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

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

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

4, Performed
studies

X yes [_Ino if no, provide reasons

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

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP312

A Phase III, Double-Blind, Non-Inferiority Study of Favipiravir versus
Oseltamivir Phosphate in Patients with Influenza Virus Infection

— A Multicenter, Double-Blind Study on Dynamic Allocation —

6. Phase of clinical
trial

Phase III

7. Clinical trial was
held

Hayashi Clinic and 152 other facilities
From December 1, 2009 to November 12, 2010

8. Countries where
the clinical trial was
held

Japan

9. Number
subjects

of

750

10. Objective and
secondary goals of
the clinical trial

The primary objective is to demonstrate non-inferiority of favipiravir against
oseltamivir phosphate based on the time to primary symptoms alleviation in
patients infected with influenza given multiple oral doses of favipiravir for 5
days. The secondary objective is to compare the safety and efficacy of
favipiravir with oseltamivir phosphate based on the safety and other efficacy
endpoints.

11. Clinical trial

design

A multicenter, double-blind, parallel-group, comparison study (dynamic
allocation)
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12. Main
criteria

entry

1) Patients aged between 20 and 74 years (on the day of giving informed
consent)

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

3) Patients with body (axillary) temperature of 38.00JC or higher at the time
of enrollment

4) Patients with at least 2 or more of the following symptoms (moderate to
severe in

severity) at the time of enrollment: cough, sore throat, headache, nasal
congestion, feeling

feverish, body aches and pains, and fatigue (tiredness)

5) Patients who understood the requirements of the study and voluntarily
consent in writing.

13. Studied drug,
posology, strength

Study drug, Lot No.:

T-705a tablet [200]: Each tablet containing 200 mg of favipiravir (Lot No.
MAS507F200)

T-705a tablet [Placebo (100)]: A matching placebo tablet for T-705a tablet
[200]

(Lot No. LE602F100)

Dose and mode of administration:

Group T: Favipiravir 1200 mg (the first dosing) and 400 mg (the second
dosing) on Day 1, followed by 400 mg twice daily for the subsequent 4 days
Group O: Oseltamivir phosphate 75 mg twice daily for 5 days

An individual patient was dynamically allocated to Group T or Group O by
the patient registration center. At the first dose on Day 1, the patients took
the test drug immediately after prescription at the study facility. At the
second dose on Day 1, the patients took the test drug after an interval of at
least 4 hours. After Day 2, the patients took the test drug in the morning and
evening at least 30 min after meals.

14.  Comparator,
dosage, posology,
strength

Control drug, Lot No.:

Tamiflu capsule 75: Over capsuled Tamiflu capsule 75 contains 75 mg of
Oseltamivir. (Lot No. MD502C075 for Japan; L0209229 for Korea and
Taiwan)

Tamiflu placebo capsule: A placebo capsule without Oseltamivir
indistinguishable from Tamiflu capsule 75 in appearance.

(Lot No. MD602C075 for Japan; L0209230 for Korea and Taiwan)

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 Day 15 visit (or at the time of discontinuation), it is necessary
to enter the

name of the drug used, its dosing method, daily dosage, duration, and
objectives in the e-CRF.

1) Prohibited concomitant drugs

It is prohibited to use drugs a) through m) (including their OTC versions)
during the

period from the start of test drug treatment until the Day 15 visit (or at the
time of

discontinuation).
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a) Antipyretic analgesics other than acetaminophen

b) Combination cold remedy

¢) Antitussive drugs

d) Antihistamines (excluding transdermal preparations and liniments)

¢) Chinese herbal drugs

f) Probenecid

g) Human immunoglobulin preparations

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

i) Adrenocorticosteroids (excluding transdermal preparations and liniments)
J) Immunosuppressants (excluding liniments)

k) Other anti-influenza drugs (including amantadine hydrochloride)

I) Other antiviral drugs (excluding liniments)

m) Other investigational drugs

n) Antibacterial drugs: the patients will be admitted to use antibacterial drugs
when the secondary infection occurs after the test drug administration (Only
applicable in Korea.

This item was moved from “2) Drugs requiring careful concomitant” in
accordance with the KFDA'’s direction).

