy Bix 0 rog o
OCTaHHBLOT BUMIiprOBaHo| KOHLIEHTpaLlii, po3paxoBaHa JHHIHHAM
Tpaneuieno idHMM METO10M.

AUCo-12 - miowa nii KPHBOK M1a3MoBOI KOHLEHTpauii-4acy. Bia 0 10 12 roaus,
po3paxoBaHa JIHIHUM Tpaneuieno ibHuM MeToa0M

AUCint - nnoma mij KpHBOK TIa3MOBOI KoHUeHTpauii-dacy Bix 0 rog 10
HeckinyeHHocTi, AUCin ouncimoerses sk cyma AUCo. miioc BiZiHOLIEHHS
OCTaHHLOT BHMIPIOBAHOT KOHLEHTpalii B IUIasMi 10 KOHCTAHTH IIBH/IKOCTI
eniminauii. Ipeacrasieno jimme Ha 1-if geHb micas nprioMy NepuIoi 103H.
AUCR - pignowenust AUCo./AUCint.

Cmax - MakcHMaibHa BUMIpSHA KOHLEHTpAaLlis B TUIa3Mi MPOTArOM BKA3aHOTO
YaCOBOIO MPOMIKKY.

Tmax - yac MakcuManbHOT BMMIpPIOBAHOT KOHLEHTpauii B nnasmi. SIkmio
MaKCHUMalbHE 3HAYeHHs 3ycrpivaerbess Oinbll HDK B 1 MoMmeHT uacy, Tiax
BU3HAYAECTLCS K MEPLUIMH MOMEHT Hacy 3 IMM 3HAUYEHHSAM.,




’),. Y.
“
g-’ ")‘:'}

CL/F - Knipene saranbHoi Macu oCHOBHOT peqoBMH micis NapaHTepaTbHOro
BBCICHHA, po3paxoBaHuii sik 103a/AUC i Ha 1-i1 gens Ta ax 103a/AUCo.12 Ha 5-i
JIeHB (JIMLIE [T OCHOBHOT PEHORHHMN)

VAd/F - eumumuit  npocrip, B skuii  posnopinserses JiKapceKuii  3acio,
pospaxoBanuii sk nosa/(kel * AUCinr) y 1 nens Ta nosa / (kel * AUCq.12) y 5 IeHb
(J1nLe U1 OCHOBHOT PeYOBHHM).

AUMC - niowa nizy KpMBOIO NepIIOro MOMEHTY, 0GuHcIeHa 3a TiHIHHIM
TparnenienoioHui meTooM.

MRToral cepeaniit uac Tpusanocri aii, pospaxoBanuii Ak BiIHOWEHHS AUMCint
10 AUCnr.

Kel pospaxoBana  komcranTa wBHAKOCTI KiHLEBOro BUBEJIEHHS [1€PLIOrD
NOpPAAKY 3 Harisiorapudma rpadiky Kpusoi KOHUEHTpauUii B Iasmi i uacy.
[Tapamerp Oyne oGuncienmii 3a  JIONOMOroK0 aHajlzy miHiiiHoi perpecii
HaHMEHILNX KBaJPaTiB 3 BHKOPHCTAHHAM MAKCHMAIIbHOT KiTbKOCTI TOYOK B log-
niHifinii kiHuesiii ¢asi (Hanpuknan, 3 ato Ginblie HEHYJIbOBHX KOHUEHTpALiii y
1a3Mi AKi He BKIH0YaKTh Ciax).

R2 noeunen 6ytu 0,8 aGo Ginbiue.

ti26y1e po3paxoBaHo OUEBHIHMIA Mepio | HarliBBUBEICHHS 3 KIHLIEBOIO TOUHOKOIO
Nepuoro nopaaky sk 0,693 /kel.

Chin 1eHb |

- Cmin JIeHb 5 *

Cl2y 1 nens ta CO y ani 3-5.

CniBBiiHOIIEHHS HAKOTTHUEHHS *

Koediuient nakonuuenns, pospaxosanuii s 2 - 5 auis, Coin/C12 1 fenb.

| nens AUC

- Henp AUC 5 *

Heub 1 AUC - 3nauyenns AUC 5-ro ams GyayTb OLiHEHI 3a J0MOMOrOIO
MO/IeJTIOBAHHS HA OCHOBI MeXaHi3My iHribysanns (MBI) Ha mojeni KOHLEHTpaIIii
Y TasMi KpoBi HEKOMMAPTMEHTAILHHM METOJAOM 3 BHKOPHCTAHHSM [IPABHIT
Tpanewii (JIie U1 OCHOBHOT PEYOBHHM).

* llpumitka: @K napamerpis Hakonu4eHHs Oyja 3BeieHa B OKpeMi Tabuii
rapaMmeTpis.

Bei @K napamerpy po3paxoByBaluch 3 BUKOPHCTAHHAM 3HAYeHb (haxTuuHoro
4acy BiJ 103yBaHHA. 3HAYEHHs KOHUEHTpaUii HIDKYE MEKI KLUTbKICHOrO
BusHaueHHa (BLQ) Binobpaxanucs sk BLQ y rtabnmuax/cnuckax. J{ns
pospaxyHky miacymkoBoi craructukn @K napamerpis, 3mauenHs BLQ
TPAKTY BAJTUCH AK HYJIbOBI.

Tam, ne wue Oymo joctynmHo, gaHi ocoGu, sAKi OTpUMyBamM Iane6o,
NEpCpaxoByBaduCch Yy TabNuUAX KOHLEHTpauiif pazom i3 ocobamm, ski
OTPHMYBA/IM aKTUBHMH nperapar, aje OyJaM BHKTIOWEHI i3 NiACYyMKOBO{
CTaTHCTUKM Ta po3paxyHKy PK napameTpis.

He noeimomnsiocs npo 3nauenns AUCinr, AUCR, AUMC, MRToral, t 12, CL/F
abo Vd/F ana Bunazxis, mo He Manu KiHueBoi sorapudmiunoi ainiiinot dasm y
npodini kKoHLUeHTpaLii-4acy Ta/abo AKIIO 12 HEMOAIINBO OOUHCITHTH IHAKIIE.

Ha nonatox 10 06’emy (Vol) ta konuenrpauii (Conce) ans dasinipasipy Ta fioro
meradonity, T-705M1, y ceui 6ynu npesacrasieni nactynui ®K napamerpu y ami
1 - 6. [l pospaxyHkiB 3 aHastizy ceui BuKopHeToByBain SAS®Version 9.1,
Aer-» cyma, WO BHAUISETLCS IIPOTArOM KOJKHOrO iHTepBamy 36opy (t°-t7).
PospaxosyeTbes LUIAXOM MHOMKEHH: KOHUEHTpaLii cedi Ha 06’ em 3i6panoi ceui
JU1s KOKHOTO iHTepBaTy.
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Cum Ae 3aranbHa KinbKicTs npenapary, 1o BUBOAHTECS Y HE3MIHEHOMY BUTJIAI]
i3 ceyero 3a Bech rmepiog 360py 3pasKiB, OTPUMAHONO WLUISAXOM JOJABAHHS
KIILKOCTI, BUIINICHOT 32 KOXKeH iHTepBan 360py.

HIBUAKICTL BUBEJCHHS Mpenapary [pOTAroM KOKHOIO IHTepBally npuiiomy.
OTpHMaHO LWIAXOM JieHHs KiNbKOCTI NiKapchKoro 3acoby, 1o BHALSETHCS B
KOXKHOMY IHTepBasi 360py, Ha uac, NPOTArOM SKOro BiH OyB 3i6paHuii.

Rmax MaKcuManbHa WBHAKICTS BUBEICHHS [IPENAPATY.

TRmax 4ac MakcHMManbHO! IWIBMAKOCTI BHUBEICHHS, BH3HAYCHMI SK cepeaMHa
4acoBOTO iHTepBajy 360py, Mix yac skoro 3adikcyBaan Riax.

CLr nupkoBuii kiipeHe, pospaxosanmii ax Aer/ AUCrr, 3 BHKOPHCTAHHSIM
NpaBOK Ha MOJEKyJisipHy macy T-705M1.

% BUBeAECHOT 103H !
Bincotok Buaizienol 103u daginipasipy y HeaMiHeHOMY BHIISIL, po3paxoBaHmii
Ak 100 * Aeo-/no3a, e 103a - e 103a BiTbHOT OCHOBH.

% BUBEOEHOT KYMYJISTHUBHOT 103U

KyMyIsTHBHUI BIICOTOK BHBEIEHHS 3 CEUEIO.

18. Cratuctuuni Besneky ouintoBanu 3a noGiunmmu ssumamu (I151), kiiniko-maGopatoprumu
METO/U MOKA3HWKAMHM, MOKA3HHKAMH JKHTTEBOro BAXKTHBUX (YHKUIH, (izukansHum
00CTeXkKEHHSIM, OLiHKAMH eleKTpokapiiorpaM y 12 Binsenennsx (EKI),
PenponyKTHBHO-rOPMOHAILHUX TECTIB /I8 YOJIOBIKIB, Ta OLIHKOK 3MiHH
KOJIbOPY IUKIpH Ta HIrTiB / hoTodikcanis.

19. Jlemorpadiuni | 32 310poBHX JOPOCINX yHACHHKIB JOC/IIZKEHHS YOMOBIUOT T 5KIHOYOT cTaTi, 110

MOKAa3HUKH cami BU3HAYHIA CBOKO PACOBY Ta €THIiMHY MpUHANEAKHICTb Kk Gisli (32 pacoBoio
JOCITIKY BAHOT MPHHAICKHICTIO), adpoaMepHKaHlli (3a pacoBOl0  NpPUHANEKHICTIO) abo
TOTIYJISLIT (CTaTh, | TaTMHOAMEPHKAHLI (32 eTHIYHOK NPHHAIEKHICTIO); BiK YUACHHKIB J0CIi/KEHHS
BiK, paca, TOIIO) ctanoBHB BiZ1 20 10 80 pokiB (BKIHOYHO).

20. Pesynerarn Cepenni dapmakokinernuni napamerpu B denb 1 ta Jlens 5 micna npwiiomy
e(heKTHBHOCTI (asinipasipy B 1031 1200/600 mr asa pazu Ha 106y ado 1200/800 Mr 1Ba pasu Ha

2100y NpejcTaBieni HHzKYe,

Cepenti papmaxokinernyuni napamerpu B lens 1 Ta JIens 5 nicns npuiiomy
(asinipasipy B n03i 1200/600 mr asa pasu Ha 100y

®K napamerp 1200/600 mr asa pasu ua gody
CepenHe 3HAUESHHS £ CTANIAPTHE BiAXHICHHS
Jens 1 Henn 5 Jlens 1 Jlens 5
I'pyna 1 I'pyna 1 I'pyna 2 I'pynma 2
Hopocai Hopocai Ocodn Ocobu
ocodn ocodn MOXHJIOr0 BIKY | MOXHJIOI0 BiKY
(N=6) (N=06) (N =6) (N=6)
AUCq.12 137.82 (39,0) 178.42 (68.8) 140,75 (26.1) 177,57 (36.4)
(MK roa/mi)
AUCi¢ 145,52 (46.7) HP 144,20 (27.5) HP
(MK ro1/a1)
AUCo. 137.69 (38.9) 221,72 (95.4) 140,67 (26.1) 211.86 (42,1)
(MKI* 10,1/MJT)
AUCo.12/70 kr 161,86 (36.9) 209,55 (64.9) 149,76 (30.4) 188,93 (40.4)
(MKr-roa/mi)
AUCr 0,95+0,07 HP 0,98 + 0,01 HP
CL/F (a/rox) 8.90+3,48 3.87 +£1,92 8,58 +£2,39 358+ 1,50
CL/F/70 kr (21/rox) 7,54.£2,95 326£1.59 8,15+257 341+ 1,54




AUCq.2 nuist

705M1/daginipasip

Ciax (MKI/MIT) 39,85 (20,5) 31,27(39,3) 42,75 (29,1) 29,10 (31,2)
Cinax/70 K (MKI/MI) 46.81(17.2) 36,73 (33.6) 45,49 (33.3) 30,96 (34.2)
Ke (1/ron) 0,34 = 0,14 0,24 + 0,06 0.33 £ 0,06 0,22+ 0,04
Tmnx (1‘0.11} 0.50 {0.50. 0.88 (0.50. 0.65 (0.50. 1,04 (0.73,
1.00) 2,00) 1.01) 2.02)
Vd/F (1) 27.06 + 2,98 15.34 + 4,63 25,76 +321 15,73 £ 4,01
Ty (rom) 2,53+ 1,36 3,14+ 1,04 2.16 0,40 3.20 + 0,66
CriBBijHomenns 0.493 + (0.2320 | 0,226 £0.1243 | 0.589+0.1607 | 0,259 +0.0872

CriBBijIHOIIEHHS
Cmax Al

705M /dasinipasip

0,359 +0,1239

0,159+ 0,0908

0401 +0,1218

0,164 = 0,0596

[Tapamerp Tmax NPEACTABICHHA y BUIJIAAL MeaHH (MHIMYM, MAaKCHUMYyM).
IMapamerpn AUCo., AUCq.12, AUC.nf AUC0.12/70 kr, Ciax and Cyax/70 kr npeﬂcrannem y
BHIJIs1/1l FEOMETPHYHUX CePe/IHIX 3HAUeHn (reomeTpuannii koedinient sapiauil CV%).
HP = ne pospaxosano,

Hxepeno: Tabmuui 14.2.1.5 - 14.2.1.8.

Cepenni papmakoxineTnuni mapamerpi B Jlens 1 Ta Jlenb 5 nicis npuiiomy
thasimipasipy B 1031 1200/800 mr asa pazu Ha 100y

®K napamerp

1200/800 mr asa pasn ua 106y
Cepeane 3HAMEHHS £ CTAHAAPTHE BiAXHICHHS

(MK ro/1/MJ1)

Jenn 1 Henn 5 Henn 1 Jens 5
I'pyna 3 Ipyna 3 [pyna 4 I'pyna 4
Hopocui Hdopocii Ocobn Ocobu
ocodn ocodH MOXHJIOrO0 BIKY | MOXHJIOIrO BiKY

(N=6) (N=6) (N=6) (N=6)

AUCqp.12 114,46 (24,3) 362,19 (23,0) 156.69 (35,7) 409,14 (73.1)

(MK T0J1/MJ1)

AUC¢ 116,43 (25.8) HP 161,07 (38,5) HP

(MK T01/MIT)

AUCqy 114,41 (24.3) 525,28 (32,1) 156.50 (35.,6) 572,95 (94.6)

AUC0.|: A1

705M 1/(asinipasip

AUC0.12/70 kr 144,064 (19.4) | 455,86 (22.3) 168,20 (26.4) 439,19 (61,7)
(MK TOJ1/MJT)
AUCg 0,98 £ 0,01 HP 0,97 = 0,03 HP
CL/F (Ji/ro) 10,56 + 2,34 2,26+ 051 7.87+2.78 244 +220
CL/F/70 xr (a/ron) 8,33+ 1,59 1,79 + (0,39 7,18 + 2,01 2,16 £ 1,72
Crnax (MKT/MI) 37.39(12.9) 47.60 (15.0) 52.67 (30.1) 54.99 (50.6)
Cona/ 70 K1 (MET/MIT) 47.06 (10.,9) 59,91 (19,0) 56,54 (21,1) 59.03 (40.2)
Kei (1/r0s1) 0,36 + 0,06 0.18+0.01 0,34 0,10 0.20 £ 0,06
Tnax (ron) 0.75 (0.50: 1.00 (0.75: 0.50 (0.25; 1,00 (0.50;
0.85) 6.00) 1.00) 2.00)
Vd/F (1) 28,79+ 2,44 12,40 + 2,59 22,83 +£3.72 10,93 + 5,69
Ty (ron) 1.96 + 0,37 3.83+£0.24 2.19 + 0,68 3,61 +0,70
CuiBBijiHOLICHHS 0.635+0,1312 | 0.147+0.0332 | 0.574 = 0.1460 | 0.180% 0.1165

CuiBBiiHOLICHHS
Cruax VTS

705M 1 /pasinipasip

0.440 £ 0.0761

0,089 £ 0.0202

0.344 = 0,0699

0.116 £ 0.0916

O

‘
~)
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[Tapaserp T npeacTasnenuii y urnsai Meaianu (MHIMYM, MAKCHMY M),
IMapamerpn AUCo.4. AUCq12, AUCint, AUC12/70 KT, Cinax and Cona/70 KT ipesicTagseni y
BULJISLL PFEOMETPUYINX CepeiHiX 3iaucts (reomerpuunuii koehinient sapiauii CV%).
HP = ne pospaxopano.

Ibxepeno: Tabnuui 14.2.1.5—-14.2.1.8.

Cepeani (papmakokineTHuni akyMyasuiiini napamerpu dasinipasipy

@K napamerp 1200/800 mr asa pazn na a00y
CepeaHe 3HAYEHHS * CTAHAAPTHE BiAXHIeHHS
Hdenn 1 Jlens 5 Henn 1 Jlenn 5
I'pyna 3 Ipyna 3 I'pyna 4 I'pyna 4
Jopoeni opocai Ocobn Ocodu
ocodn ocodn MOXHJIOr0 BiKy | MOXHJIOr0 BiKy
(N=6) (N=6) (N=6) (N=06)
AUCqp. 2 114.46 (24.3) 362.19 (23.0) 156.69 (35,7) 409,14 (73.1)
(MKr-roa/su)
AUCy¢ 116.43 (25.8) HP 161.07 (38.5) HP
(MK 101/M1) |
AUCy., 114.41 (24.3) 525,28 (32.1) 156.50 (35.6) 572,95 (94,6) i
(MK roj/mMin) I
AUC.12/70 kr 144,064 (19.4) | 455,86 (22.3) 168,20 (26.4) 439,19 (61,7) | |
(MKr-roa/mi) [
AUCg 0,98 £0.01 HP 0,97 £ 0,03 HP
CL/F (n/ron) 10,56 £ 2,34 226+ 0,51 7.87+2.78 244 +£220
CL/F/70 kr (n/ron) 8,33+1.,59 1,79 £ 0.39 7,18 =201 2162072
Chuax (MKI/MIT) 37,39 (12,9) 47.60 (15,0) 52,67 (30,1) 54,99 (50,6)
Cruax/70 K (MKI/MI) 47,06 (10,9) 59,91 (19,0) 56,54 (21.1) 59,03 (40,2)
Ke (1/roma) 0.36 £ 0.06 0.18 +0.01 0,34+ 0,10 0.20 £ 0,06
Tiax (ro) 0.75 (0.50: 1.00 (0.75: 0.50 (0.25; 1,00 (0.50;
0.85) 6.00) 1.00) 2.00)
Vd/F (1) 28,79+ 244 12,40 £ 2,59 22,83 +£3.72 10,93 + 5.69
Ty (roj) 1,96 + 0,37 3,83+0,24 2,19+ 0,68 3,61 £0,70 .
CriBBijHoIIEHHA 0,635+ 0.1312 | 0.147+£0.0332 | 0.574+£0.1460 | 0,180£0.1165 ||
AL]C‘U.]_’] A4 |
T- |
705M I /dasinipasip |
CniggiHOICHHH 0,440+ 0,0761 | 0.089+0.0202 | 0.344 =0.0699 | 0,116 = 0.0916
Cinax 47151
705M 1/dparinipagip
ITapametp Tnux MpecTaBiieHnit y BUITL MeHanl (MHIMYM, MaKCUMyM).
Mapamerpu AUCo., AUCo. 2, AUC e, AUC012/70 kr, Ciax a0d Cinae/ 70 xr npeicTarseni y
BUIIA/L FEOMETPUYHUX CCPCJIHIX 3HAYCHD (FeOMETPUYHHIL Koe(inicnT Bapiauil CV%).
HP = ne pospaxosano.
Joxepeno: Ta6mauui 14.2.1.5 - 14.2.1.8.

V¥ Jlenb 1 micas oaHokpaTHOro npuiiomy aosu 1200 mr nokasuuku AUCo-12,
AUCint, AUCo- Ta Cmax (haBinipaipy Oy noibHAMHU MiK yciMa 4 rpynamu, aje
BUABHIIUCEH JICUIO BHIIMMHM Y Tpymi ocib noxunoro Biky 3 noszyeaduasm 1200/800
Mr JBa pasu Ha a00y. Koncrawra wewmakocti emiminamii (Ke) Ta mepion
HamiBBMBEACHHS (t12) Takoxk Oynu MomibHUMHM Mix yciMa rpynamu, sx i
pospaxopanuii mepeadadypaHuil o0’em posnoxainy (VdA/F). Poszpaxopanuii
nependauysanuii KiipeHe (CL/F) BUSBHBCS ASUI0 BHILIMM Y I'PYII I0POCIHX 0CiO
3 jgozyeaHHam 1200/800 mr sea pasu Ha 00y, TTokazHUK Tmax Takoxk OVB
noAidHUM y BeiX rpymnax. \
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VY Jlews 5 micas OaratokpatHoro mpuiiomy mnpenapary nokasHukn AUCo.12,
AUCo-1 Ta Cmax paginipagipy Oy/u BULIUMU B rpyTiax 3 jozysanusm 1200/800 mr
11Ba pazu Ha 100y, Hix y rpynax 2 nosyeanusM 1200/600 mr gsa pasu na n1oby, a
TAKOXK BHUABW/IHCHL JEII0 BHLIUMH B TPyMi ocid MOXMJIOrO BIKY 3 [103yBaHHAM
1200/800 mr na pazu Ha n00y, HiXK y rpyni Z0poC/iHX 0OCI0 3 [03yBaHHAM
1200/800 mr sBa pa3u Ha 100y. BifzHaueHi BiKOBi BiIMIHHOCTI 3MeHIIYBATHCh
mic/ist MONpPaBKU NapaMeTpiB eKCro3uuii 3 ypaxyBaHHAM pisHML Y Maci Tija,
OCKIIbKM 0COOM MOXHI0ro Biky OyJiM B Cepe/HbOMY JIETWMMH, HIXK QOpOCi
ocodn. [Mokasuukn Ke Ta (12 BUABWINCH HIDKYHMH Ta JOBIIHMH BiATOBIAHO Y
Henb 5 nopisuano 3 Jnem 1 ta B rpynax 3 gosysannam 1200/800 mr asa pasu na
100y MopiBHAHO 3 rpynamu 3 gosyBanusm 1200/600 mr nsa pasu na J1o0y. |
Bugsuioce, WO WBKWAKICTL elliMiHaLil He 3aMeKuTh Bia Biky. 3MiHA KOHCTAHT
WBMAKOCTI eiMiHALIl MpH pPI3HHUX PIBHAX [103YBAHHS MOXE CBUIMHTH TIPO
HelliHIfiHY  (dapMakokiHeTHKy  (apiniparipy, OCKUIbKM  [Ipd  JIiHIAHI
(hapMaKOKIHETHLL HE OYiKYeThCS 3MiHA KOHCTAHT WIBUAKOCTI eliMiHaLIT 3a/IeHO
Bif nosyBaHHa abo excnosuuil. [lapamerpn Vd/IF ta CL/F BusBumuch Jeuio
HWKYUMM B rpynax 3 gosyBanHsam 1200/800 mr nBa pasu Ha noOy, ane gaHi
napaMeTpH He 3alexkaTh BiJ Biky. BIAMIHHOCTI y CMIBBiIHOIIEHHI MOKa3HUKIB
AUCo2 gna T-705M1/daginipaeipy MK yciMa rpynamid, OUeBHIHO, He OyiH
cyTreBUMU. Binbure Toro, napamerp CL/F/70 kr OyB noaiGHuM cepe1 yeix rpyny
Henr 1, ane 0yB gewo Hikunii y enp 5 y rpynax 3 gosyeannsam 1200/800 mr
JIBa pazn Ha 100Y.

Taki pesynbraTd cBigMaTh npo Te, WO MeTadoJi3M (aBinipaBipy MiJ BIUIMBOM
anbAETIIOKCHAA3M He 3aMeKUTh BiT BiKy. Meiana nokazHuka Tmax y Hens 5 Oyna
MoiGHOIO0 y BCix rpynax, ane Oyia aemo Aosmoio y Jens 5 (0,88-1,04 roaunmn), |
Hixk y Hens 1 (0,5-0,75 rogunun).

Hakomnu4eHHsl, po3paxoBaHe Ha OCHOBI CepelHBLOr0 MO/INbLOBAHOIO MOKAZHHMKA
AUC y Jlens 1 BigHOCHO cepentboro MoaensoBanoro nokasuuka AUC y [ens 5,
OyJsio HezHauHuM y rpynax 3 gosysaddsm 1200/600 mr asa pasu Ha 100y (88%,
po3paxoBaHo HacTynmHuUM unHOM: 100% x cepenne 3nauenns AUC y [lens 5 /
cepere 3HadeHHs AUC v Jlens 1), ane B rpynax 3 gozysanuam 1200/800 mr 1sa
pasu Ha 100y (239% v nopociux ocid Ta 171% B ocid noxunoro Biky) dgasinipasip
HAKOITMUYBaBCH BIPOORK S-/IEHHOIO repioy JikypaHHd. Exenozuuia y Jlens 5
Gy1a HAHBHULLOIO B rpy i 0¢i6 moxmioro Biky 3 jo3yBanHam 1200/800 mr asa pasu
Ha 100y, npoTe cnigigHomweHHs y JleHs 5 cBLAMWIO 11PO 110/1I0HE HAKOMTMYEHHA
BigHOCHO ekcnoszuuil y Jens 1 B 000X rpynax 3 jozysandam 1200/800 mr asa
pasu Ha no0y. CnieeigHowenns y eub 5 (Cmin y Hetb 5 / Cmin y Henb 1)
CBimUMIO 1po  6-33-KparHe HAKOMNWYEeHHs Ta, HMOBIPHO, 3aBHIIYBAIO
HAKOMWYEeHHs NOPiBHAHO 3 nporHozamu nokasHukie AUC y Jens 1-5.

[Ipy cTATHCTHYHOMY MOPIBHAHHI eKeno3uLUii GapinipaBipy cepell L10pocaux ocid
Ta 0ci0 MOXMUJIOro BIKY YiTKUX BIKOBUX TEH/ICHILI BUABUTH HE B/IaNOCs, OCKUIBKU
y Henb | y ocif noxunoro Biky BifzHauanachk AILO BHIA eKcnosuuis, y Jlens 5
y rpyni oci6 moxuiaoro Biky 3 joszyeanHam 1200/600 mr 2 pasu Ha 100y
Bil3HAYAMACH [IELI0 HHKYA eKCIIO3MLLA, 1 3HOBY B JIeHb 5 y Tpymi ocid nmoxmnoro
Biky 3 nosysatHaM 1200/800 mr fBa paszu Ha 100y Biasnadanach [€IIO BHUIlA
excnosuttis. Cynepeunei TeHaeHUii y BIAMIHHOCTAX eKCro3uilii MoxyTh OyTH
3yMOBJIEHI MAaJIOKO KIZIBKICTIO  JIOCITI/KYBAHUX  Oci0, Bi/I3HAUYEHOIO




s,

papiaesbHicTIO Ta/ado OYEBMIHO HEONHAKOBOIO PI3HHIIE MiK BIKOBUMH
IpynaMH.

Cyrresoi BiamiHHocTi B nokaznukax AUCo.12 daginipaBipy MiX J0pocTHMH
ocobaMu Ta ocobaMH MOXWIOTO Biky He OyJio BHsABJICHO, OCKiibKH 90% Il
micTiin 100%, a CriBBiAHOICHHS Cepe/IHIX FreOMETPHYHHX 3HAY€Hb, OTPUMAHUX
3a JOMOMOI0K METOY HAHMEHIIMX KBaJpaTiB, He nepeBuulyBanu 125%.

CriBBIIHOIIEHHS CEPE/IHIX MEOMETPHYHUX 3HAYEHB, OTPUMAHHUX 32 JIONOMOTOIO
MeToAy HaiiMeHIMX KBaapaTis, AnA Cumax y Jenb 1 ctanosuno 123% npu 90% I
Bix 104% no 145%, 1o CBiIYKUTH NPO CTATHCTHYHO 3HAYYILY, aje KJIIHIYHO
HECYTTEBY BMILY IMiKORY ekcnosuuito v Jens 1 y oci® noxunoro eiky. L
BiAMiHHOCTI OyJIM MOsICHEHI Pi3HULEI0 Y Maci Tina Mixk ocodaMu OXUIOro Biky
Ta AopocnuMu ocoGamu. Ilapamerpu, CKOpHroBaHi 3 ypaxyBaHHAM MacH Tina, |
CYTTEBO HE BiZPI3HAINCH MK BiKOBUMH I'PyTIaMH.

V Jeub | Ta JleHs 5 micia GaraTokpaTHoro npuitomy ¢asinipapipy BiANOBiIAHO
cepenti 3HaueHHs AUCo.12, AUCins (tinskn y Jlens 1), AUCot Ta Cimax utg T-
705M1 BusBWIMCH BHIMMK Y rpynax 3 josysaxnsam 1200/800 mr gsa pasu Ha
a00y, Hix y rpynax 3 posysanasM 1200/600 mr asa pasu Ha 100y B Mexax
BIKOBUX rpyrl. EKCIo3uiist y ocid moxuioro Biky BUsBHIIACH JCLLO BULLOIO, HIXK Y
Jopociux ocid rnpu ToMy K piBHi gozyBaHHs. LI BIAMIHHOCTI 3MEHIIYBATHCh 34 |
BEJIMYMHOIO, KOJTH TIApaMeTpH eKCo3uilii Oy 1M CKOPUroBaHi BiIMOBIIHO 0 MacH |
tina. ITokazanku Ke Ta t1/2 BUABHIMCE S0 HHAKYHMH Ta J0BLIMMH BiAMNOBIAHO
B rpynax 3 gosysandaM 1200/800 mr nsa pasu Ha 100y, ajne naHi napaMeTp He
3anexkarh Bia Biky. OueBuHi BinMinHocTi B KiHetuui T-705M1 moikyTs OyTH
PEe3yJIbTATOM HeMiHifHOro yTBOpeHHs ado eniMiHanii meTadbosmiTy. IokasHUK Tmax
OyBs noaibHuM y Beix rpymax, ajne BiH BUHMKaB j1o | roaunu misHiwe y ens S,
Hix y Henb 1.

Haxornmuenns T-705M1, pospaxoBaHe Ha OcHOBi chiBBigHomeHHs y JeHs 2
BiqHocHo [ua 5, Oyso noxiGuum y JIni 3-5 micns npuifomy dasinipasipy B 103i
1200/600 mr agBa pasu Ha 00y, ajle MNPOAOBKYBaJO 301IbLIYBATHCA TPH
MOBTOPHOMY Npuiiomi npenapaty y Jui 3-5 y /1031 1200/800 mr aea pazu na 100y.

ITapamerp AUCo-12 MeTabonity T-705M1 nocTiliHo OyB CTaATHCTHYHO AOCTOBIPHO |
BHIHM (npuGansHo Ha 30%) y 0c¢i0 moXHIOro BiKy HOPIBHSHO 3 JIOPOCTHMH
ocobamu. TTokasHuk Cmax Takoxk OyB memo BuiuMm (12-30%) y ocib moxuioro
BiKY, a/1¢ CTATHCTHYHO J0CTOBIPHO BUILIMM 1ieH NoKa3HUK Oy B TiIbKK Y rpymi ocid
noxunoro Biky 3 jgosysaHHam 1200/800 mr asa pasu Ha no0y. Ilapamerpn,
CKOPHMIoBaHi 3 ypaxyBaHHAM MacH Tina, 0yiu Tanbku Ha 2 -16% Buummu y ocid
MOXMJIOrO BiKY Ta CYTTEBO HE Bi/IPI3HAINCH MiZK BIKOBHMH IPYIaMH B JKOJHOMY 3
MOPIBHAHE.

Bpaxosytoun npodins Gesnexu asinipasipy, pisHHUA B eKCMNO3MUIT MixX
AopocauMu ocobamu Ta 0co0aMyu TIOXHJIOrO BiKY He BHAAETbCA KIIHIYHO
3HAYY 010, TOOTO He Mepe0auacThes HEOOXITHOCTI B KOPEKLii 1031 mpernapary
JUTs 0Ci0 MOXUIOro BiKY.

JUist KOKHOIO iHTepBaTy OyB po3paxoBaHHii CYKyMHHI1 BiICOTOK 103H, BUBEJEHOT
3 ceuelo, BiJ 3arasbHOi KinbKOCTi npuiiHaTol 1031, [lo 0cTaHHLOro iHTEpBAITY




3abopy B cepeanbomy npudamzno 0,3-0,4% ao3u Oyno BHABJIEHO y BHMIISI
He3MiHeHoro dasimipaeipy. YV cepeanbomy npubansHo 54-66% nosu Oyno
BHABICHO y BUrsai metabonity T-705MI1. Knipenc mertabosiity T-705M1
BHABMBCA NCWIO HIDKYMM, MOJKIIMBO, BHACJIOK OINBII BUCOKOT €KCHO3ULIT
merabonity T-705M1 Ta 3snmkenHs (yHKUIT HUPOK 3 BikoM, Y 0Ci6 NOXMI0T0 BiKY
OPIBHAHO 3 JOPOCAMMH 0cOBAMU, 32 BHHITKOM rpynu ocid noxunoro Biky 3
nosysanHAM 1200/600 mr zsa pasu Ha 100y B Jlens 5. Knipenc Mmetabonity T-
705M1 y [lenb 1 ta Jlenb 5 GyB BHCOKMM Y MOPIBHAHHI i3 cepennboro
KIyboukoBoto dinsTpauicio (100 miu/xB) i Moxke BIIOOPaXKATH KaHallbLIEBY |
cekpeuito metadonity T-705M 1.

Cepeani sHaueHns RP Gymu nopibuumu Mid rpynamm (cepeani 3uavenus
3HAXOAUIHCH Y AianazoHi 0,8053-0,8459) Ta noniGHUMHM Mik ocobamu BCEPEIHHI
rpyn (koediuieHt Bapiauii [%CV] 3HaxoauBes y fianasomi 3.2-4,8%). Benukuii
AianasoH 3Hauens RP, mo crioctepirapes y pisuux euie urypis (0,108-0,922), ne
OyB oueBMAHMM y wilt HeBenukiii jochmimKyBamii momymsuii  momeii.
CnisBigHowenns mokasuukis AUC Ta Cmax Ui T-705M1/¢agimipasipy |
JAEMOHCTPYIOTh 30i1blIeHHs criBBiAHOWEHHs okasHukie AUC 3 TeHuaeHuiaMu
710 36ibIIeHHs 30auens RP, ski Oy/u Giibll MOMITHEMU y rpynax 3 103yBaHHAM
1200/800 Mr nBa pasu Ha no6y. Onnax 3HaveHHs RP Oyam momiGuumm mix
OKpeMHMH 0cobaMu, KimbkicTh oci6 Ha rpymy gikyBaHHA Oyjia HH3BKOI, a
KOpeJIALis, SK MpaBiio, Oyia HE3HAYHOIO.

Tinexu obmesxeHa KibKicTh 0ci6 Gy1a reTepo3HroTHO MO0 3 3 MOTIMOP(GHUX
BapianTis AOX1. ¥V wux oci6 cnissignowenns nokasuukis AUC Ta Cmax st T-
705M1/dasinipasipy, a rtakosxk 3HaudeHHs RP, we BinmpisHsimcs Big oci6 3
BHABJIEHUMHU 3araibHUMHK anensmu AOX1. Yepes HU3bKY 4acToTy BapiaHTis y 11iii
BHOIpUI He BAANOCA BUSBHTH YiTKHUX TEHICHLII, NOB A3aHUX 3 momiMopisMom |
AOXI Ta akTHBHICTIO (epMEHTY aibJerilokCHaasH, o BigoGpaxkaeTbes
3Ha4eHHAM RP abo sparuicTio merabonisysatn dasinipasip, wo, B ceoro uepry,
BinoOpaxacTbea cniBBiaHOWeHHAMKM nokasHukis AUC Tta Cmae s T-
705M1/daginipasipy.

3a lonomorow moaeni MBI-PK Brasocs ajiekBaTHO criBcTaBUTH TaHi T0OPOCIHX
0cib Ta 0ci® moXMII0ro Biky Ha 060X piBHAX J103yBaHHA. Y LbOMY AOCTIIKEHH B
AKOCTI NMOKa3HHKa MeTaGoJivHOT AKTHBHOCTI BUKOPHCTORY BAJIH CITIBBiIHOIICHHS
nokasHukis AUCo.12 Ta Cmax Juis T-705M1/¢asinipasipy. V Beix rpynax
cnisBiHomenns T-705M1/asinipasip v Jlens 5 Oy/iu HIWKYUMH, HiK AaHi
criBBifHOMmERHS Y JleHb 1. Y Mexkax KOsKHOTO PiBHS JI03YBAHHA CTHBBIHOWEHHS
MeTadoJITy 10 BUXIIHOT PEUOBMHH 3HIKYBAIHCH AHAIOTIUHO AK Y A0POCITHX |
ocid, Tak iy 0ci® noxmsoro Biky, Toji siK Oinbl Bupaxenuii nepexin Big Jus 1
20 [lus 5 Oye Binznauennii y rpynax 3 gosyeannsm 200/800 mr 1sa pasu na 1006y.
Ouenanoi sminm y kiipenci Big JQus | 1o Jus 5 He criocTepiranock, v 38 3Ky 3
4MM 3MiHa CIiBBIAHOIIEHHA MeTabOMITY 10 BUXiAHOT peuosuHn B JlHs 1 no Jlus
5, WBK/ILLIE 3a BCE, HE MOB’A3aHa 31 3MiHOI0 HUPKOBOTO KilipeHcy metabonity. LI
CIOCTEPEIKEHHs CBIIYATh PO Te, IO BiK He BIUTHBAE HA MEXAHI3M iHriOyBaHHs,
acouiiioBaHOro 3 anbAeriIoKcHaa30k0 Ta QasirnipaBipoM. }




21. Pezynpsratu
Oesrneku

V pamMKax IbOTO [JOCHIKEHHs He Oy0 BiJ3HAUEHO HKOJHHMX Cepiio3HMX
HeOakaHMX SBMIL, | JKOJEH y4acHUK He OyB BHUKITIOUEHHH 3 JOCHIDKEHHA Y
3B’ A3KY 3 HebaxkaHum seuieM. 3araioM 0yJ10 HoBigomaeHo npo 27 HebamKaHUX
sBHI Ha (poHi MikyBaHHA Y 16 i3 32 (50%) y4aCHHKIB IOCIIIKEHHS, 3 OJIHAKOBOIO
YacTOTOIO Y BCiX rpynax j03yBaHHd, BKIOUatoun rpyny niauedo. Tpu nedaxani
aBulla Ha (oHI NiKyBaHHs OYJIH CepelHBOIO CTYIEHS BaKKOCTI (apTpasris,
rofoBHUIL 6ink Ta Ge3conns); Bei ini Hebaskani sBuLIa HA QOHI JIiKYBaHHS OyJH
nerkoro crynes. Hebaxanumu seuw@amu Ha QOHI JKYBaHHsA, Mpo ki
noBifioMasn0ca HaluyacTtime, Oymi: ronoBHUR Oinb (9 BUNALKIB, TiUILKH cepes
nopocaux ocif) Ta zamop (4 BMDAAKM, TIALKM cepejl 0ci® MOXMIOro BiKY). |
BinbiicTs Hebaskanux syl Ha GoHi JTIKYBaHHI MHHYIN NPUOIU3HO uepes 4 Hi
3 MOMEHTY iX BUHHKHEHHS, | BCI BOHM MHHAJIH BIIPOJOBK 9.5 THIB 3 MOMEHTY iX
BHHHMKHEHHs., Ha JyMKy ronosHoro gociiguuka 18 neGakaHux sBHIL Ha QOHI |
niKyBaHHA MOMUIMBO Oy/JM NOBA3aHI i3 3aCTOCYBAHHAM  JIOCJI/IKY BAHOTO
rpenapary, a pewrra 9 — Gy noB’s3aHUMK Bijulaieno abo He MOB’A3aHUMM i3
3aCTOCYBAHHAM AOCIIAKYBAHOTIO Npenapary.

Ananiz HeDaKAHHX ABHIII

3araqoM npo rosioBHui Ginb nosigomasiiocs 9 pasie y 7 (22%) yvacHuKiB
JOCIIJKEHHs, Cepeja AKUX 10 3 YYaCHHKHM 3HaXONMJIMCh Y rpynax, mo
oTpumyBanu dasinipasip y 1031 1200/800 mr asa paszu na 106y Ta nnauebo, i |
JOpOC/IHil YUACHHK 3HAXO/MBCA B IPYMi, [0 OTPHUMYBAla MNpenapar y /o0si
1200/600 mr 1Ba pasn Ha 100Yy. JKoJIeH y4acHHK J0CIIKEHHA TIOXHIOTO BIKY He
MOBiZOMJIAB NP0 TONOBHKI 6inb. 3 9 enizonis romosHoro Gomo 8 enizoxis Gy
7erKoro cTyneHs BakkocTi Ta | emizon (Ha Qoni 3actocyBaHHA niaue6o) Oys
Cepe/IHbOro CTyMeHs BaKocTi. Ha IyMKy rosoBHOrO Jloc/ijiHuKa Bei 9 enizonis
FOJOBHOTO 0O0JI0 TNpHHAIIMHI MO;UIMBO Oy/M MOB’A3aHi i3 3acTOCYBaHHSIM
JIOCITI/KY BRHOTO [IPeIapary.

3arajoM Ipo 3anop JEerkoro cryreHs Oyno nosimomneno 4 pasu y 3 (9%)
VUACHMKIB JOCIKEHHS, cepe/l IKUX 2 Y4aCHUKH IMTOXHJIOr0 BIKY 3HAXOIHIHCD Y
rpyni niauedo i 1 y4acHMK NMOXHIOro BiKy 3HaXOAMECS B IPYIi, WO OTPUMYBaja
(asinipagip y 103i 1200/800 mr aBa pasu Ha 100y.

JKoaeH opocsinii yuacHHK JI0CTIIAKEHHS TIPO 3anop He nosigomiss, Ha 1yMKy
FOJOBHOMO JOCHIHUKA Bei 4 emizoau szanopy NpUHAIMHI MoxumBo Oyiu |
MOB’A3aHi i3 3aCTOCY BAHHSM JIOC/I/IKY BAHOTO [Ipenapary. ‘

[lpo Bei immi nebaxani ssuua nopigomasan 2 abo MeHIIE YYaCHHKIB
nociKeHHs (= 6%). Cepesl HUX Ha JAyMKY TOJIOBHOIO JOC/iJHMKA HAcTyMNHi
veGaxkani sBumia OyauM NpuUHAMHI MOMIIHBO MOB’SI3aHI i3 3aCTOCYBAHHIM
J0CITiKY BAHOTO NpenapaTy (B Ay’KKaxX BKazaHa rpyTa 103yBaHHA): Otk y XKHBOTI
(rpyna miane6o, y4acHHKH MOXWIOTO Biky), Oib y cnuni (rpyma miare6o,
YHACHHMKH MOXKIIONO BiKy), AM3reBsis (rpymna dasinipaeipy B 103i 1200/600 mr 18a
paszu Ha 100y, 10poci yHaCHHKH) Ta 3aKIa/IeHIcTh Hoca (rpyna nane6o, nopociti
YUACHHKH).

YyacHHK A0C/iIKeHHA i Homepom 7 (3 rpymu darinipasipy B 1031 1200/600 mr
JBa pasd Ha JIoGy, A0pOCIHii YYacHHK) OTpuMyBaB cyib(amerokcason 800 / ‘
tpumeT 160 Ta ncesao 60 / TpUNIPOiAMH IS JIKYBAHHS CHHYCHTY; Hi JKAPChKI |
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3ac00M 3aCTOCOBYBANHCH NpHHaiiMui wepes 20 aHiB micas ocTaHHbOT _103:47
(])aalmpampy YHacHUK JIOC/II/KEHHS T1i/1 HOMepoM 25 (3 rpynu (pasinipasipy B
no3i 1200/800 mr mea pasu ua 100y, yuacHHK MOXMIOTO BiKy) OTPHMYBAB
i0ynpodeH Ha 5-i feHb Ta aleTaMiHO(eH Ha 6-if 1cHb 11 JTiKyBaHHS apTpantrii.

Lli cymyTHi nikapeski 3aco6u, SIKi 3aCTOCOBYBANKCh YUACHHKAMH TOCIIIKCHHS
M HoMepaMu 7 Ta 25, He BBaKanuCH TAKUMH, L0 BIUTHBAIOTH HA OLIHKY
(papMakoKiHeTHKM. YUYaCHHK J0CHILKeHHs ni HoMepoM 30 (3 rpymu miaiedo,
YYaCHHMK MOXWIOro BIKY) OTpMMYBAB auetamiHoeH [/is JikKyBaHHs iH(eKuii
BEPXHIX JMXanbHUX uuiaxie. JKo/HuX iHWKX CyMyTHIX JikapchbKuX 3acobie y
LBOMY JOCII/UKEHHI HE 3aCTOCOBY Basock. CIIMBOBUI CiK BiKMBABCs 3 yUacHHKAaMH
JOCHIKEHHS JUTS JIKYBaHHS 3aMopiB, MakeT 3 NL00M GYB 3acTocoBaHMil B
YHaCHHKA JOC/I/UKEHHA TIPH apTpajirii, a Terummii naker G6ye 3acTocoBaHmii B | |
y4acHHKa 3 mpHBOAY 000 B cnmHi Ta B 1 ywacHuka (mepen npuiiomom |
JIOCIII/IKYBAHOTO Mpenapary) 3 NMpHBOAY posciveHHs wkipu. JKomHux iHImx
HEeMEAMKAMCHTO3HUX  METOMIB  JIIKYBAHHA Y  I[bOMY  JIOC/I/UKEHHI He |

3aCTOCOBYBATOCh. |

I

22. BucHoBOK * Cepenni reomerpuyHi 3na4eHHs ¢asinipasipy AUCo.12/ 70 kr Ta Cmax/70 kr |
(3armoveHHs) CTATHCTHYHO JOCTOBIPHO HE BIAPI3HANMCA MiX BIKOBUMH rpynamu s 060X |

PiBHIB 1031 B 00M/1Ba JHI. .
* Cepeani reomeTpuuHi sHauenus T-705M1 AUC0-12/70 kr Ta Cmax/70 kr 6ynn Ha
2 - 16% BHIIKMH, ajle HE CTATHCTHYHO 3HAYYLIUMH, Y MalieHTIB MOXWIOro BiKy
MOPIBHAHO 3 JIOPOCIHUMH YO €KTaMHU 1IPH 000X PIBHAX I03H.
* Hespaxcarounm Ha Te, WO cepel BIKOBHX IPYIl CHOCTEPIraauch JElo BHIL
excrosuuii T-705M1 3 ypaXyBaHHAM Baru y Jito/iei MOXUIOrO BiKy, BiAMIHHOCTI
He OYJIM CYTTEBUMU i, CXOXKE, HE MAKTh KJIIHIYHOrO 3HAUEHHS.

SlBHOrO BIKOBOrO BIUIMBY Ha CTYIiHb raJbMyBaHHS HA OCHOBI MeXaHi3My,
MORB'A3aHOro 3 MeTaboizMoM (apinipasipy, He CrOCTEPIiranocs.
* UIBuKicTh BCMOKTYBaHHS (Ha OCHOBI Tmax) | IBHJIKICTH BUBEIEHHS (HA OCHOBI
t1/2), CXOKe, He 3al1esKaTh Bifl BiKY. i
* Jlo octannkoro inreppany 3abopy ceui B cepeanboMy rpubimsno 0,3 - 0,4%
71031 OyJ10 BUBEJCHO Y BUITIAI He3MiHeHOrO (asinipasipy, a 54 - 66% 1034 - Ak
T-705M1. i
* 3naueHHa RP y ubomy nocniipkensi ¢1ado KopeoBanM i3 CHiBBIHOLIEHHAM
AUC Ta Cmax MeTaboJ1iTy 70 haBinipasipy.
* Aneni AOX1 He main ABHOTO 3B" 13Ky Mix MeTalOIITOM Ta CHiBBiIHOLIEHHAMU
AUC Tta Cmax (aBinipaBipy, mo mMorio 6yTH NOB’A3aHO 3 HM3LKOKO YaCTOTOIO
BapiaHTIB y Y0’ €KTIB LLOro A0CIIIIKEHH.

* V¥V ubomy mociiuKeHHi He OyIl0 BHSABJIEHO KOAHHX IPoOneM 3 Ge3leKoio B
aHamHesi, wiiHiko-maboparopuux nokaszuukax, EKIT afo noxkasHukax KHTTEBO
BAKIMBUX (DYHKLLIT 1icsist BBeJeHHS (DaBinipaBipy 30pOBHM JIOPOCIHM Ta JIKOAM
[OXMJIOTO BIKY.

* Y upoMy JOCHIKEHHI criocrepiranocs Oe3cMMITOMHE IiJABHIIEHHS PIiBHSI
Ce4oBOT KHCJIOTH B CHPOBATLI KPOBi; piBHI Oyl HEBHCOKHMH Ta 000POTHHMH, i
BOHM OY/1yTh CHIOCTEPIraTHCs B NOAANLIINX 10CTI/IKEHHAX.

* JKoanux TeHaeHLI, NOB A3aHUX 3 103010 UM JIIKY BAHHSM, HE CIIOCTepiranocs 3a
OYb-SIKUMH FOPMOHAIEHHMH TECTAMM.
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* ®@aimipasip, K BHABHIOCA, OJHAKOBO m0Gpe NEPEHOCHTRLCS  30POBHMH
AOPOCITUMH Ta JIOABMH MOXUIIOrO BiKY B LLOMY AOCTIZKEeHHI.

3asiBHHK (BJIACHHK peccrpaniiinoro nocsiguens)

ITignue Alignuc/
Hara 07.01.2021
IToBHe iM’s Ta nocaaa Ap. nda dapxan laiix MBEC, MJT

(Dr. Shifa Farhan Shaikh MBBS, MD)

Beyuuii crienianicT MeAMYHOTO Ta PEry/IsTOPHOTO
AeTapTaMeHTy

(Lead — Medico Regulatory Affairs)
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Annex 30

to Procedure for Expert Evaluation of

Registration Materials for Medicinal

Products Submitted for State

Registration (Re-registration), as well as for

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

Authorization (paragraph 4 of Section V)

REPORT ON CLINICAL TRIAL

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

Xlyes [Jno ifno, provide reasons

1) type of the
medicinal
product
registered or
to be

Medicinal product with complete dossier (stand-alone dossier)

registered

5. Full name AAB80847 Favipiravir US105

of clinical A Phase I, Randomized, Double-Blind, Placebo-Controlled, Non-Inferiority,
trials, code Multiple Oral Dose Study To Evaluate The Reproductive Safety Of Favipiravir
number of In Healthy Volunteers

clinical trial

6. Phase of Phase I,

clinical trial

7. Clinical trial
was held

Lincoln, Nebraska site:
Scott Rasmussen, MD
Celerion

621 Rose Street

Lincoln, Nebraska 68502
Telephone: (402) 476-2811

Tempe, Arizona site:
Scott Sharples, MD
Celerion

2420 W. Baseline Road
Tempe, Arizona 85283




Telephone: (602) 437-0097
From 20 March 2010 to 02 August 2010

8. Countries
where the
clinical trial
was held

USA

9. Number of
subjects

116

10. Objective
and secondary
goals of the
clinical trial

The primary objective of this study was:

* To evaluate the reproductive safety of a 5-day course of oral favipiravir in
healthy adult male volunteers.

The secondary objectives of this study were:

* To evaluate the general safety of a 5-day course of oral favipiravir in healthy
adult male volunteers.

* To calculate PK parameters as supportive data for the reproductive safety.

11. Clinical
trial design

multi-center, Phase 1, randomized, double-blind, multiple-dose, placebo-
controlled, non-inferiority study

12. Main entry
criteria

Subjects met the following criteria to be eligible for enrollment:

1. Healthy adult Caucasian, African-American, or Hispanic non-vasectomized
male

subjects, 19 — 45 years of age (inclusive) at check-in;

2. Subjects weighed at least 58 kg and had a body mass index (BMI) between
18.5 — 30 kg/m2 at screening;
3. Subjects had normal semen
Organization (WHO) criteria
* Volume: 2.0 mL or greater;
* Sperm concentration: 20 x 106 spermatozoa/mL or greater;
* Motility: 50% with progressive motility or greater;

* Morphology: 4% or greater by Kruger’s Strict Criteria;

4. Subjects were non-smokers or non-users of tobacco- or
products (for a minimum of 3 months prior to Day 1);

5. Subjects were medically healthy, with no clinically significant abnormal
findings on the physical examination, vital signs, electrocardiograms (ECGs),
semen analysis, or clinical laboratory results, as deemed by the PIs;

6. Subjects agreed that they did not intend to father a child within 6 months after
the last dose of the study drug; subjects also agreed to abstain from sexual
intercourse or agreed to use a condom during sexual intercourse with pregnant or
lactating females or when engaging in sexual intercourse with a female partner
who could have become pregnant. Subjects agreed to use a condom/spermicide
in addition to having their female partner use another form of contraception, such
as an intrauterine device, diaphragm with spermicide, oral contraceptives,
injectible progesterone, subdermal implants, or a tubal ligation. Subjects agreed
to follow these sexual intercourse criteria from the time of the first dose of study
medication until 6 months after the final dose of study drug. Subjects agreed to
not donate sperm during this same period.

7. Subjects agreed to the following abstinence periods and other requirements:

* Refrained from sexual activity that may have resulted in ejaculation by any
means (including masturbation) for 48 hours prior to each semen specimen
collection;

* Refrained from using hot tubs for 3 months prior to the first specimen collection
and throughout the study.

parameters defined by the following World Health
at screening;:

nicotine-containing




8. Subjects understood the requirements of the study and voluntarily consented to
participate in the study.

13. Studied
drug,

posology,
strength

Subjects received 1200 mg of favipiravir (6 x 200 mg tablets) favipiravir or
matching placebo twice daily (1200 mg BID) for 1 day and then 800 mg (4 x 200
mg tablets) favipiravir or matching placebo twice daily (800 mg BID) for 4 days
according to the randomization

14,
Comparator,
dosage,

posology,
strength

The reference product was matching Placebo capsules

13,
Concomitant
therapy

No concomitant medication or therapies (prescription or OTC) were to be
administered throughout the study unless prescribed by the PI for treatment of
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 volunteer was made, based on the time the medication
was administered and its pharmacology and PK.

16. Efficacy
Endpoints

Derived PK metrics for favipiravir in plasma (Day 1 through Day 5) were
calculated as follows given individual compartmental PK population model
parameters:

AUCO0-12: Calculated within each interval as the sum of products of elapsed time
(relative to prior record) and average simulated concentration (across current and
prior record).

AUCO0-24: Calculated as the sum of AUC0-12 values for each dosing day.
Cmax: Maximum simulated plasma concentration over the time span specified.
tmax: Time of the maximum simulated plasma concentration, If the maximum
value occurred at more than 1 time point, tmax was defined as the first time point
with this value.

Cmin Day 1-Cmin Day 5: Simulated C12 on Day 1 and C0 on Days 2 - 5.
Accumulation ratio: Accumulation Ratio calculated by:

Last Dose AUCO0-12/800 mg/ First Dose AUCO0-12/1200 mg

Concentration values below the limit of quantitation (BLQ) were displayed as
BLQ in the tables/listings. For the calculation of summary statistics, BLQ values
were treated as zero.

PK concentration data for placebo subjects were not provided by the analytical
laboratory:,

Plasma and semen concentrations were listed and summarized by treatment and
time point.

17. Safety
Endpoints

The safety assessments conducted in this study were appropriate to assess the
overall safety of favipiravir. The semen parameters and reproductive endocrine
tests were selected to further evaluate abnormalities in motile sperm and sperm
activity in non-clinical studies.

18. Statistical
methods

Reproductive Safety Analysis

Individual values for semen endpoints were determined from each sample and a mean
value was calculated for each time point (baseline, Day 65, and Day 95). In any set of 3
semen samples for an individual subject at a given time point, an outlier sample was
defined as one that was at least 50% less than both of the other 2 samples for that time
point in both sperm concentration and semen volume. The values used for data
summarization and analysis for each of the semen parameters were calculated as the
mean of the remaining samples. The original and change-from-baseline values (absolute
and % change) were summarized from the mean values for each subject for each time




point by treatment group using descriptive statistics (sample size [N], arithmetic means,
standard deviation [SD], standard error of the mean [SEM), coefficient of variation
[CV%], minimum [min], maximum [max], and median).

The original and change-from-baseline values (absolute and % change) of the
reproductive endocrine tests were summarized for each time point by treatment group
using the same descriptive statistics noted above.

Primary Endpoint Analysis

The primary analysis was the non-inferiority of favipiravir versus placebo in sperm
concentration. Subjects who experienced a 50% or greater decline in sperm concentration
at Day 95 as compared to baseline were considered responders. Non-inferiority was
demonstrated if the upper limit of the calculated 2-sided 95% CI for the difference in the
responder rate between favipiravir and placebo was less than 0.2 (20.0%).

Secondary Endpoint Analysis

Sperm motility and sperm morphology were compared between treatment groups. The
responder rate of subjects who had a 50% or greater decline in sperm motility (% active)
and sperm morphology (% normal) at Day 95 compared to baseline was determined.
Non-inferiority was demonstrated if the upper limit of the calculated 2-sided 95% CI for

the difference in the responder rate between favipiravir and placebo was less than 0.2
(20.0%).

The changes from baseline to Day 65 and Day 95 in sperm concentration, % motility, %
normal morphology, total sperm count/ejaculate, total motile sperm count/ejaculate
circulating, inhibin B, FSH, total testosterone, and LH were compared between treatment
groups using analysis of covariance (ANCOVA) treating the baseline value as a
covariate,

In addition, figures were created demonstrating the relationship between inhibin B and
FSH as a barometer of Sertoli cell function, and total testosterone and LH as a barometer
of Leydig cell function, over time.

Pharmacokinetic Analyses

Plasma concentrations and PK parameters were summarized using descriptive statistics
(N, arithmetic means, SD, SEM, CV%, min, max, and median). In addition, geometric
means were calculated for Cmax and AUC0-12. Favipiravir and T705M1 plasma
concentrations and derived PK parameters are listed in Section 14.2.2.

Semen concentrations were summarized using the same descriptive statistics noted
above.

Multiple-dose simulation by Metrum Research Group using appropriate PK models was
illustrated and compared with actual concentrations by Celerion via an analysis of
variance (ANOVA) with target geometric mean ratios of 90% CI, with 80 - 125% used
as a guide for the comparisons. Geometric least-squares means (LSM) were calculated
for actual and predicted concentrations by time point; the ratio of predicted
concentrations:actual concentrations were calculated as well as 90% Cls.

General Safety and Tolerability Analyses

All clinical safety and tolerability data (including change-from-baseline values where
appropriate) were listed by subject and summarized by time point and treatment.
Continuous variables were summarized using N, mean, SD, median, min, and max.
Frequency counts were reported for all categorical data. Baseline values were the last
nonmissing measurement prior to dosing, )

Safety and tolerability analyses are described further in the sections below.




Subject Discontinuation

Subjects were summarized by number enrolled, completed, and discontinued from the
study with discontinuation reasons. A listing was also provided.

Demographics

Descriptive statistics were calculated for continuous variables (age, weight, height, and
BMI). Frequency counts were provided for categorical variables (ethnicity and race).
Adverse Events

AEs were coded using the Medical Dictionary for Regulatory Activities (MedDRA®)
Version 13.0. AEs were tabulated by System Organ Class and Preferred Term. Summary
tables include number and percentage of subjects reporting the AE by treatment, The
number of AEs was summarized. Summary tables were also presented by severity and
relationship to study medication. All AEs were listed by subject, including verbatim term,
coded term, treatment, severity, and relationship to treatment. Serious AEs, if present,
were to be listed.

Celerion clinics collect all changes in AE condition as separate AEs. If an AE that was
reported during the study changed in severity or frequency, that AE was given a stop
date/time and another AE was recorded in the database with a start date/time that matched
the stop date/time of the original AE. If the AE changed again, another AE was recorded
in the database with a start date/time that matched the previous AE record. For example,
if'a subject had a headache that started with mild severity, increased to moderate severity,
then decreased back to mild severity before resolution, 3 separate AE records would be
recorded in the database.

A treatment-emergent AE (TEAE) was defined as any postdose event that resulted in a
worsening of a condition. In the above example, the first 2 AE records would have been
considered treatment-emergent, but the third would not, since it represented an
improvement in the condition.

All events captured in the database were listed in by-subject data listings. However, only
TEAEs were summarized. Summaries were also prepared based on severity and
relationship to study drug.

Clinical Laboratory (Serum Chemistry. Hematology/Coagulation, and Urinalysis)
Clinical laboratory evaluations were performed at Screening, Day -1, Day 3 (prior to the
morning dose), Day 6 (12 hours following the last dose) and Day 13 (+ 3 days), or at the
time of early termination.

Descriptive statistics were reported for numeric clinical laboratory results and change-
from-baseline values. If a laboratory value had a recheck, the recheck value was used in
the summary tables if the laboratory test was done before dosing. If the laboratory test
was done after dosing, the original value was used in calculating summary statistics.

Vital Signs

Vital signs including blood pressure, pulse rate, body temperature, and respiratory rate
were measured at the following times: screening; Day -1; Day 1: before the morning dose
(Hour 0), and Hours 0.5, 1,2, and 4; Day 2: before the morning dose (Hour 0), and Hours
0.5 and 1; Day 3: before the morning dose (Hour 0), and Hours 0.5, 1, 2, and 4; Day 4:
before the morning dose (Hour 0), and Hours 0.5, 1 and 2; Day 5: before the morning
dose (Hour 0), and Hours 0.5, 1,2, 12 (prior to the last dose),12.5, 13, 14 and 16; Day 6:
12 and 24 hours after the last dose on Day 5; Day 7: 48 hours after the last dose on Day
5; Day 13 ( 3 days) return visit; and Day 34 (£ 3 days) return visit, or at the time of
early termination. Pulse rate and blood pressure were recorded in the seated position.

The Celerion vital sign standards were used to generate the normal-abnormal shift table:




Systolic blood pressure: 90 - 155 mmHg
Diastolic blood pressure: 40 - 95 mmHg
Respiratory rate: 8§ - 24 /min

Pulse rate: 40 - 99 bpm (beats per min)

Body temperature: 96.0 — 99.9°F (35.5 - 37.7°C)

Descriptive statistics were reported for vital si gn results and change-from-baseline
values. If a vital sign had a recheck, the recheck value was used in the summary tables if
the vital sign was taken before dosing. If the vital sign was done after dosing, the original
value was used in calculating summary statistics.

Electrocardiograms
ECGs were performed at the following times: screening, Day -1, Day 1: before the

morning dose (Hour 0), and at Hours 0.5, 1, and 2, Day 2: before the morning dose (Hour
0), and at Hours 0.5 and 1, Day 3: before dosing (Hours 0), and at Hours 0.5, 1, and 2,
Day 5: before the last dose (Hours 12), and at Hours 12.5, 13, and 14, and on Day 7 (48
hours following the last dose), or at the time of early termination. Baseline was
considered the last non-missing value prior to dosing,

Descriptive statistics were reported for ECG parameters (heart rate, RR, PR, QRS, QT,
and QTc using Bazett’s correction [QTcB]). In addition, ECG results were classified as
normal, abnormal not clinically significant (NCS) and abnormal clinically significant
(CS), and were summarized in a shift table. If a recheck was performed, the recheck value
was used in the summary tables if the ECG was taken before dosing. If the ECG was
done after dosing, the original value was used in the summarization.

Physical Examinations

Complete physical examinations were conducted at the following times: screening, Day
-1, Day 7 (48 hours after the last dose) and Day 13 (+ 3 days), or at the time of early
termination. Physical examinations of the genitalia were conducted at screening, Day 65
(£ 7 days), Day 95 (+ 7 days), and Day 125 (+ 7 days). In addition, AE-targeted physicals
were performed at the Investigator’s judgment. Abnormal physical examination results
occurring prior to the first administration of study drug were captured as medical history
events; those occurring after the first administration of study drug were captured as AEs.

Prior and Concomitant Medications

All medications were documented by the Pls and coded using the 01 March 2010 version
of the WHO Drug Dictionary. Data listings of prior and concomitant medications were
provided.

Medical and Surgical History
Medical and surgical histories were coded using MedDRA® Version 13.0 and were listed
by subject.

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

Of the 116 male subjects participating in the study, 110 were Caucasian, and 6
were Black. Regarding ethnicity, 85 subjects were Hispanic or Latino.

20. Efficacy
Results

Mean PK parameters on Days 1 - 5 after favipiravir 1200/800 mg BID are
presented in

Model Associated Means of Individual Estimates of Pharmacokinetic
Parameters for Favipiravir After the Administration of Favipiravir
1200/800 mg BID*




1200/800 mg BID

Mean + sD

PK Parameter (N = 58)
Ka (hr™) 16.6 +4.73
V(L) 21.2+3.05

CL (Lihr) 1.18 + 0.371
Vimax (hr” }

r 0.561 £ 0.0706
Kdeg (hr) 0.202 + 0.0688

Note: These parameters were obtained using Population-modeling with pooled datasets, individual estimates were
summarized.

Note: For the model-associated parameters the following constants were used: K;,=1.4984 megimL, Fry=0.51445 nr',
IALAG1=0.21673 hr

Summary of Plasma Favipiravir-Derived  Individual Estimates  of
Noncompartmental Pharmacokinetic Parameters During the Administration of
Favipiravir 1200/800 mg BID*
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Exposure (Cmax/70kg and AUCO-1 2/70kg) appeared to increase over Days 1 - 3,
and then increased in smaller increments over Days 4 - 5. The median estimates
of Tmax were consistent across days at approximately 1 hour (range 0. 983 —2.00
hours). Exposure estimates were variable; adjustments for body weight only
decreased the variability (%CV) marginally. Mean (+ SD) accumulation ratio was
6.42 £ 1.20 (calculated[Dose 10 AUCO0-12/800 mg] / [Dose 1 AUCO0-12/1200
mg]9

All semen samples had favipiravir concentrations below the LLOQ. However, 31
subjects had quantifiable T-705M1 on Day 34, as did 6 subjects on Day 65. None
of the 6 subjects with quantifiable T-705M1 concentration on Day 65 had
quantifiable levels on Day 95. Generally, T-705M1 concentrations in semen were
near the LLOQ (0.0500 ng/mL), but several subjects had concentrations in the
range observed in plasma on Day 5 (approximately 1 - 3.4 pg/mL), and 1 subject
(Subject 27) had a Day 34 semen concentration of 12 pug/mL. As a point of
reference, peak plasma concentrations of T-705M1 on Day 5 were approximately
20-fold lower than the Cmax values of the parent favipiravir. The maximum
levels of T-705M1 on Day 5 were approximately 20-fold lower than the Cmax




values for favipiravir. The plasma PK for Subject 27 was typical and
unremarkable.

Mean values for all semen parameters (semen volume, sperm concentration,
sperm motility, forward progression, sperm count, sperm morphology, and total
motile sperm count), as well as testicular endocrine parameters (total testosterone,
LH, inhibin B, and FSH), were within reference range at the Day 65 and 95 time
points for both the favipiravir and placebo treatments. Change from baseline and
percent change from baseline for all parameters were generally similar for the
favipiravir and placebo treatments,

There were 3 subjects (2 favipiravir- and | placebo-treated) with mild treatment-
emergent semen parameter AEs considered possibly related to study drug. The
placebo-treated subject (Subject 55) exhibited decreased sperm motility at Day
95. A favipiravir-treated subject (Subject 56) exhibited decreased sperm
concentration, decreased sperm count, and decreased total motile sperm count at
Day 65. By Day 95, these parameters had returned to normal range for this
subject. Another favipiravir-treated subject (Subject 40) experienced AEs of
decreased sperm motility (Day 65), decreased semen volume (Day 95), and
decreased normal sperm morphology/decreased sperm concentration (Day 125).
All parameters returned to normal about 2 months after Day 125,

With respect to the primary endpoint, favipiravir was not inferior to placebo with
respect to sperm concentration. For the secondary endpoint analyses, favipiravir
was not inferior to placebo regarding sperm motility and sperm morphology.
Additionally, there were no treatment differences in total sperm count/ejaculate
or total motile sperm count/gjaculate in change from baseline to Days 65 and 95.
Favipiravir and placebo were comparable over time with respect to relationship
between inhibin B and FSH (as a barometer of Sertoli cell function) and
relationship between total testosterone and LH (as a barometer of Leydig cell
function). For those subjects identified as responders as defined by the primary
and secondary endpoints, there were no significant patterns of change that
indicate abnormal Sertoli or Leydig cell function, suggesting that the responses
in semen tests were not attributed to significant abnormalities in spermatogenesis.

21. Safety
Results

There were no serious adverse events (SAEs) in this study and no subject was
discontinued due to an AE. Through Day 125, atotal of 152 TEAEs were reported
by 55 of 116 (47%) subjects overall, with similar incidence across active and
placebo treatments.

Fifteen (15) TEAEs were moderate in severity and all other TEAEs were mild.
The most frequently reported TEAE was headache (reported by 7 [12%]
favipiravir subjects and 18 [31%] placebo subjects). The PI considered 33 TEAEs
to be probably related to study drug, 35 possibly related, and the remaining 84 to
be remotely related or unrelated.

22.
Conclusions

Pharmacokinetic concentrations and parameters confirmed that favipiravir
exposure in this reproductive safety study was within the expected range for the
dosing regimen used.

Favipiravir was not found in semen on Day 34. However, T-705M1
concentrations were quantified on Day 34 in 31 subjects and on Day 65 in 6
subjects. Concentrations of T-705M1 were generally near the LLOQ, but in some




[c—ases were in the range of plasma concentrations on Day 5. T-705M1 was not—’
detected in the 6 Day 95 samples.

* No safety concerns were identified in AE, clinical laboratory, ECG, or vital sign
results following administration of favipiravir to healthy adults in this study.

* Transient, asymptomatic elevations in serum uric acid were observed in this
study; the elevations were small and reversible,

* Favipiravir appeared to be wel] tolerated by the healthy adult subjects in this
study. e
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Honarok 30

1o Iopanky npoeenenus EKCIePTH3H
PEECTpaLiifHUX MaTepiaip Ha niKapeeki 3aco6w,
LIO MOMIAIOTECS Ha NepskaBHy

peecTpariro (mepepeectpaniio), a Takosx
CKCTICPTH3H MaTepiasliB Ipo BHECEHHS 3Miy 1o
pPeecTpauiinux Marepiasis NPOTATOM Aii
PeecTpauiiiHoro noceigquenus (myHKT 4 posniny V)

3BIT
Npo KIiHiYHe BUIPOGyBanus

1. Hasga
TKapebKoro 3acoby
(3a HasBHOCTI —

ABITAH (Pasiniparip) TabreTku mo 200 mr

HOMep

peecTpauiiinoro

HOCBiTYeHHS)

2. 3asBHUK H-p Penni’c Jla6opatopic JItm; 8-2-337, Poyn Ne 3, banmxkapa Ximns,
Xatnepaban, Tenanrana — 500 034, Ingis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India

3. Bupobnuk TOSIMA ®EKTOPI DY DKHUDIIBM TOSMA KEMIKAJI KO., JTH;

4-1, [umo-Okyi 2-Yowme, Toama-mm, Tosma, STnowis /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. IMpopeneni
JOC/IiKe HHS

X Tak [ wi AKILO Hi, BKa3aTu [PHYUHY

1) THn nikapeskoro
3aco0y, 3a akum
[IpoBogHNAacsa abo

Jlikapcenknit 3aci6 3 noBHIM A0ChE (ABTOHOMHE {0Che)

TUIAHYETLCS
eecTpalis

5. IloBHa Ha3Ba AAB0847 Favipiravir US105

KJTiHIYHOTrO

JOCTIPKEHHS, Hocnimxenns  ¢pasu 1, paHIoMi3oBaHe, moaBiiiHe cuine, nnane6o-

KOZIOBaHHIi HOMep KOHTpO/IbOBaHe, Garatopasose mepopaibHe 3aCTOCYBAHHA JI03 IS OL[HKH

KITiHIYHOTrO PEMPONYKTHBHOI Gesrieku (asinipagipy y 300POBHX 10OPOBOINBLIB

JOCIKEHHA

6. ®aza Kiniynoro | dasa I,

JOCTIKEHHS

7. Iepion Lincoln, Nebraska site:

[IPOBENICHHS Scott Rasmussen, MD

KJIiHIYHOTrO Celerion

BHIIPOOyBaHHs 621 Rose Street

Lincoln, Nebraska 68502
Telephone: (402) 476-2811




Tempe, Arizona site:

Scott Sharples, MD

Celerion

2420 W. Baseline Road

Tempe, Arizona 85283

Telephone: (602) 437-0097

3 20 Gepesnst 2010 poky mo 02 ceprns 2010 poky

8. Kpainu, nie CIIA
MIPOBOIHIIOCH
KJliHIuHe
BUIIPOOYBaHHA
9. Kinbkicte 116
JOCIIKY BAHUX
10. Mera Ta OCHOBHO0 METOI0 BOTO AOCTIKEHHS Oyno:
BTOPHUHHI Lini * Ouinuty penpoaykruBHY Gesneky 5-meHHoro kypey [IEPOPANTEHOTO
KJIiHIYHOTO npukomy ¢asimipasipy y 3mopoBmx J0pOoCIHX 10OPOBOJBIIE YOIoBiuo]
BUMPOOYBAaHHA cTari,
BropunHiME LinsgMu poro gocimke HmHs Oymu:
* OwinnTn 3aranbHy Gesneky S-eHHOro KypCy NepopajbHOro mnpuifomy
aeinipasipy y snoposux Aopociux 100poBOJIbLIB YOI0BIUOT ¢TaTi.
* Pospaxysatu @K napamerpu sk gomomikui nani IIO/10 PErnpoOayKTHBHOT
Oesnexw.
11. Mwuzaiin [ToBHOLIiHHE OararoueHTpoBe, paHOOMi30BaHe,  monBiliHe cJIire,
KIiHIYHOrO 6aratopasoge, MI1a1e00-KOHTPOTHOBAHE, JOCTIIKEHHS, thaza I
BUIIpOOYBaHHsA
12. Ocnogni Cy6'ekT mNOBHHHI BigmOBiZaTH TakuM KPUTEPiAM, IS BKIIIOYEHHS B

KpUTEpil BKIIOYEHHS

JOCITiIKEHHS:

1. 3nopoBi gopocni womomiku, 6e3 BaszekTOMii B aHaMHe3l, KaBKa3bKoi,
appoaMepukaHchkoi abo JaTHHOAMEPHKAaHCHhKOI pacH, BikoM Bin 19 mo 45
POKIB (BKJIFOUHO) Ha MOMEHT BK/IIOYEHHS B JOCITKEHHS;

2. Cy6'extu 3 MacoIo Tina wWoHaiiMeHIIe 58 KT Ta iHIeKCOM MacH Tina (IMT)
BiZ 18,5 1o 30 kr/M” nia wac ckpuHinry;

3. Cy6’exru Manu HopMasbHi napaMeTpy MOKa3HUKIB CrepMH, BU3HAYEH]
kputepismMu BeecBiTHROI opramizauii OxoponH 370poB'a (BOO3) mpu
CKPUHIHTY:

* O6car: 2,0 M abo Ginbme;

* Konuenrpauis cnepmu: 20 x 10° cnepmarosoinis / it aGo Oinpie;

* PyxmuBicts: 50% nipu nporpecyrouiii pyxJjiuBocTi abo Gineiue;

* Mopdonoris: 4% abo 6inbiwe 3a KOPCTKUMH kputepiamu Kprorepa;

4. Cy6'extn He nanmIM abo He CHIOKHBAIH TIOTIOHOBHX YH HIKOTHHOBMIiCHHX
NpOIyKTiB (MiHiIMyM 3a 3 Micsaui 10 aHs 1-ro A JOCTIIKeHHS );

5. Cy0'ektn GymM MeQMYHO 3/0pPOBHMHM, He MalH KIiHIYHO 3HAYYIIHX
BIAXHIIEHb NPH (i3HKATEHOMY OGCTEXKEHHI, OLIHII SKHTTERO BaXKITUBUX
MOKA3HUKIB, enekTpokapaiorpami (EKT), ananisi crnepMu abo B KIHIKO-
n1abOPaTOPHUX pesybTaTaX, AK BH3HAYHB JOCITITHHUK;

6. Ocobu miITBepANIH, 1110 BOHH HE MAIOTh HaMipy 3a4aTH JUTHHY TIPOTATOM
6 MicAUiB mics NpuifoMy OCTAHHBOI 103U JOCHIZPKYBaHOTO nperapary;
0cO0M TaKOK MOTOAMIMCL YTPUMATHCA Bi CTAaTeBHX KOHTAKTiE a6o
BHKOPHCTOBYBATH MPE3EPBATHB I1i/l 4aC CTATEBMX KOHTAKTIB i3 BAriTHHMH, 3
JKIHKaMH B Nepiof JiakTalii a6o 1ia yac craTeBuX KOHTAKTIE i3 MapTHEPKOL,




AKa Morna zaparithitd. Cy6'eKTM  1OMOBHMIMCE BHKOPHCTOBYBATH
TMPE3EPBATHBH/ CHEPMILHAM HA NODATOK 110 TOro, mod iXHA MapTHepka
BHKOPHCTOBYBa/a iHuli JopMy KOHTpauemuii, Taki sk BHYTPIIIHEOMATKOB]
cripani, giapparmu 3i CHIEPMILIMIOM, OpaibHi KOHTPaUENTHBHY, iH'eKLiftHuI
NPOTreCTEPOH, MiAWKIpHI iMIIanTaTH a6o NEpPeB'I3Ky MaTKoBUX TpY6.
CyG'extn momoBumich AOTPUMYBATHCS LIMX KPUTepiiB CTAaTeBOro akTy 3
MOMCHTY MpPUAOMY MepInoi no3u JOCJIL 1Ky BAHOTO npenapary 1o 6 Mmicsuis
1icas npuifoMy 0cTaToYHOI 103 nocniKyBanoro mpenapary. ITiamocmigsi
MOrO/IHIHCH He OYTH IOHOPAMH criepMH B Toif caMuil 4acopmi nepioj.

7. Minnocminni noroaunucs Ha Taki TIepioaN YTPUMaHHS BiJT CTATERHX aKTiR
Ta iHIUI BUMOIH:

* YTpHMaHHS BiJ| cekcyansHoOT AKTHBHOCTI, sIKa MOKE TIPH3BECTH /10 EAKY AT
OyIb-SIKUMH  crIocoGamu (Bkmovatoun mactypbanito) 3a 48 romgun JIo
KOKHOTO 3aD0py 3paskiB criepmu;

* YTpUMaHHA Bi BUKOPUCTAHHS rapsiux BaHH MPOTAroM 3 Micsiis
niepuioro 3a6opy 3paskiB Ta NpoTATOM yChoro 1epiony JocHikeHH s,

8. IMimmocninui posyminu BuMoru JOCIIUKEHHA Ta N0OpOBIMBHO manu
MHCHMOBY iHpOPMOBaHY 3rofy Ha y4acTs V AOCHiKeHHI,

0

13. Jocnimkysanuii
JKapchKHii 3acif,
crrocio
3aCTOCYBaHH, CHTa
il

CyG'extn orpumysamu 1200 mr hasinipaBipy (6 Tabmerok x 200 MT)
taeinipasipy a6o BinnosigHoro naneco ABi4i Ha newn, (1200 Mr aea pasu
Ha OeHb) mpotsroMm 1 aus, a motiM 800 Mmr (4 rTabnetkn x 200 mr)
asinipasipy a6o innoeignoro maue6o ABiYi Ha ieHs (800 Mr Ba pasu Ha
JeHb) 4 HI 3TiAHO 3 paHxOMizallico.

14. IIpenapar
MIOPIBHAHHA, 1034,
crocio
3aCTOCYBAHHs, CHMIa
it

Pedepentruii npoxykT Binnosinae KaricyJiaM rianebo

15. CynyTns Tepanis

Iporsrom ycsoro pocnimkenHs e ciin BBOJIUTH JKOJHHX CYMyTHIX
JKapehKHUX Mpenaparis (1o Bi/llyCKarOThCA 3a peLenTtom abo 6e3 peLenty),
abo Tepamii, AKmoO ue He nepedaveHo MOCTITHUKOM JUTd JIIKYBaHHsA
KOHKPETHHX KIIHIYHMX BHNAfKiB. Byap-ki CYMyTHi Jlikapchbki Mpenapati
abo Tepamis peecTpyBanmch y dopmi 3BiTY npo BHmamok 3aXBOPIOBAHHS
(CRF). fxmo notpi6ua Gyna MmemukameHTO3HA Teparii, TmpuiimManocs
PIlUEHHS 1PO JOLIIBHICTE IPOKOBKEHHs 260 NIPUTTHHEHHSA yYacTi ocobu B
JOCII/UKeHHI, BHXONSYM 3 4acy BBeIeHHS CYNyTHIX npemaparTiB, Ix
dbapmakoorii Ta hapMakokineTHKH,

16. Kpurepii ouinku
e(heKTHBHOCTI

Buseneni nokasuuxu ®K ms (hasinipasipy B tasmi kposi (1 geus - 5 JIEHB)
PO3PaxOBYBaIMCk HACTYNIHHM YHHOM 3 YpaxyBaHHAM IHIMBITY aTEHHUX
napameTpie Mojeni nomymsuiiinoi ®K:

AUCo-12: Po3paxoByeTbcst B KOXKHOMY 4acoBOMY iHTepBalli sk cyma
KOHUEHTpaLUii MPoayKTiB MUHYIOTO Yacy (BigHOCHO MONEPEIHbOrO 3arucy)
Ta  CepeNHBOI  3MOZENBOBAHOI  KOHLEHTpALi (g nmotowHoro Ta
NONEePeIHLOrO 3a1ucy).

AUCo24: O6umcnroersea Kk cyma 3Havens AUCo.12 MU KOKHOTO JIHs
J103yBaHHS,

Cmax: MakcumansHa 3MofieNnboBaHa KOHLICHTpallis B TTa3Mi IpOTATOM
3a3Ha4YEHOT0 Nepioay yacy.




Tmax: Yac makcumanshoi SMOZC/IbOBAHOI KOHLEHTpAL[i B Mmasmi. Sxio
MaKCHManbHe 3HaveHHs Gyno Gimbuie Hix | Pa3 3a MOMEHT 4acy, TO tmax
BU3HAYABCA AK NCPUIMT MOMEHT Yacy 3 1M 3HAYECHHAM.

Cumin 1 neHb — Cumin 5 eHb: Mozaemoerscs C12 y 1 nenr Ta CO y aHi 2-5.
Koedinienr nakonnuenns: Koe(illieHT HaKonuYeHHs, po3paxoBaHuii sk:
Octanns noza AUCo.12 / 800 mr/ nepma nosa AUCo.12 / 1200 mr

3HaueHHs KOHLEHTpalii HIbkYe Mexi KinbKicHoro BUsHaueHHs (BLQ)
BinoOpakanucs sk BLQ y Tabmamusx / crmckax, s pospaxyuky
MiZICYMKOBOT CTATHCTHKM 3HAYEHHS BLQ tpaktysanucs sk HYJIb.

Hani npo koHuenTpauio GK JUIA TIALIEHTIB, fKi OTPHUMYBaH miane6o, He
Oy Hapaui ananituunoro naboparopieto.

Konuentpauii B mnasmi ta crnepmi 6ynu nepepaxosani i 3BeeHi o eranam
JiKyBaHHS i 32 yacom.

17. Kpurepii ouinku
Gesnekn

Ouinka Gesnexu, nposenena Y UBOMY NOCII/UKEHHI, OyNia CITiBBiTHOCHOO 3
OLIHKAMH 3araibHoi Gesnexn (aginipasipy. [Tapametpu nokazumkip CIepMu
Ta pPenpoayKTHBHO-TFOPMOHANBHI aHAIIZH Oynn obpani a1s mopameuiof
OLIHKH BiIXWIEHb Y pyXJHBOCT CIEPMAaTO30i/IiB Ta aKTHBHOCTI CIIEPMH B
HEKJTIHIYHHX AOC/TIIKSHHSAX,

18. Craructiuni
METOIH!

DapmakokineTHka:

Kouuenrpauii 8 miasmi 1a OK TIApAMETPH y3arajibHeHO 3 BUKOPHCTAHHAM
OMHCOBOI cTaTHeTHKM (N, cepenHi apugmernani, SD, SEM, CV%, xB, makc
Ta Meniana). Kpim Toro, TCOMETPUYHI 3HAYEHHS GYJIM PO3paxoBaHi ;s Coa
Ta AUCo.12. KoHuenrparii taginiparipy ta T705M1 y masmi KpOBi Ta
MoxizHi napamerpu OK.

Konuentpauii B criepmi Oymu ysaraibHeni 3a momomorow Tiei camof
OIMHCOBOT CTATHCTHKY, IO 3a3HAaYeHA BUIIE,

MogenoBanss  kinbkox  no3 AOCHIIHUUBKOK  rpymo  Metrum 3
BUKOPHCTAHHAM BiANOBIqHUX Moaeseii @K, 6yno mpoimoctpoBano Ta
NOPIBHAHO 3 (haKTHYHUMU KOHLIEHTPALIIAMH 3a IOTIOMOTOIO JcnepciiiHoro
aHanizy  (ANOVA) i3 winbosumu CEPEeSHIMH  reOMEeTPHYHUMH
chiBBiHOMEHHAMU 90% Hl, npu usomy 80 - 125% BHKOPHCTOBYBAIUCH SIK
OPIEHTHP /IS MOPIiBHSHMSA. 'eomeTpuyni CEPEHBOKBAIPATHYHI [TOKA3ZHHKY
(LSM) 6ynu pospaxosani as (akTHIHUX Ta NporHo3oBanmx KOHLIEHTpaL it
3a YacOoBMM MOMEHTOM; CTIiBBIiIHOWIEHHS MPOrHO30BAHMX KOHIIEHTpaIili:
Oynu pospaxosani daxrryni KOHUEHTpauii, a Takox 90% JII.

Yei nani kniHivHOi Gesnexu Ta MEPEHOCHMOCTI (BK/IIOUAIOYH 3MiHH piBHiB
NOKA3HUKIB Bi/l BUXIHUX 3HAYEHE, /e 1e Oy110 nopedHo) Gy NepepaxoBaHi
3a cyb'exTom Ta 3Be/IeHi 3a yacom Ta niKkyBaHHAM. BesnepepsHi aminmi Oymm
y3aralbHeHi 3 BUKOPHCTaHHSIM N, cepenHboro 3nayenns, SD, meniann, min
Ta max.

IlinpaxyHok wactotn Gyio NPOBECHO [UIS BCIX KaTeropiaJbHHX NaHHX.
Basosi 3navenns 6ymu ocrannivu HEBUMIPIOBAIBHIAM MOKA3HHUKAMHU nepen
TOYaTKOM JI03YBaHH.

19. emorpadiyni
MOKa3HUKH
JocHiKy BaHoi
NoImynauii (crats,
BiK, paca, Tomo)

3 116 cy6'exriB wonogivoi crari, aki Opamu ywacts y rocnimkenni, 110 Oymu
KaBKa3bKOT HAIOHANBEHOCTI, & 6 adpoamepHKaHLIiB. o cTocyeThbes eTniunol
NpUHAJIEeKHOCTI, 85 cyG'ekTiB Gymu icnanuamu aGo JIATHHOAMEepPHKaHLIAMM.




20. Pesyneratn
edexTHBHOCTI

Cepenni mapamerpu ®K Ha | - 5 gens micys npuiiomy dasimipasipy 1200/800
MT JIBa Pa3H Ha JeHE Npe/ICTaB/IeH] B

Meroaax MogenoBanns inuBiTyansHuX oninok papMakokimeTHKH
Ilapamerpn ¢asinipasipy micis BBexenns ¢aginipasipy

1200/800 mr xBa pasu na genp *

12007800 mg BID
PK Paramater m*_:_:zn
[Eainr i 166247
21233
11820371
0$51200708
2020

Fg?‘mmmwhmmmtwwumm Font 4004 rugivd, Fogsl) §1845 ne "
1

Koporkuit ormsan iHmusinyansuux 3nauens, darinipasipy orpumannx iz
TI1a3Mu

Hexomnaprmenrtaneni (hapmakokinetnuni MapaMeTpH I 4ac BBENSHHS
Daginipasipy 1200/800 Mr nBa pasu Ha JEHb a

~ PK Parameter
(H=58)
Dosing Day T [ Coun AUC,.; kg
Dose Number| (i) fgmi) | o} | fug-heimb) | {poml)
y 1, 0oze t 'iw 36724 C.9811 1103 40.757 123 25)
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(0983, 1001 (212330} 111647} (12 3503
Day 2. Doze 3 100 20808 c62 267 (821 SEZHC | 298 49
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Day 2, Doze s ;&15: ls.gzg 333 (301 S122 365 141)
H {38.297% { 73 22810}
R e T T
i!i.i’ﬂ} (80.254) 227700
€4.058 20,770 219 (47) T e 385 (3]
{31.748 ;?4.5,35_1 2258
§6.374 :;.23:9 A 45 62556 452 (36)
(31.4%1) (71.981) (22 380)
§7.802 23243 £88443) 84150 £09 (38)
(31.418) 163.457) 22.33%)
$8.72% 21882 <58 (43} 85.17¢ §20 (38
31.330) 167.978) i22 308)
Day §, Dose 10° 100 £9.2%0 24088 474 (44} L2 £26 (35
i {109 100 131,267} 167.179) 2233
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pared Catesety
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Excniosuitis (Cmax/70kr Ta AUCo-12/70kr) 3poctana nporsarom 1 - 3 JIHIB, a
TMOTiM 301bIIyBaNach MEHIIMMH TEMMAMM TPOTArOM 4 - 5 JHiB. Cepenni
3Ha4eHHA Tmax OyMM HE3MIHHMMM TIPOTATOM JEKiTBKOX IHIB i cKIamanu
npubnusHo 1 roguny (aianazon 0, 983 - 2,00 roauuu). Ouizku BITIMBY 6ynn
Pi3HHMM; KOPHTYBaHHS MacH Ti/la JIAIIE He3HAYHO 3MEHIIHJIO BapiabenbHiCcTh
(% CV). Cepenniit (+ SD) xoedillieHT HaKOMHMUEHHS CTAHOBUB 6,42 + 1,20
(po3paxorano [[loza 10 AUCo-12/ 800 mr] / [[Mo3a 1 AUCo.12/ 1200 Mr),

Vi 3pasku criepMH Malli KOHUeHTpauii dagimipaBipy Huxkue pieug LLOQ.
Onnak 31 cyG'ext maB KinbkicHo BumiproBanuit T-705M1 Ha 34 neHs, gk i 6
cy0'exTiB Ha 65 neHb. YV k0aHOro 3 6 cyG'eKTiB 3 KinbKicHO BHUMIpIOBAHOIO
KoHIeHTpauiero T-705M1 Ha 65 neHs, KoHUeHTpanis metabonity Oyna
HIDKYa MeXi KiJIbKiCHOTO BH3HaYeHHa Ha 95-if nems. Sk MPaBHJIO,




KoHLeHTpauis T-705M1 y crepmi Oyma 6mm3bko LLOQ (0,0500 mMxr/mn), ane
Kibka cy6'ekTie Manu KOHUCHTpauii B niamasoHi, o CIOCTEpIraTnehL y
T1a3Mi Ha S-i AeHb (mpu6ansmo 1 - 3,4 Mkr/Mn), i 1 cy6'ekr ( cy6’ext 27) mas
KOHUEHTpaLilo B cnepMi Ha 34 memp 12 MKI/MI. Ik OpieHTHp, mikosi
KoHUeHTpauii T-705M1 y nnasmi KPOBi Ha 5-if neHpb Gyau npubmusuo y 20
Pa3IB HIXKYMMH 32 3HaYeHH Cmax Y OCHOBHOL pevoBHHH (aBimipasipy.
Makcumanshi pisui T-705M1 na 5-it menp Gynu mpuGmusHo y 20 pasis
HHACIHMH 38 3HAYeHHS Crmax J1IS tasinipapipy. ®K nokasuuku rasmu Jnst
cy6’exra 27 6yB THNOBUM i HiuMM He MIPUMITHUM.

Cepenni 3Hawenns m1a  Beix napameTpis  crepmu  (06°em criepmu,
KOHUEHTpALli  CTIepMH,  pyXJIHBICTH CIepMaTo30iaiB,  mporpecusHa
PYXJTHBICTB, KiNTBKicTb criepmu, MOP(OIOris CriepMHU Ta 3arafbHa KiTbKicTh
PYXOMHX cHepMaTos3oimis), a Takox FOPMOHAIIbHI  MapaMeTpH  seqoK
(3aranpHuii TecTtocrepon, JII', iuribin B Ta OCI'), Gyiun B Mexax
pedepenTHoro Aianasony Ha 65-my Ta 95-My mHAX, 8K in JIKyBaHHs
(asinipaipom Tak i naue6o. 3minu BiZl BUXIHOTO PiBHA Ta BiACOTOK 3MiH
Bil BUXIZHOTO PiBHS 714 BCix NapameTpiB, 4K MPaBUIIO, By MOAIGHUME sk
JUIA TiKyBauHs asinipasipoM Tak i miane6o.

Byno 3 cy6’ektu (2 daginipasipy Ta 1 nnanedo) 3 JerkuMM 3MiHaMu
MOKA3HHKIB CIEPMH, 10 BHHUKAJIN BHACIIIOK JIEFKOT Tepartii, i AKi, MOXkKIHBO,
MOB’A3aHi 3  JOCTimKyBaHUM npenapatom. Cy6’ext, akui oTpumyBas
maue6o (cy6’exr 55), Bussus SHIDKEHY PYXJTHBICTh CIIEPMATO30iIiB Ha 95-ii
Aenb. Cy0 ek, akuii orpumyBas fasinipagip (cy6’ekr 56), BusBus 3HHKEHY
KOHUEHTPALIIO CIePMH, 3MEHLICHHS KiTbKOCTI CIHEPMH, & TAKOK 3MEHILHIACS
3arajlbHa KiIbKIiCTh PyXOMHX CHepMAaTo30imiB Ha 65-if Aens. JIo 95-ro aus ui
NapaMeTpH HOPMaNli3yBalHCh OIS LILOTO cy®’ekra. IHWMH cy6’ekT, skumii
niKyBaBcs (asimipagipom (cy6’exr 40), mas ISl 3HmkeHOi PYXJIUBOCTI
CrIepMaTO30iAiB (JeHs 65), 3MeHmeHHA 06’eMy cnepmu (meHs 95) Ta
SHIDKCHHA HOpMankHoT Mopdonorii cnepMu/3sumske s KOHLEHTpaLii ciepmMu
(mens 125). Vei mapamerpu HOPMaTi3y BAHCH MPHOIM3HO yepes 2 MicsIi,
micns 125 gus.

[ono nepeuHHOI KiHLEBOT TO4KH, (paBimipaBip He nocTymascs muaue6o 3a
MOKA3HHKOM KOHLeHTpauii cnepmu. oo BTopuHHOrO aHami3y KiHLEBUX
TOYOK, (aeinipaBip He nocTymascs mane6o LIOZI0  PYXJIMBOCTI
CNepMaTo3oifiB Ta Mopdoorii crepmu. Kpim Toro, He crnocrepiranocs
Pi3HHLI B TAKMX MOKA3HHKAX fK 3arajibHa KUILKICT crepmu / eskynary a6o
3arajlbHa KiIbKICTH PyXOMHX CriepMaTo30imis / eAKYJATY, TIPH 3MiHI Bix
BUXIJHOTO PiBHA /10 AHIB 65 Ta 95. Edekru dapinipasipy Ta nnane6o Oymu
CTBPO3MIPHUMH MpPH MOPIBHSHHI 32 4acoM, BiHOCHO B3a€MO3B'A3Ky Mik
imribinom B i ®CI' (s OapoMerp dynkuil KiiTHHM Cepromni) Ta
B3aEMO3B'A30K MiXK 3araJbHHUM TecTocTeponoMm i JII' (sax GapomeTp dyHkuii
xnitiay Jlefizira). inga tux cyG'extis, ski Oynu BH3HaYeHI pecToHIEHTAMU
10 MEPBHHHUMH T4 BTOPHHHUMM KiHUEBUMH TOUKaMH, He 6yJ1o 3aKOHOMipHO
SHaTYIMX 3MiH, 1O BKa3yBa/IH HA AHOMATBHY (YHKIIO KIiTHH Cepromni abo
Jlefinira, mo ceimyurs mpo Te, wo 3Minu y aHajisax crnepMd He 6ynu
NOB'A3aHi 31 3HAYHHMH [OPYLIEHHAMH B CIIEPMATOTCHE31.

21. Peaynpraru
Oesnexu

Y upomy pocnmimkenni He 6y10 cepifo3HEX MOGITHIX asui (CILA), i sxonen
cy6’ekT He OyB BHKJIIOYEHHM 3 HOCIiIKEHHS uepes II5. Jlo 125-ro gus y
sarainbHoMy 3 152 mauientis 3 TEAESs nosinomnsanu, mo y 55 i3 116 (47%)




cyO'ektiB  6yB moni6HMI PiBeHb  3axBoproBaHOCTi cepen HI'KyBaHm
JIOCITI/KY BAHUM NIPENapaToM Ta mnane6o.

Il atapuste (15) TEAEs Oynu cepeaHroro crynemo TAXKKOCTI, a Bei iHmi
TEAEs 6ynu nerkumu. HaitgacTime noBifomnanocs npo TEAEs - ronosumi
611k (11po e noBinomasn 7 [12%] cy6'exriB, mo npuiiManu dasinipagip ta
18 [31%] cy6'exrie nnauebo). Mocminuuk seakas, uo 33 TEAEs (no6iuni
ABULIA, IO BUHMKAKOTD MiA Yac JikyBaHHs), HMOBIPHO, MalOTh BigHOIWIEHHS
710 IOCHiKYBAHOTO fperapary, 35 - MOMUIMBO, MOB’s13aHi, a pewra 84 -
Bi/1aneHo abo He 1oB’ 3aHi.

22. BHCHOBOK DapMaKokiHeTHYH] KOHUEHTpauii Ta mapamerpu MIATBEP/IIH, 10 BILTHB

(3aKmodenus) dasinipagipy B LUbOMY NOCIiIKeHH] Ha PeNpONyKTUBHY Oe3neky 3HaXxomuBCs
B MeXaX O4YiKyBaHMX Miama3oHiB I Takoro PEXUMY 3aCTOCYBaHHsS Ta
J103yBaHH3,

®dasinipasip ue 6ys0 BuABIEHO y cnepmi Ha 34 nens. Omuak KOHLIeHTpawii
T-705M1 6ynu BuzHaveri kinbkicHo Ha 34 AeHb y 31 cy6’ekra Ta Ha 65 neHB
Y 6 cy6’extiB. Konuenrpawii T-705M1, ax npasuno, 6yau 6nussKo LLOQ,
ane B NeAKNX BHMNaIKaX 3HAXOIMIIUCE B Iana3oHi MIasMoBHX KOHLIEHTpaIlji,
110 BIZNOBI/IaIH TAKMM Ha 5-it eHs, T-705M1 ne Bussnsmm ¥ 95 3paskax Ha
6-i1 neHs.

* ¥V uboMy nocnimskenni ne OyJ10 BHABJIEHO 3KOMHHX npobiieM 3 Gesnekoro B
aHamHesi, IcniHiKo-ﬂaﬁopaTopHHx nokasHukax, EKI™ a6o sxutreBo Banoiuemx
TIOKa3HMKIB I1iC/Is BBEEHHs tasinipasipy 3x0poBuM fopocium.

* V 1mwbomy pocmimxeHHi CTIOCTEePIrajluCk THMYACOBi, GE3CHUMITTOMHI
MiABMIIEHHS PIiBHA CE10BOT KHCIOTH B CHPOBATLI KPOBi; piBHi fkux 6yiu
HEBHCOKHMH i 060pOTHUMH,

* ®asinipasip 106pe nepeHocHBes 3I0POBMMH JOPOCIIHMH CY6'€KTaMHU 1BOr0
JOCTIIKEHHS,

3afBHHK (BJIACHHK peecTpaniiinoro nocsiguenns)

Iigmuc Migmuc/
Hara 31.03.2021
IMosne iM’s Ta nocana Ap. Wuda Dapxau Ilaiix MBBC, M

(Dr. Shifa Farhan Shaikh MBBS, MD)

Bemyunii cnenianict meguunoro ta PErynaTopHoro
JernapTaMeHTy

(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

[T. 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

Xl yes [no ifno, provide reasons

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

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP205

T-705a Phase II Clinical Study; Evaluation of Dose Responsiveness
for T-705a in the Treatment of Seasonal Infection With Influenza
Virus —A Randomized, Multicenter, Double-blind Study—

6. Phase of clinical
trial

Phase 11

7. Clinical trial was
held

Iwaki Internal Medicine Clinic and 74 other facilities
From January 8, 2008 to February 9, 2009

8. Countries where Japan
the clinical trial was

held

9. Number of [ 160
subjects

10. Objective and
secondary goals of
the clinical trial

The primary objective was to evaluate responses to T-705a at two dose levels
In comparison to Oseltamivir phosphate in patients with seasonal influenza
virus infection orally treated with the drug for 5 days. The secondary
objective was to evaluate the safety of the study drug.

11.  Clinical trial [ A randomized multicenter double-blind study (central registration,

design dynamic allocation)

12. Main entry | Inclusion criteria:

criteria 1) Age: Over 45 but less than 65 years (at the time of consent acquisition)

83



2) Patients whose nasal or pharyngeal swab tested positive for influenza virus
antigen

3) Patients with body (axillary) temperature over 38.0°C at the time of
enrollment

4) Patients with at least two of the following symptoms: cough,
pharyngolaryngeal pain, nasal

congestion or discharge, malaise or fatigue, myalgia or arthralgia, and chills
or sweating

5) Patients capable of giving volitional consent in writing

13. Studied drug,
posology, strength

Study drug, Lot No.:

T-705a Tablet [100]: Each tablet contains 100 mg of T-705 (Lot No.
KJ501F100)

Placebo T-705a Tablet: Placebo tablet free of T-705, indistinguishable in
appearance from the

active tablet (Lot No. KJ601F100)

Dose and mode of administration:

(1) TH Group (T-705a 600 mg x 2 doses/day for 1 day + 600 mg x 1 dose/day
for 4 days)

(2) TL Group (T-705a 400 mg x 2 doses/day for 2 days + 400 mg x 1
dose/day for 3 days)

14. Comparator,
dosage, posology,
strength

Control therapy, Lot No.:

Tamiflu Capsule 75: Over-capsule prepared from Tamiflu Capsule 75
containing 75 mg

Oseltamivir/capsule (Lot No. KJ501C075)

Placebo Tamiflu Capsule: Placebo capsule free of Oseltamivir,
indistinguishable in appearance

from the active capsule (Lot No. KJ601C075)

Dose and mode of administration:

OC Group (oseltamivir 75 mg X 2 doses/day for 5 days)

15. Concomitant
therapy

(1) Concomitant drugs

If any drug other than the test drugs is used during the period from the start
of test drug treatment to the visit on Day 20 (or at the time of discontinuation
of test drug treatment), it is necessary to enter the name of the drug used, its
dosing method, daily dose level, dosingperiod and objectives in the CRF.

1) Prohibited concomitant drugs

It is prohibited to use drugs a) through f) (including their OTC versions)
during the period from the start of test drug treatment until the visit on Day
13 (or at the time of discontinuation of test drug treatment) or to use drugs
g) through m) during the period from the start of test drug treatment until the
visit on Day 20.

a) Antipyretic analgesics other than that supplied by the sponsor (excluding
patches and other preparations for topical application)

b) Combination cold remedy (including OTC preparations and herbal
preparations indicated for alleviation of influenza symptoms)

¢) Antitussive drugs

d) Antihistamines (excluding patches and other preparations for topical
application)

e) Theophylline preparations

f) Probenecid

g) Human immunoglobulin preparations
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h) Colony stimulating factor preparations (G-CSF, etc.)

i) Corticosteroids

j) Immunosuppressive drugs

k) Other anti-influenza drugs (including amantadine hydrochloride)
1) Other anti-viral agents

m) Other drugs under development

16.
Endpoints

Efficacy

Efficacy:

(1) Primary endpoint

Time to afebrile state (time from first drug intake to afebrile state [£36.9°C])
The patients enrolled in this study measured their axillary temperatures four
times a day (at intervals of at least 4 hours) with the thermometer supplied
by the sponsor and recorded each temperature together with the time of
measurement in the patient diary. If axillary temperature remained 36.9°C or
less for 24 hours or more after returning to 36.9°C or less, the patient was
rated as “afebrile” and the length of time from the start of treatment with the
test drug until the afebrile state was evaluated as “time to afebrile state.”

(2) Secondary endpoint

1) Time to symptom alleviation (length of time from the start of treatment
with the test drug until alleviation of all symptoms)

The patients enrolled in this study scored each symptom of influenza four
times a day (at intervals of at least 4 hours), simultaneously with body
temperature measurement, and entered each score in the patient diary. If the
score of all symptoms remained 1 or lower for 24 hours or more after
decreasing to 1 or lower, the patient was rated as showing “alleviation.” The
length of time from the start of treatment with the test drug until the rating
of alleviation was evaluated as “time to symptom alleviation.”

2) Score of influenza symptoms

The scores of influenza symptoms entered in the patient diary were totaled
for each patient, and

the area under the curve of the score (score AUC) from the start of treatment
with the test drug until the time of alleviation (the first time point when all
scores were 1 or lower) was evaluated.

3) Acetaminophen usage

The acetaminophen usage (a drug supplied by the sponsor but requiring care
in concomitant use) on Days 1 and 2 were evaluated.

4) Change in viral titers in nasal swab

At the time of enrollment and 3 and 6 days thereafter, the swabs collected
with cotton-tipped applicators at one or more sites of the nasal cavity were
placed in a container filled with virus preservative solution and sent to the
Central Laboratory. At the Central Laboratory, the viral titer was determined
for each swab.

5) Secondary infections of the respiratory system

During each visit, the patient was checked for the presence/absence of
bacterial respiratory infection (secondary infection) and symptoms, if any,
were evaluated.

17.
Endpoints

Safety

The investigator evaluated the severity of each adverse event taking place
during the study and judged its causal relationship to the test drug.

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

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

18.
methods

Statistical

Statistical methods:

Efficacy

(1) Analysis of primary endpoint

1) The time to afebrile state in each group was graphically represented by the
Kaplan-Meier method. The data showing absence of an afebrile state during
the first 13-day period were handled as partition data.

The median of this parameter and its 95% confidence interval (CI) were
calculated for the TH, TL and OC Groups. The inter-group difference in the
mean time to afebrile state (OC—TH and

OC-TL) and its 95% CI were calculated. The drug was rated as effective if
the lower boundary of the 95% CI for the difference in the mean time to
afebrile state between the TH or TL Group and OC Group did not exceed
—28.9 hours.

2) To collect reference information, comparisons between the OC and TH
Groups and between the

OC and TL Groups were made employing the generalized Wilcoxon test.

3) The AUC of the time to afebrile state (AUC of body temperature) was
calculated to show summary statistics for each group.

4) The time to afebrile state was subjected to subgroup analysis by
appropriately subdividing the subjects according to the time from symptom
onset to enrollment, age, gender, smoking habit, acetaminophen usage,
history of influenza vaccination within one year, baseline clinical symptom
score, virus type and viral titer. Furthermore, the influences of these factors
as covariates were analyzed in an exploratory manner. For factors seemingly
serving as covariates, analysis was carried out after adjustment for their
influences.

5) Summary statistics as to body temperatures at individual time points were
calculated for each group and the time course was graphically represented.
6) To collect reference information, the time from symptom onset to afebrile
state was analysed using the methods described above in 1) and 2).

(2) Analysis of secondary endpoints

1) Time to symptom alleviation

a) The time to symptom alleviation in each group was graphically
represented by the

Kaplan-Meier method. The median of this parameter and its 95% CI were
calculated for the
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TH, TL and OC Groups. The inter-group difference in the mean time to
symptom alleviation (OC—TH and OC—TL) and its 95% CI were calculated.
b) To collect reference information, comparisons between the OC and TH
Groups and between the OC and TL Groups were made employing the
generalized Wilcoxon test.

¢) The time to symptom alleviation was subjected to subgroup analysis by
appropriately subdividing the subjects according to the time from symptom
onset to enrollment, age, gender, smoking habit, acetaminophen usage,
history of influenza vaccination within one year, baseline body (axillary)
temperature, virus type and viral titer. Furthermore, the influences of these
factors as covariates were analyzed in an exploratory manner. For factors
seemingly serving as covariates, analysis was carried out after adjustment
for their influences.

d) To collect reference information, the time from symptom onset to
alleviation was analysed using the methods described above in a) and b).

2) Influenza symptom score

a) Total symptom score

i) The summary statistics as to the AUC of the time until alleviation of
symptoms after the start

of treatment with the test drug (score AUC) were calculated for each group.
In addition,

comparisons with a nonparametric analysis method were made between the
OC and TH

Groups and between the OC and TL Groups.

ii) Score AUC was subjected to subgroup analysis by appropriately
subdividing the subjects according to the time from symptom onset to
enrollment, age, gender, smoking habit, acetaminophen usage, history of
influenza vaccination within one year, baseline body (axillary) temperature,
virus type and viral titer. Furthermore, the influences of these factors as
covariates were analyzed in an exploratory manner. For factors seemingly
serving as covariates, analysis was carried out after adjustment for their
influences.

iii) Summary statistics as to the total symptom score at individual time points
were calculated for each group and the time course was graphically
represented.

b) Score for each symptom i) Score AUC was calculated for each symptom,
and summary statistics were calculated for each group. In addition,
comparisons with a nonparametric analysis method were made between the
OC and TH Groups and between the OC and TL Groups.

ii) Summary statistics as to the score for each symptom at individual time
points were calculated for each group and the time course was graphically
represented.

3) Acetaminophen usage

a) The acetaminophen usage (a drug supplied by the sponsor but requiring
care in concomitant use) was compared between the OC and TH Groups and
between the OC and TL Groups using a nonparametric analysis method.

4) Viral titers in nasal swab
a) Median change in viral titers in nasal swab from baseline (at the time of
enrollment) until Days 3 and 6 in the TH, TL and OC Groups were
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calculated. Furthermore, the viral titers on Day 3 and 6 were compared
between the OC and TH Groups and between the OC and TL Groups by
chronological covariance analysis with the baseline value serving as a
covariate.

b) The Change in viral titers in nasal swab was subjected to subgroup
analysis by appropriately subdividing the subjects according to the time from
symptom onset to enrollment, age, gender,smoking habit, history of
influenza vaccination within one year, baseline body (axillary) temperature,
and virus type. Furthermore, the influences of these factors as covariates
were analyzed in an exploratory manner. For factors seemingly serving as
covariates, analysis was carried out after adjustment for their influences.

¢) Summary statistics as to the viral titer at individual time points were
calculated for each group.

5) Secondary infections of the respiratory system

a) The incidence of secondary infection was calculated in each group,
followed by calculation of the TH Group/OC Group risk ratio and the TL
Group/OC Group risk ratio and their 95% CI.

(3) Other analyses

1) Relapsing influenza infection

Calculations were conducted for each group as to the percentage of patients
showing relapse or exacerbation of fever or other symptoms by the visit 20
days after the judgment of an “afebrile state” or “alleviation” had been made
by the investigator according to the definitions set forth in the protocol. This
was followed by calculation of the TH Group/OC Group risk ratio and the
TL Group/OC Group risk ratio at individual time points and their 95% CIL
Safety

(1) Adverse events

1) Individual adverse events reported were renamed according to MedDRA/J
(Ver. 10.1).

2) The incidence of adverse events was analyzed in relation to group and
causal relationships. The TH Group/TL Group risk ratio and its 95% CI were
calculated.

3) To collect reference information, the risk ratio of the TH and TL Groups
relative to the OC Group and its 95% CI were calculated.

4) Tables listing adverse events according to SOC (system organ class) and
PT (preferred term) of MedDRA were prepared.

(2) Vital signs

1) Summary statistics were calculated for each group and each time point.
2) The time course was graphically represented.

3) Shift tables from baseline (at the time of enrollment) to Day 3 and from
baseline to Day 6 were prepared for each group.

(3) Clinical laboratory test data

1) Summary statistics were calculated for each group and each time point.
2) The time course was graphically represented.

3) Shift tables from baseline (at the time of enrollment) to Day 3 and from
baseline to Day 6 were prepared for each group.

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

Patients with seasonal influenza virus infection were over 45 but less than 65
years of age
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20.
Results

Efficacy

Efficacy results

(1) Time to afebrile state

The median (95% CI) of the time to afebrile state among the patients adopted
for PPS was 40.2 (31.5 to 42.8) hours in the TH Group, 42.2 (37.3 to 62.1)
hours in the TL Group and 28.8 (19.8 to 41.5) hours in the OC Group. The
difference in mean time to afebrile state between the TH and OC Groups and
its 95% CI were —6.6 (—15.7 to 2.5) hours and those between the TL and OC
Groups were —13.2 (—23.5 to —2.9) hours. Thus, the lower boundary of the
95% CI for the difference in mean from the OC Group was not below —28.9
hours in either the TH or the TL group. There was a mean difference of 6.6
hours in this parameter between the TH and TL Groups, thus indicating an
inter-group difference in dose-response relationship. The median time to
afebrile state among the patients adopted for FAS was 40.8 hours in the TH
Group, 42.2 hours in the TL Group and 28.8 hours in the OC Group, similar
to the data for the PPS. Analysis after adjustment for covariates revealed no
differences among hazard ratios.

(2) Time to symptom alleviation The median time to symptom alleviation
(95% CI) was 54.2 (42.8 to 82.8) hours in the TH Group, 72.8 (65.2 to 94.0)
hours in the TL Group and 47.4 (40.5 to 78.6) hours in the OC Group. The
difference in mean time to symptom alleviation between the TH and OC
Groups and its 95% CI were —6.9 (—31.8 to 18.1) hours, and those between
the TL and OC groups were —18.0 (—42.0 to 6.0) hours. Analysis after
adjustment for covariates revealed no differences among hazard ratios.

(3) Influenza symptom score

The geometric mean of the AUC of total symptom score was 463.0 in the
TH Group, 577.8 in the TL Group and 380.6 in the OC Group. This
parameter did not differ significantly between the TH and OC Groups, while
differing significantly between the TL and OC Groups (p = 0.027, Wilcoxon
rank sum test). In analysis of the score AUC for individual symptoms, there
was no significant difference between the TH and OC Groups in terms of the
score AUC for any symptom. Between the TL and OC Groups, significant
differences in score AUC were noted for cough (p = 0.024),
pharyngolaryngeal pain (p=0.039), nasal symptoms (p = 0.029) and myalgia
or arthralgia (p = 0.015), with the duration of these symptoms being longer
in the TL Group than in the OC Group (for each parameter, the Wilcoxon
rank sum test was used).

(4) Acetaminophen usage The mean acetaminophen usage was 606.5 mg in
the TH Group, 515.2 mg in the TL Group and 423.9 mg in the OC Group.
This parameter differed significantly between the TH and OC Groups (p =
0.038, Wilcoxon rank sum test).

(5) Viral titer

Means + SD of the viral titer at baseline (enrollment) and on Days 3 and 6
were 2.94 + 1.82, 0.55 £ 1.07 and 0.04 + 0.25 in the TH Group, 3.28 £ 1.99,
0.83 + 1.35 and 0.00 + 0.00 in the TL Group and 2.85 + 1.35, 0.53 £ 1.19
and 0.00 £ 0.00 in the OC Group. In each group, viral titers had decreased to
nearly zero by Day 3. There were also no inter-group differences in terms of
change in viral titers. Analysis after adjustment for covariates likewise
revealed no inter-group differences.

(6) Secondary infection
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The risk ratio (95% CI) relative to the OC Group was 0.500 (0.047-5.324)
for both the TH Group and the TL Group. Thus, the incidence of secondary
infection was low in all groups.

(7) Others

The risk ratio for relapsing influenza infection by Day 13 or 20, relative to
the OC Group, was low in both the TH Group and the TL Group.

The median time from first drug intake to afebrile state (<37.4°C) was 21.1
hours in the TH Group, 31.3 hours in the TL Group and 18.5 hours in the OC
Group.

The medians (95% CI) of the time to afebrile state during the 2007/2008
season and the 2008/2009 season were 40.0 (23.1 to 42.5) hours and 42.3
(29.9 to 56.4) hours in the TH Group, 42.8 (37.3 to 67.4) hours and 42.2
(18.5 to 67.0) hours in the TL group, and 28.5 (19.7 to 42.5) hours and 30.2
(18.5 to 42.9) hours in the OC Group, respectively. So far as infection with
A/HIN1 virus (the viral strain isolated most frequently) was concerned, the
medians (95% CI) of the time to afebrile state during the 2007/2008 and
2008/2009 seasons were 39.0 (23.1 to 42.0) hours and 42.3 (29.9 to 56.4)
hours in the TH Group, 40.8 (22.2 to 72.9) hours and 37.4 (17.6 to 85.3)
hours in the TL group, and 24.1 (18.0 to 39.5) hours and 34.3 (23.5 to 43.3)
hours in the OC Group, respectively. Thus, the median time to afebrile state
was prolonged during the 2008/2009 season as compared to the 2007/2008
season by 2.3 hours in the TH Group and 1.7 hours in the OC Group. So far
as infection with A/HIN1 virus was concerned, this parameter was
prolonged during the 2008/2009 season as compared to the 2007/2008
season by 3.3 hours in the TH Group and 10.2 hours in the OC group.

21. Safety Results

(1) In the safety analysis set (n = 160), two patients developed serious
adverse events (hospitalization for haematochezia in one TH Group patient
and for pneumonia in one TL Group patient). The causal relationship to the
test drug was “possibly related” for the former event and “unrelated” for the
latter event. No patient died during this study.

(2) Other than the serious adverse events, 6 significant adverse events were
recorded (one event in one patient from the TH Group, 2 events in 2 from
the TL Group and 3 in 3 from the OC Group).

Of these events, 3 resulted in discontinuation, including vertigo (seen in one
TH Group patient; one event) and gastroenteritis and urticaria (2 OC Group
patients; 2 events). The causal relationship to the test drug was not ruled out
for any of these events, but none of these events posed particular problems.
(3) The incidence of adverse events was 40.0% (22/55 patients, 34 events)
in the TH Group, 38.5% (20/52 patients, 35 events) in the TL Group and
43.4% (23/53 patients, 44 events) in the OC Group. Thus, the incidences of
adverse events differed little among the three groups. No severe adverse
event was seen in any group. The incidence of diarrhoea, which was the most
frequent adverse event on the whole, was 14.5% (8/55) in the TH Group,
7.7% (4/52) in the TL Group and 11.3% (6/53) in the OC Group. The
incidence of blood uric acid increased, an adverse event specific to T-705a,
was 1.8% (1/55) in the TH Group and zero (none) in the TL and OC Groups.

22. Conclusions

Regarding the time to afebrile state (the primary endpoint), the lower boundary of
the 95% CI for the difference in the mean of this parameter between the TH or TL
Group and the OC Group did not lower than the preset threshold (—28.9 hours), thus
endorsing the effectiveness of this drug against seasonal influenza in both the TH
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Group and the TL Group. The difference in the mean time to afebrile state between
the TH Group and the TL Group was 6.6 hours, indicating the efficacy of the study
drug to be dose dependent. Also, in terms of the time to symptom alleviation (a
secondary endpoint of efficacy), the difference in mean between the TH Group and
the TL Group was 11.1 hours, indicating the efficacy of the study drug to be dose-
dependent. However, as compared to the OC Group serving as the standard therapy
group for influenza, the mean time to afcbrile state was 6.6 hours longer even in the
TH Group. This result indicates the necessity of reviewing the dosing methods and
dose levels ensure higher levels of exposure to the drug when it is used for highly
pathogenic influenza virus infection whose prognosis may be poor.
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Ho Iopanky npoBefeHHs eKCIIEPTH3H
peecTpauiifHux MartepialiB Ha JiKapceki 3acobu,
110 MOJIAIOTHCS Ha JIePIKaBHY

peecTpaniio (nepepeecTpalliio), a TAaKoX
€KCIIEPTU3U MarepialiB Mpo BHECEHHS 3MiH J[0
peecTpalifHUX MaTepiasiB mpoTarom aii
peecTpauiitnoro noceigyernss (myHkr 4 pozainy V)

3BIT
Ipo KJIIHiYHe BUNIPOOYBaHHS

1. Ha3pa
JNIKapchKOro 3acoby
(3a HasIBHOCTI —

ABIT'AH (®aginipagip) Tabnetku no 200 mr

HOMeEp

peecTpallifHoro

TOCBITYEHHS )

2. 3asBHUK H-p Penni’c Jlabopatopic JItn; 8-2-337, Poya Ne 3, banmkapa Ximns,
Xaitnepaban, Tenanrana — 500 034, Inmis /
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4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4. ITpoBeneni
JOCIIJIKEeHHS

D rax [ Jui  sxmo mi, BkaszaTH npuumny

1) TMn NiKapchKOro
3acoly, 3a AKUM
npoBojuIacs abo

Jlikapcekmii 3acid 3 NOBHUM 10¢k€ (ABTOHOMHE /10Ch€)

IIaHYEThCS

peecTparis

5. IloeHa Ha3Ba T705aJP205

KJIHIYHOTO Kniniune pocnipkenns T-705a, @aza II; Oninka 4y TIHBOCTI 103U
BUITPOOYBaHHS, s T-705a mpu nikyBaHHI ce30HHOT iH(ekIlil, cnpuyMHeHoi Bipycom
KOJIOBaHUH HOMeEp rpUITy - paHzoMizoBane, bararoLeHTpOBe, MOABIHHE cline JOCiKeHHS -
KJIIHIYHOTO

BUIPOOYBaHHA

6. ®aza kiiniunoro | ®daza I

BUIPOOYBaHHS

7. Ilepion Iwaki Internal Medicine Clinic and 74 other facilities

NPOBE/ICHHA

KJTIHIYHOTO 3 8 ciuns 2008 poky no 9 motoro 2009 poxy

BHIIPOOYBaHHS

8. Kpainu, ne Srnonis

TIPOBOMIOCS

KJIIHIYHE

BUNpOOyBaHHsA
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9. Kinskicts 160

JOCTiIXKYBaHUX

10. Merta Ta OcHoBHolo MeToro Gyn0 ominuT Bignosins Ha T-705a Ha mBOX piBHSX

BTOPUHHI L1ii 1034 'y mopiBHsAHI 3 hocdaTom o3ensTamiBipy y NallieHTIB i3 Ce30HHOIO

KJIIHIYHOTO IHEKUIEI0, CIPHMYHHEHOIO BIpyCOM IPHUILY, L0 OTPUMYBAJM HEPOPAILHO

BHUINPOOYBaHHS npenapar IpoTsrom 5 aHiB. BropuHHOIO MeTor Oyi0 OiHUTH Gesneky
JIOCJIIPKY BAHOI'O Mpenapary.

11. JInzaiin Panpomizopane  GaratoueHTpoBe  MojBiliHe  ciime  gocnimKeHHs

KJIHIYHOr0 (ueHTpanizoBaHa peecTpallis, JUHAMIYHEA PO3MOILT)

BUNpoOyBaHHs

12. OcHoBHi Kpurepii BKOYeHHS:

KpUTEpii BKIIOYEHHS

1) Bix: crapme 45, ane monomme 65 pokiB (Ha MOMEHT MiAMHMCAaHHS
indopMoBaHOI 3roIH)

2) lanjenTn, y SKMX Ma30k 3 Hoca a60 MIIOTKH JaB O3HTUBHUI pe3yIbTar
Ha aHTUTeH BipycCy IpHITY.

3) ITauienTy 3 TeMnepatypoio Tina (naxeoeoro) nonaj 38,0° C Ha MOMEHT
BKJIIOYEHHSI.

4) TlamienTH, sIKi MaroTh, NpPUHAMMHI, JBa 3 HACTYNHHMX CHMIITOMIB:
Kaiesnb, GapuHronapuHreansHuil 6i1b, HEXKUTh, HE3AYXKaHHS abo BTOMA,
Mianris abo aprpanris, 03H00 abo miTIHBiCTS.

5) TlamienTtn, sKi MOXYTh miAmUcaTH JOOPOBUIBEHY iHbOpMOBaHY
NIHCBMOBY 3r0fy.

13. TocnixkyBaHuit
MiKapceKuii 3aci0,
croci6
3aCTOCYBaHHS, CHJIa
mit

HocnimkyBanuit npenapat, Ne napTii:

Tabnerka T-705a [100]: xoxHa Tabnetka mictuts 100 mr T-705 (Ne maprii
KJ501F100)

Tabnerka mane6o T-705a: Tabnerxka mnanebo, BineHa Big T-705, 3a
30BHILIHIM BUIVISA/IOM HE BiJIpi3HAETHCA Bifl akTHBHOT TabmeTku (Ne mapTii
KJ601F100)

Ioza Ta crocib BBeICHHS:

(1) TH rpyna (T-705a 600 mr x 2 pa3zu / gens nporsirom 1 aus + 600 mr x
1 pa3 / nens npotsarom 4 aHiB)

(2) TL rpyna (T-705a 400 mr % 2 pa3zu / neHs npotsiroM 2-x axis + 400 mr
X | pa3u / IeHb POTATOM 3-X JIHIB)

14. Ilpenapar
MOpiBHAHHS, 1038,
crocib
3aCTOCYBAaHHS, CHIIA
it

KontponsHa Tepanis, Ne maprii:

Kancyna Tamidmo 75 mr: 3MiHeHa Karcyla, NPUTOTOBaHA 3 KAarlCyJH
Tamiduro 75mr, mo micture 75 mr OzenpramiBipy/kancyna (Ne maprii
KJ501C075)

Kancyna nmnane6o Tamidmo: Kancyna nnanebo ©e3 ozenpTamiBipy, 3a
30BHIIIHIM BUTIISAJIOM HE Bipi3HseThes Bi akTMBHOI Kamcynu (Ne maprii
KJ601C075)

Jlo3a Ta croci® BBEICHHS:

I'pyna OC (o3esibTamiBip 75 mr X 2 pasu / JeHb NPOTAroM 5 IHIB)

15. CymyTHs Tepanis

(1) CynytHi npenapatu

Slkmo Oynap-sikuil iHME Jlikapebkui  3acid, OKpiM BUNpPoOyBaHMX,
3aCTOCOBYETBCS MPOTATOM  Tepiofly Bil Mo4yarky BHIPoOyBaHOTO
mikyBanHs g0 20-ro JHS KOHTPOJBHOTO BiiBimyBaHHs (abo micns
NPUITMHEHHS JIiKYBaHHs BUIPOOYBaHUM IIpenapaToM), HEOOXiZHO BHECTH
Ha3By [penapary, L0 3aCTOCOBYBAaBCs, croci ioro Jo3yBaHHs, piBeHb
no6oBoi 1031, nepioa gosysaunns ta i y IPK.

1) 3ab0opoHeHi cynyTHi IpenaparH
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3abopoHsieThes BXKMBATH JIiKapehKi Npenapaty Bix a) 1o f) (Bkmouaroun ix
6§3pcr_[enTypHi (OTC) mepcii) npoTsaroM BerOro mepiofy, Bifi MoyaTKy
MIKYBaHHA [OCIIIXKYBAaHHM TIpernapaTtoM A0 13-ro JHA KOHTPOJBHOIO
Bi/(Bi/tyBaHHS (360 Ha MOMEHT NPHUIHHEHHS JIKyBaHHAM NPETapaToM, [0
T?CTyeTbCH) abo BXKMBATH NTIKAPCHKi IIpelIapaTy g) Ta M) IPOTATOM Mepioy
BII TMOYATKy JIKyBaHHA AOCHIDKYBaHMM InperiapatoM a0 20-ro s
KOHTPOJILHOTO BiJ[BiTyBaHHS.

a) JKaposHWKyloo4i aHaNBreTUKH, OKpPIM THX, IO IIOCTAYaIOThHCS
OpraHi3atopoM (OKpiM IUIaCTHpIB Ta IHIUMX INpenapariB Ajs MiCLEBOro
3aCTOCYBAHHA)

b) KombinoBanwuii 3acib Bix 3actyau (Bximnoyaroun Gespeuentypsi (OTC)
npernapatd Ta POCIMHHI IIperapaTd, TpWU3HAYeHi /s [OJermeHHs
CUMIITOMIB I'pHUITY)

¢) [IpoTukamutsoBi npenaparu

d) Anruricraminni npenapati (KpiM IUTaCTHPIE Ta IHIIKMX TIpenaparis 1is
MICLIEBOTO 3aCTOCYBaHH)

e) [Ipenaparu Teodininy

f) ITpoGenenuy

g) [Ipenapatu iMmyHOrn00yNiHIB JFOIMHH

h) IIpenapaTy, mo crumymoroTs neiikonoes (G-CSF tomo)

i) Koprukoctepoinu

j) ImyHonenpecusHi npenapatu

k) Inmi nporurpunosHi mnpenapaTd  (BKIIOYAIOYM — aMaHTaJUHY
TiIpoXmopum)

1) Inwi nporuBipycHi 3acobu

M) [H1Iui nipenapaTy, 1o 3HaXOAATECS B po3poOIL

16. Kpurepii orinku
e eKTHBHOCTI

EdexruHicTs:

(1) IepBunHa KiHIEBa TOYKA

Yac g0 HOpMamizaLil TemmepaTypu Tiia (4ac BiJl mepuoro mnpHiomy
npernapary 0 HopMmalizauii remreparypi Tina [<36,9° CJ)

[TamienTy, sKi Opanu ydacTs y UBOMY JOCII/UKEHHI, BUMIPIOBAIM CBOI
MOKA3HUKH TeMIIepaTypH (I1axX0oBi) YOTHPH pas3d Ha JIEHk (3 IHTEpBaIOM He
MeHIne 4 TOAMH) 3a JIONIOMOrOK TEPMOMETpa, IO IIOCTAYAETHCSA
oprasizaTopom, i peecTpyBaid KOXKEH MOKa3HHK TEMIIEPaTypH pa3oM i3
4acoM KOJIM ii BUMIpsUIH B IIOJICHHUKY TauieHTa. SKio Temneparypa Tina
sanumanacs 10 36,9 © C abo meHwe nporsrom 24 rojauH i 6ineme, micus
HOpMaJli3alii TeMIIepaTypH Tifna, MaljeHTa OLiHIOBAIH AK «aheOpuIbHUID
i IpOMIKOK Yacy BiJl MOYATKY JiKyBaHHA JOCIiKYBaHHUM IIPENapaToM a0
adeOpuIIbHOrO CTaHy OLHIOETECS SK "yac 10 adeOpunbpHOro cTany'.

(2) BropuHHa KiHLIEBa TOYKA.

1) Yac [0 NONErIIEHHS CHUMITOMIB (TPUBANiCTP 4acy Bifl MOYATKy
JIKyBaHHS [PENapaToM, 110 TeCTYEThCS, 10 3HUKHEHHS BCIX CUMIITOMIB)
[ManicaTy, ski Opainy y4acTh y LBOMY JOCIIIKEHHI, OLIHIOBAIM KOXEH
CHUMIITOM IPHITY YOTUPU pa3y Ha JIeHs (3 iHTepBANIOM He MeHIIE 4 TrOJuH),
OJIHOYACHO 3 BHMIPIOBaHHSIM TEMIICPATypH TiNa, Ta BHOCHIIH KOXHY
OUiHKY B I[OJICHHUK MaIfieHTa. SIKIo OI[iHKA BCIX CHMIITOMIB 3a/IMIlanacs
1 abo Hxyow nporaroM 24 roauH abo Oinblue micnsd 3HUKHEHHA
CUMIITOMIB, CTaH NallieHTa ouiHioBaBes sK "monermenHs". TpusamicTs
Yyacy BiJl MOYATKY JIiKyBaHHS JIOCII XY BAHUM IIPENAPATOM /IO IOJICT IeHHS
owujiHIOBaNacs AK "yac /10 oM’ AKIIEHHs! CUMIITOMIB".
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2) Ouinka cUMIITOMIB rpuIty

OuiHka CHMNTOMIB TIpHIly, BHECEHMX B IIOJACHHHMK IAIcHTa, Oymu
iJpaxoBaHi JUIs KOXKHOTO MAI[i€HTa, i OLUHIOBAIH 06acTh iJT KPHBOKO
ouinku (ouinka AUC) Bin mowatky JiKyBaHHS IOCTIIPKY BAHUM
NpenapaToM /0 MOMEHTY 3MEHIUCHHS MpOosBiB CUMOTOMIB (meprumii
MOMEHT 4acy, KOJIH BCi oliHku 6yiu 1 aGo Hikge).

3) Bxxupanns aneraminodemny

OuintoBanu  edexkr BxuBaHHA  aueraMiHodeHy (npenapar, 1o
NOCTAYa€ThCsA  OpramisaTopoM, ame motpebye ofepexxHocTi  mpu
OJTHOYACHOMY 3aCTOCYBaHHIi) y /Hi 1 Ta 2.

4) 3miHa BipycHUMX THTpIB y Ma3Ky 3 Hoca

[lin yac BKJIIOYEHHS B JIOCHiDKEHHS i uepe3 3 Ta 6 JHIB MiCNA IOYATKY,
TAMIIOHH 3i0paHi arutikaTopamu 3 GaBOBHAHMM HAKOHEYHHKOM Ha OJHOMY
a00 JeKinbKoX JiNSHKAX HOCOBOI NMOPOXKHKMHM, NOMIIIAIM B KOHTEHHep,
HATIOBHEHUH DPO3YMHOM KOHCEPBAaHTY JUil BipyciB, i Bignpaemsimu mo
HenrpansHoi naboparopii. V Ilenrpanshiit naGoparopii tutp Bipycy
BU3HAYaJIU [yl KOXKHOTO Ma3Ka.

5) BropunHi iHdexiT TuxansHoi cucTeMu

Il yac KOXHOro Bi3MTY mNaljeHTa mepeBipsild ioro Ha HasABHICTH /
BifICYTHiCTB GakrepianpHoi pecripaTopHoi iHpekuil (BropunHa indexiyis)
Ta OLLHIOBAJIA CUMIITOMH, AKIIO Taki 6yiy.

17. Kpurepil ouinku
Oeznexu

JlocTiIHMK OLIiHIOBAB TAXKKICTh KOXKHOT NoGiuHOT MoAil, o Maa Miciie miz
yac JOCTIIPKEHHS, Ta OLIBaB il NPUYMHHO-HACIIJKOBMH 3B'S30K i3
IOCIIKYBaHUM TIPENapaToM.

[lo6iuni sBuma knacudikysaauce 3a 3-6ajbHOIO IIKANOK THKKOCTI
(«JIerka», «ITomipna» a6o «Tspkkay), nocmnarouncs Ha Kpurepii mxamu
TSDKKOCTI Ta 3a 5-0ansHOr0 mKanow (Bij 1 1o 5), MOCHIA0YKCE Ha 3aranbHi
Tepminonoriuni  kpurepii NCI 1momo HecnpuaTiueux nofid v.3.0
(amonceka Bepeis JCOG / JSCO).

SAximo nobiyHa peakiiis He BiIOBiaa K0/ (HiH OI(HIII 3 BUIIE HABEACHMUX,
ii OLiHIOBAIM 32 NMOCHJIAHHAM HA KAy KpUTEpiiB TKKOCTI. «Jlerkuity,
«ITomipauity, «Tsoxkuity, «3arpoxye xutTio abo iHBaNiIM3ye» Ta
«CmepTs, NOB'13aHa 3 TTOOIYHUM SBHILEM» BiANOBigana «1-My CTYNEHIO»,
«2-MY CTYIICHIO», «3=MY CTYIECHIO», «4-My CTYIICHIO» Ta «5-MY CTYIIEHIO»
BIZTIOBITHO.

[IpyuunHHO-HACTIAKOBUH  3B'SI30K 13 JOCHDKYBaHMM  IIperapaToM
OLIHIOBANM 3a INKaIOK 3 It kateropiit 1. «JlocrosipHuit»y, 2.
«Amopipuuity, 3. «Moxmmsuity, 4. «Bimmanenmity abo 5. «bes
NOCTOBIPHOrO  3B’S3Ky», BiamoBigHo 1o Kpurepiis npuunHHO-
HACJIIIKOBOr0 3B's13Ky HecrnpusTiinBux siBuil. HeGaxxaui siBuing, oliHeHi sk
1-4, po3risanuce K Taki, IO He BHKITIOYAIOTH 3B'A30K 3 JIOCITIKY BAHUM

MpenapaToM.
18. CratucTHyHi CraTucTHYHI METOIM:
METOIH EdexruBnicts

(1) Ananiz mepBMHHOT KiHIIEBOT TOUKH

1) Yac mo adeOpuiapHOro craHy B KOXHIA rpymi 6yB rpadiuHo
npejctaBiennii Metomom Kamnana-Meitepa. [lani npo BifcyTHicTh
aeOpuibHOr0 cTaHy mnpoTsroM Iepumoro 13-meHHOro  mepiogy
06po6IAIMCE HACTYITHHM YMHOM PO3/1UTY AaHHX.

95



Meniana nporo mapamerpa Ta #oro 95% mosipumii inrepsan (JII) Gymu
pospaxosani juisa rpyn TH, TL ta OC. MixrpynoBa pi3HHIS cepeJHBOr0
dacy J0 aedpunsroro crany (OC — TH ta OC — TL) Ta iforo 95% JII.
Ipenapat ouidioranu gk edexTHRHHUH, IKIO HIDKHA Mexa 95% JII mns
pi3HMLII cepeHBOrO uacy J1o adebpuisHoro crany mix rpynamu TH a6o
TL Ta OC Group He nepesuiysana - 28,9 rogus.

2) lnsa 36opy nosijkosoi inpopmanii, nopieHsauusa Mk rpynamu OC ta TH
ta Mik rpymamu OC ta TL Oymm crBOpeHi i3 BHKOPHCTAHHSIM
y3arajlbHeHOro TecTy BilkokcoHa.

3) Po3paxoBano AUC uacy o adpebpunpnoro crany (AUC temneparypu
Tina), Wob noxazaTu 3BeJieHi CTATUCTUYHI JAaHi JJI51 KOXKHOI rpymnu.

4) Yac o adebpunbHoro craHy mijjiaBaiay aHalizy Ha MiATPYIH, HIIIXOM
BiAMOBiHOTO po3moniny cy0'eKTiB BIAMOBIAHO IO Yacy BiJ IOYATKY
CHUMIITOMIB JI0 BKJIFOUEHHSI, BiKYy, CTaTi, IIK{UIMBUX 3BUYOK (NasiHHA),
BUKOPDHCTAHHS aleTaMiHoQeHy, icTopii BakIMHANil [pOTH Trpumy
NPOTSArOM OJIHOTO POKY, OCHOBHMX KJIiHIYHUX CUMIITOMIB, THITy Bipycy Ta
THTPY Bipycy. Kpim Toro, BmiuB nux ¢akTopiB 5K KOBapiaHTIB
aHaJIi3yBaJIMCh JOCIITHUIBKAM criocoboM. J{ns daxropis, ski, 31aBanocs
0, COyryroTh KOBapiaHTamM, aHaJli3 NPOBOMMIM IIic/IA KOPHUTYBaHHA iX
BILTHBY.

5) KopoTki cTaTHCTHYHI AaHi 1010 TeMIepaTypH Tijla B OKpeMi MOMEHTH
yacy Oynu po3paxoBaHi Mg KOXHOI rpymu, i rpabiunmii xin Oys
rnpeJcTaBIeHui rpagiuHo.

6) Jlna 36opy moeigkorol indopmauil npoaHanizyBanu 4yac BiJ| NMoyaTKy
CUMIITOMIB J10 adeOpHIBHOro CTany, BUKOPUCTOBYIOYH METOMH, ONHMCAHI
Buie B 1) ta 2).

(2) AHani3 BRTOPUHHUX KiHIIEBUX TOUYOK

1) Yac 1o mosermeHHs CUMIITOMIB

a) Yac 3MeHIICHHS MpPOSBY CHMIITOMIB Y KOXHiH rpymi 6yB rpadiuxo
npejcrasnenuii MerogoM Karana-Meitepa. Meniana 1p0ro napamerpa ta
ttoro 95% JII 6ymu pospaxosaui g rpynu TH, TL ta OC. Pospaxosysaiiu
MDKTPYTIOBY Pi3HHULIO CEpeJHBOrO Yacy A0 3MeHmeHHs cumnromis (OC-
TH ta OC-TL) Ta #ioro 95% /JII.

b) s 360py HoBiakoroi iHpopmanii Gysio NPOBEIEHO MOPIBHAHHS MiX
rpynamu OC ta TH Ta Mix rpymamn OC ta TL i3 BHUKOpHCTaHHIM
y3araJbHEHOTO TECTY Y IKOKCOHA.

B) Yac 710 3MEHINEHHS CHMIITOMIB [i/1aBalli aHaji3y MArpyIl, LUIIXOM
BiZIIIOBiIHOrO po3nofiny cyG'ekTiB o Yacy Bif MOYaTKy CHMITOMIB 110
BK/IIOYEHHsA B JOCIHIJDKEHHS, a TaKOX BiKy, CTaTi, IIKiJIMBUX 3BUYOK
(xypinns), BEKOpHCTaHHsS aueraminodeHy, icropii Bakumuauii npoTH
IPUINy TpPOTArOM OAHOTO POKY, BHXIJHOIrO piBHS TemIeparypu Tila
(maxBoBa), THIy Bipycy Ta TUTpY Bipycy. Kpim Toro, BIume nux dpaxropis
SIK KOBapiaHTIB aHaNi3yBaauch JOCHiAHALBKUM criocobom. s dakTopis,
ki, 3paBanocs 6, CIYTylOTh KOBapiaHTaMH, aHaji3 MPOBOJMIM IIiCIs
KOPUT'YBaHHsI iX BILIUBY.

d) Jina 360py mosimkosoi iHdopmaril mpoaHajisysaiu 4ac BiJ NOSBH
CHUMIITOMIB JI0 X 3HHUKHEHHS, BUKOPUCTOBYIOUHM METO/IH, ONMCAHI BUIIE B
a) ta b).

2) OriHKa CUMIITOMIB TPHITY

a) 3araneHuit 6an CUMITOMIB
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I) 3Benena cratucTuka mono yacy AUC 10 3MEHIIeHHS CUMIITOMIB MiCIIs
MMOYaTKy JIKyBaHHS JOCIi/KYBAHNM npenaparoM (ouinka AUC) Gysu
pospaxoBaHi s koxwoi rpymu. Ha poparox, Oyno mposeneHO
TNOPIBHAHHSA MK HEKOMIAPTMEHTHHM METOLOM ananizy Mk OC ta TH
rpymu ta Mick rpynamu OC ta TL,

IT) Oninka AUC 6yna migmana aHanizy m,urpyn LIISXOM BIATIOBiIHOTO
posmoziny cy6'ektiB BianosinHo no wacy Bin TIOYaTKy CHMIITOMIB 10
BKJIOUCHHS B JOC/IUKCHHS, BIKY, CTATi, IKiAJIMBUAX 3BHYOK (kypiHHs),
BUKOPHCTAaHHA aueramiHo(eHy, ictopii BakumHauii mnpots rpumy
MPOTArOM OJIHOrO POKy, BHXiJHOI TeMmuepatypu Tina (1axBopof), THIy
Bipycy i BipycHOro THTPY. Kpim Toro, Brutus uux daxropis sk KOBapIaHTlB
aHaJTi3yBaIMCh AOCHIAHIIBKIM criocobom. Jlis dakropis, sKi, 3nasanocs
0, cayryroTe KoBapiaHTamu, aHANM3 HPOBOIMIM TIC/Is KOPHUI'YBaHHS iX
BIUIUBY.

11IT) HiﬂC}’MKOBi CTaTUCTHYHI JaHi, IOI0 3araJbHOT OLIHKHM CHMIITOMIE B
OKpeMi MOMeHTH Hacy Oymu pospaxoBani s KOxHOT rpymu, i
TnpeJcTaBieni y BUrai rpadiky.

b) Ouinka 3a xoxuuit cumnrom I) Ouinka 6anie AUC po3paxoByBanacs
AUIA KOXKHOTO CHMIITOMY, @ IiICYMKOBA CTATHCTHKA po3paxoBysasnack s
koxHOI rpymu. KpiMm Toro, 6ymo mporemero NOPIBHAHHA 3
HEKOMITapTMEHTHUM METOJOoM aHanisy Mix rpymamu OC ta TH Ta mix
rpynmamu OC ta TL.

II) HmcyMKOBl CTATHCTHYHI AaHi mojo Ganis A8 KOKHOTO CHMIITOMY B
OKPEMi YacOBi MPOMDKKM PO3PaXOBYBAJIMCH JUTA KOKHOI TPYyIIH, i rpagik
vacy Bijlobpaxascs rpadidmno.

3) BxuBaHHA aneraMminodeny

a) Boxueanns aneraminopeny (npemapar, mo  mocTauaeThCs
opramizaropoMm, aje HOTpe6ye 00epexHOCTI NpH  OZHOYACHOMY
3acTOCyBaHHI) nopisHroBami Mix rpynamu OC ta TH ta mixk rpynamu OC
Ta TL 3a onomororo anatizy HEKOMIIAPTMEHTHOTO METOJLY.

4) Turpu Bipycy y Ma3Ky 3 Hoca

a) PospaxoByBanu cepefHiO 3MiHy THTpiB Bipycy B Maskax 3 Hoca Bij
BUXiJIHOTO PiBHS (Ha MOMEHT BKJIIOUCHHSI B JOCII/KEHHS) 110 3 Ta 6 JHiB y
rpynax TH, TL ta OC. Kpim Toro, tutpu Bipycie Ha aeHs 3 Ta 6
nopierroBamu Mixk rpynamu OC ta TH ta mix rpynamu OC ta TL nuisxom
XPOHOJIOTIUHOIO aHai3y KoBapialii 3 BUXiHMM 3HAYEHHAM.

b) 3miHa BipycHUX THTpiB y Ma3Ky 3 Hoca GyJia IijfaHa aHamizy Hiarpym
IUISIXOM BiZINORIHOTO PO3MOAiNy cy6'eKTiB 3a 4acOM Bijf MOUATKY NPOSBY
CUMIITOMIB JJ0 BKJIFOYEHHS B JIOC/I/PKEHHS, BIKOM, CTATTIO, LIKiJUIHBHX
3BHYOK (MadiHHA), iCTOpi€r0 BaKUMHALII NPOTH BipyCy IPUIly MPOTATOM
O/IHOTO pPOKYy, BHXIJHUM piBHeM TemiepaTypu Tija (axBoBi) i Ty
Bipycy. Kpim Toro, BmumB 1mx dakropiB sk KoBapiaHTiB Gyio
NpoaHai30BaHO JOCTITHHIBKIM criocobom. s hakTopis, siKi, 31aBanocs
0, CIyryloTh KOBapiaHTaMH, aHa/i3 HPOBOAWIM MIC]sl KOPUTYBaHHS iX
BILIURY.

B) KopoTki cTaTHCcTHYHI JaHi MO0 THTPY Bipycy B OKpeMi MOMEHTH Yacy
OyJsiu po3paxoBaHi /I8 KOXKHOT IPYITH.

5) BropuHHi iHdekuiT quxanbpHoT CHCTEMHU
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a) YacToTy BMHMKHEHHs BTOPHUHHMX iH(DEKLiH pO3paxoByBaln y KONKHiit
rpyImi, Mic/IA YOro po3paxoByBaH CHiBBigHOMEH S pyu3uKy rpymu TH / OC
Ta criBBigHOmMeHHS pusuky rpymu TL / OC Ta ix 95% 1.

(3) Iummi anamnizu

1) PerunuByioua rpunosua ingexuis

Jns KosxHOT rpynu Oy1M MpoBeIeHi po3paxyHKH IOI0 BiICOTKA AL[i€HTIB,
y SAKUX BHABUIM pelMAMB ab0 3aroCTpeHHs JIUXOMaHKM abo iHImMX
CHMIITOMIB IIiJl Yac BijBixyBaHHs yepes 20 AHIB Micis TOro, K A0CIIIHUK
NpUIHAB pilmeHHs mTpo «adeOpuapHUi cTaH» abo  «IOJEerieHHs
BiJTOBIZIHO /10 BU3HAYEHMX JaHUX B nportokouni. Jani Gyno npoeemeHo
po3paxyHOK cmiBBiHOmeHHs pm3ukiB rpymu TH/OC rpymu Ta
criigBigHOWEHHs pu3KKiB rpymu TL / OC rpymu B OKpeMi 4acoBi POMIiXKH
Ta ix 95% JII.

bBesneka

(1) Ilo6iuHi edhexTH

1) Okpemi nobiuni siBUILA, Npo sKi noBigoMisiocs, Oynu KnacudikoBaHi
BianorigHo 10 MedDRA /J (Bep. 10.1).

2) YacToTy HeCHPUATIMBUX ABHII OYJIO NPOAHAI30BaHO IO/0 IPYIIOBUX
Ta IPUYMHHO-HACIIAKOBMX 3B’s3KiB. Po3paxoBaHo cCIiBBiIHOIICHHS
pusuky TH rpynu / TL rpynu Ta #oro 95% JI.

3) Jns 36opy nosiaxosoi iHdopmariii 6yJ10 po3paxoBaHO CIiBBiTHOMEHHS
puzukiB rpyn TH ta TL mono rpynu OC Ta 95% /1.

4) Bynu migrotoBneHi Tabmuui 3 mepesnikoM nobivyHux seum 3a SOC
(cucremHo-opransi kiacu) Ta PT (nepesaxuux tepminis) MedDRA.

(2) XKuTTeBO BaXKIIMUBI IOKa3HUKH

1) ITizcyMKOBi CTATUCTHYHI JaHi po3paxOByBaJUCh Il KOKHOI IPyIH Ta
KOXHOT'O YaCOBOTO IPOMIiXKKY.

2) Yacoeuii kypc OyB npezncraBieHuii rpadivHo.

3) dns kool rpynu Oynu nifroroneHi Tabauii 3min Bij 6a3ororo pipHs
(Ha MOMEHT BKJIIOMEHHs B JOCJI/DKCHHS) A0 3-ro JHA Ta BiJi BUXIIHOTO
piBHS 10 6-r0 AHS.

(3) Hani xiiHiyHuX TabopaTOPHUX AOCIIIXKEHb

1) ITincyMKOBi cTaTHUCTHYHI JaHi po3paxoBYBaIMCh [JI KOXKHOI IPyIIH Ta
KOXXHOT'O MOMEHTY 4acy.

2) Yacogwmii kype OyB npejacraBlieHuii rpagiuHo.

3) st koskHoT rpynu Oynu nigrorosieni rabiuuui 3MiH Bijt 6a3oBoro pisHsA
(Ha MOMEHT BKJIIOYEHHs B JIOCIipKeHHs) 1o 3-ro IHA Ta Bijg 6asoBoro
piBHS 10 6-TO JIHS.

19. Jlemorpadiuni
MOKa3HUKH
JLOCJIJIPKYBaHOT
nomyJisAii (cTaTh,
BiK, paca, TOIIO)

[TamieHTH i3 ce30HHOIO iHdeKUieo Bipycy rpumy skum Oyno Ginbme 45
POKiB, aje MeHIe 65 poKiB.

20. Pe3yneTati
e(eKTUBHOCTI

Pesynbraru eeKTHBHOCTI

(1) Yac no mocsaraenus agpeOpuiIbHOro cTaHy

Meniana (95% JII) wacy o aocsrHenHs adeOpHIBHOrO CTaHy cepej
nauiedTis, npuAnHaTEX Wi PPS, cranoruna 40,2 (Bin 31,5 mo 42,8) roaux
y rpyni TH, 42,2 (8ixg 37,3 no 62,1) rogun y rpyni TL Ta 28,8 (19,8 no
41,5) roguuau B rpymi OC. Pisuus cepenHboro 4acy no adeGpuisHoro
crany Mix rpynamu TH ta OC Ta ii 95% JII cranosuna -6,6 (-15,7-2,5)
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roaut, a mix rpynamu TL ta OC cranosmna - 13,2 (-23,5-2,9) roaun.
Takum yuHOM, HMWKHA Mexa 95% I nns pisHuLi cepesHBOro 3HAYESHHS
ana rpynu OC He 6yna Himkye -28,9 roaunu Hi B rpymi TH, ui B rpymi TL.
Cepenns pisnung usoro mapamerpy y rpynax TH ta TL cranormma 6,6
FOAMHM, IO BKAa3ye HAa MDKIPYNOBY PI3HULEO Y CIHIBBiZHOUIGHHI m03a-
peakuis. Cepexniii wac mo adebGpuibHoro crany Cepel INAaL{€HTIB,
npuitnaTix Aus FAS, cranosus 40,8 romunu B rpyni TH, 42,2 roaunu B
rpyni TL ta 28,8 roqunu B rpyni OC, ananoriuso ganum juis PPS. Ananiz
miciss KOPMTYBAaHHS JUIsl KOBApiaHTIB HE BUSBHB pisHuUIi  Mik
koedilieHTaMu pU3HKY.

(2) Yac 10 nmonerueH s CUMIITOMIB

Cepenniit yac 1o nonermenns cummromis (95% JII) cranosue 54,2 (42,8-
82,8) ropmn y rpymi TH, 72,8 (65,2-94,0) roquu y rpymi TL ta 47,4 (40,5-
78,6) romun B rpyni OC. Pi3HuUs B cepeHbOMY yaci 10 TOJeriueHHs
cumnToMiB Mix rpynamu TH i OC ta ii 95% JII cranosuna -6,9 (-31,8-
18,1) romun, a Mixx rpynamu TL ta OC crasoBmia -18,0 (-42,0-6,0) roaum.
AHali3 micis KOPHIYBaHHs JUIS KOBapiaHTiB He BHSBMB DISHMLI MiK
KoedilieHTaMu pU3MKY.

(3) Ouinka cHMITOMIB rpHITy

Cepenne reomerpuune 3uadenns AUC 3aranpHOl OLiHKM CHMIITOMIB
craHoBuIO 463,0 y rpyni TH, 577,8 y rpyni TL Ta 380,6 y rpyni OC. Llei
[1apaMeTp CYTTEBO He BiApi3HABcs Mixk rpymamu TH ta OC, BomHOuac
CYTTEBO BiApisHsrouuce Mix rpynamu TL ta OC (p = 0,027, TecT cymu
panry Binkokcona). ITpu ananizi ouinku AUC 17151 OKpEMHX CHMITTOMIB He
Oyno cyrreBol pisuHuui Mixk rpynamu TH i OC, momo oriaku AUC s
Oymb-sikoro cumnromy. Mik rpymamu TL ta OC momiueni cyrresi
BiIMIHHOCTI B 1okazHukax AUC juis TaKMX CHMIITOMIB K Kamens (p =
0,024), 6ine y ropni (p = 0,039), wexwurs (p = 0,029) Ta mianrii a6o
aptpairii (p =0,015), ui cummromu Tpusaimi B rpyni TL, mix y rpymi OC
(Ui KOXKHOTO rnapameTpa BHKOPHUCTOBYBABCA TECT CyMH paHTy
Binkokcona).

(4) Baxupanus aneraminodeny

Cepepaa 1032 crioxkusanus aneraminodery craHosuna 606,5 mr y rpymni
TH, 515,2 mry rpyni TL ta 423,9 mr y rpyni OC. Lleii napamerp cyTTeso
BifipisHaBca mix rpymamu TH ta OC (p = 0,038, Tect cymm pamry
Binkokcona).

(5) Bipycuuit Tutp

3Hauenns + SD BipycHOTo TUTpPY Ha I0YATKOBOMY PiBHi (IIpH BKJIOYEHH]
B JIOCJiKeHHs) Ha 3 Ta 6 auHi ctanoBumm 2,94 £ 1,82, 0,55 + 1,07 Ta 0,04
+ 0,25 y rpyni TH, 3,28 + 1,99, 0,83 + 1,35 ta 0,00 + 0,00 y rpyni TL Ta
2,85+1,35,0,53£1,19712 0,00+ 0,00 y rpyni OC. V koxHi# rpymi Bipychi
TUTPH J10 3-T0 IHA 3HU3UIMCH Maibke 10 HyJis. Takox He OyIio pisHuLi Mix
rpynamMy I1I0A0 3MiH TUTPY Bipycy. AHaii3 Iiciii KOperyBaHHsS s
KOBapiaHTIB TAKOK HE BUABUB MIKIPYIIOBMX BiZIMIHHOCTEI.

(6) BropunHa iHpeKIis

CniBBiIHOINEHHS PU3MKY BUHUKHEHHS BTOpHMHHOI iH(exuil (95% JII)
moyo rpymu OC cranosuino 0,500 (0,047-5,324), six pns rpymu TH, Tax i
s rpynu TL, Takum yrHOM, yacToTa BTOpMHHOI iHMeKLiT Oyna HU3BKOI0
y BCiX rpymnax.

(7) Innmi
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CHiBBiiHOINEHHS PU3NKY PO3BUTKY PELMIMBY TPUIIO3HOT iHdexuil go 13
a60 20 mus wono rpymu OC Gyno HuskkmM, K y rpymi TH, tak i y rpymi
TL. Meniana yacy Bij nepuoro npuifoMy Jikis 10 adebpunbHOro craHy
(37,4 ° C) cranoBuna 21,1 rogunm y rpyni TH, 31,3 rogunu y rpyni TL
ta 18,5 roqunn y rpyni OC.

Menianu (95% JII) wacy mocsrHenHs adeGpUIILHOTO CTaHy MPOTAIOM
cesony 2007/2008 Ta cezony 2008/2009 cranounu 40,0 (Bix 23,1 1o 42,5)
roaut ta 42,3 (29,9 no 56,4) romun y rpymi TH, 42,8 (37,3 10 67,4) ropusn
Ta 42,2 (8ig 18,5 no 67,0) roaun y rpyni TL Ta 28,5 (19,7 10 42,5) roaun
ta 30,2 (18,5 mo 42,9) rogun y rpyni OC signosigno. Illo crocyeTses
3apaxkeHHs Bipycom rpuny A / HINI (ipycHuii mram, sskMi BUIIIAETHCS
Haiyacrime), menianu (95% JII) yacy 1o adeGpUILHOTO CTaHy MPOTATOM
cesonis 2007/2008 ta 2008/2009 cranosumm 39,0 (23,1-42,0) rogunu ta
42,3 (29,9 no 56,4) ronun y rpymni TH, 40,8 (22,2 no 72,9) roaun ta 37,4
(17,6 no 85,3) roqun y rpyni TL Ta 24,1 (18,0 no 39,5) roxun ta 34,3 (23,5
no 43,3) rogun B OC Group, Bignosiguo. Takum 4uHOM, MejliaHa Jacy J0
adebpunpHoro crany Oyna TpuBanimor mpotsroM cesoHy 2008/2009
nopiBHAHO 3 cezoHoM 2007/2008 Ha 2,3 romuuu B rpymni TH Ta Ha 1,7
roaunu B rpyni OC. 1o crocyerses 3apaxeHHs Bipycom rpuny A / HINI,
el napametp 6yB TpuBanimuM npoTsrom ce3ony 2008/2009 mopisusHo 3
cezonom 2007/2008 na 3,3 rogunu B rpyni TH ta wa 10,2 rogunu B rpymi
OC.

2]. Pesyneratu
Oesnexu

(1) ITpu ananizi 6e3nexu (n = 160) y ABOX Mali€eHTIB BUHUKIN Cepio3Hi
no6iyHi siBuIma (rocritanizaiis 3 NPUBOLY reMaroxesii y ofHOro marjieHra
rpyni TH Ta nmHeBMoHIT y oxHoro mnamienta rpynu TL). Ilpuuunsxo-
HACNIKOBMH 3B'30K i3 JOCHIKYBaHUM IIpenapatoM OyB «MOXIHMBO
HOB'A3aHUM» JUIS IEpLIOro BUIIAJKY Ta «HE IOB'3aHUM» i3 APYIHM
BUNAJIKOM. JKOIeH MallieHT He IOMep i Yac HBOTO JOCITIPKEHHS.

(2) Oxkpim cepito3HuX MOOIYHUX sABHIN, Oysi0 3adiKCOBAHO 6 3HAYYINHX
noGiyHMX sBUIL (OJHMH BHMINAJOK y OJHOro nauiexra 3 rpynua TH, 2
Bunajaku y 2 3 rpynu TL ta 3 Bunagku y 3 3 rpyri OC).

3 UUX NOAil 3 mpU3BenM OO NPUIMHEHHS JIIKyBaHHS, BOHH BK/IIOYAlld B
cebe 3armaMopoyeHHs (CIocTepiranocs y ojiHoro naienra rpyma TH; oqux
BHIIAJI0K), TacTPOCHTEPUT Ta KpomnuB'sHKy (2 marienta rpyna OC; 2
BUNAIKK). [IpUHMHHO-HACITI IKOBUH 3B'A30K 3 JIOCIIKY BAHUM IIpeIiapaToM
He BHMKJIIOYABCS JUls XKOAHOI 3 LMX IOAIHA, ane jOAHa 3 LMX IOAii He
CTBOpIOBAJIa 0cOOIUBUX MPobIeM.

(3) Yacrora mobiynux siBumy craHoBuna 40,0% (22/55 nauienrie, 34
sunaaku) y rpymi TH, 38,5% (20/52 nauienTa, 35 Bunaakie) y rpymi TL Ta
43,4% (23/53 nauienra, 44 punaaxu) B rpyni OC. Takum yuHOM, yacToTa
PO3BUTKY MOOIMHMX SBMII Majlo BiApi3HAIaca cepell Tpbox rpyin. XoaHoi
TSOKKOT 1oGivHOT Aii He crioctepiranocs B xoaHi# rpyni. Yactora niapei,
sKa Oyna HaibinbI yacToro nobiuHo peakuieto, craHoBuia 14,5% (8/55)
y rpymi TH, 7,7% (4/52) y rpyni TL ta 11,3% (6/53) y rpyni OC. Yactora
MiJABULIEHHS PIBHS CEYOBOIT KMCIOTH B KPOBI, sika € crienudiunoro qus T-
705a, cranosuna 1,8% (1/55) y rpyni TH, Ta Hyns (3xoaHoi) y rpynax TL
ta OC.
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22. BucHOBOK
(3aKITFOUEHHS)

IIlo cTocyeTses uacy JgocarHeHHs adeOpwiIbHOrO craHy (IepBHHHA
KiHIeBa TOYKA), HIKHS Mexa 95% JII, and pisHuIl cepeHBOro 3HaYeHHs
1poro napamerpa Mixk rpynoro TH abo TL ta rpynoro OC He 6yna HUKYOIO
32 TIONepeIL0 RCTaHOBIeHMH mopir (-28,9 romuuu), miaTBepIKYHOUH
TAKUM YMHOM e(hpeKTHBHICTb LILOT'0 IperapaTy POTH Ce30HHOIO IPHUILY 5K
y rpyni TH, tak i y rpyni TL. Pisuuus cepeqHporo 4acy J0CATHEHHS
adedpunbnoro crany mik rpymnoto TH ta rpymoro TL cranoBunma 6,6
FOJMHYM, IO BKadye Ha edeKTUBHICTE JOCHIHKYBaHOrO Iperapary
3alexHo Big go3u. KpiMm Toro, 3 Touku 30py 4acy, 1O HeoOXiJHui s
TOJIETIIEHHS! CHMIITOMIB (BTOPMHHA KiHIlEBA TOUYKAa €(EKTHBHOCTI),
pi3HuLs cepeanboro 3HadeHHs cepen rpynu TH ta rpynu TL cranoeuna
11,1 roguum, mo BKazye Ha edeKTHBHICTE JOCII/KYBAHOTO Tpenapary,
AKa 3aNeXUTh B no3u. OmHak, nmopiBHAHO 3 Tpymoto OC, ska ciryxuia
CTAHAAPTHOI TPYINOK Tepamil IpuIy, CepeiHiil 4ac 10 JOCATHEHH:
aebpunbHOro cTany OyB Ha 6,6 TOJUHHU JOBIIUM HaBiTh HixX y rpymi TH.
Ileit pe3ynsTaT BKa3ye Ha HeOOXigHICTh Meperisay piBHIB 1o3yBaHHS, 60
pPeXXMMH J03yBaHHs 3a0e3mevyroTh OiMbII BHCOKHH pIB€Hb BIUTHBY
nperapary, KOJH BiH 3aCTOCOBYETHCS IPH BHCOKONATOTEHHOMY Bipycy
IPUILY, IPOTHO3 SKOro MoKe OYTH HECIIPUSTIIMBUM.

3asBHMK (BJACHHK peccTpaniiHOro MocBigueHHn)

ITignuc Mligmac/
Hata 25.10.2020
[Toene im’st Ta mocaaa Hp. Hluda Dapxan Hlaitx MBBC, M]]

(Dr. Shifa Farhan Shaikh MBBS, MD)
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