16.
Endpoints

Efficacy

(1) Assessment of clinical symptoms

1) Time to primary symptoms alleviation (Time required for 7 major
influenza symptoms to alleviate after the start of test drug treatment)
“Alleviation” was defined as a state where all of the scores graded by the
investigator based on the record of the patient diary remain unchanged for
21.5 hours or longer after all of the scores decrease to 1 or below. Scores
graded within 4 hours after the administration of antipyretic analgesics were
eliminated from the evaluation of “alleviation.” “Time to primary symptoms
alleviation,” which was the primary endpoint of this study, was defined as
the time required for all 7 symptoms of influenza (cough, sore throat,
headache, nasal congestion, feeling feverish, body aches and pains, fatigue
[tiredness]) to reach “alleviation” (the time point when all symptoms were
scored 1 or below) from the start of test drug treatment.

2) Time to afebrile state (Time required for the body temperature to reach
afebrile state after the start of test drug treatment) “Afebrile state” was
defined as a state where the body temperature (axillary) remains at 36.9°C
or below for 21.5 hours or longer after the body temperature returns to
36.9°C or below. “Time to afebrile state” was assessed as the time from the
start of test drug treatment to the “afebrile state.” The temperature measured
within 4 hours after the administration of antipyretic analgesics was
eliminated from the evaluation of the “afebrile state.”

3) Time to symptoms alleviation by all symptoms The time from the start of
test drug treatment to the “alleviation” state for each influenza symptom
graded by the investigator based on the patient diary was evaluated. The
score graded within 4 hours after the treatment with antipyretic analgesics
was eliminated from the evaluation of the “alleviation.”

4) Time to alleviation of fever (Time required for the body temperature to
decrease) “Alleviation of fever” was defined as the state where the body
temperature (axillary) remains at 37.4°C or below for 21.5 hours or longer
after the body temperature returns to 37.4°C or below. “Time to alleviation
of fever” was assessed as the time from the first drug administration to the
time point when the body temperature returned to 37.4°C or below. The body
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temperature measured within 4 hours after treatment with antipyretic
analgesics was eliminated from the evaluation for the “time to alleviation of
fever.”

(2) Assessment of non-inferiority for the primary endpoint Non-inferiority
of favipiravir to oseltamivir phosphate was verified when the lower limit of
the 95% confidence interval of the estimated hazard ratio of Group T to
Group O did not fall below 0.784.

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

The severity of symptoms were rated on a 3-category scale (mild, moderate,
and severe) in accordance with the Criteria for Symptom Severity Evaluation
and on a 5-grade scale (Grades 1 to 5) in accordance with the Japanese
translation of Common Terminology Criteria for Adverse Events v3.0
(CTCAE v3.0).

In cases in which evaluation according to the latter 5-grade scale was not
possible, grading was 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 disabling” to “Grade 4,” and “Death related to an AE” to
“Grade 5.”

The causal relationships to the test drug were rated on a 5-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 for which a causal relationship to the test drug was rated as
categories 1 through 4 were counted as adverse events for which a causal
relationship to the test drug could not be ruled out.

i Safety
Endpoints

18. Statistical
methods

Efficacy:

(1) Time to Symptoms Alleviation

1) A hazard ratio of Group T to Group O for time to alleviation of primary
symptoms (cough, sore throat, headache, nasal congestion, feeling feverish,
body aches and pains, and fatigue [tiredness]) and its 95% confidence
interval were calculated using the Cox proportional hazard model. Non-
inferiority of Group T to Group O was verified when the lower limit of the
95% confidence interval did not fall below non-inferiority margin.

Data of patients who did not show symptom alleviation by Day 15 were
censored.

2) The survival distribution function of time to primary symptoms alleviation
was plotted using the Kaplan-Meier method for each group. A median and
95% confidence interval of time to primary symptoms alleviation were
calculated.

3) Alleviation rates of primary symptoms at 24, 48, 72, and 96 hours after
the start of test drug treatment were compared between groups taking
adjustment factors at allocation and viral titer at enrollment into account.

4) Background factors were examined, and a hazard ratio of Group T to
Group O was estimated using the Cox proportional hazard model taking
background factors as covariates if appropriate.

5) Time to alleviation of all symptoms (cough, sore throat, headache, nasal
congestion, feeling feverish, body aches and pains, fatigue [tiredness], neck
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pain, interrupted sleep, and loss of appetite) were analyzed as described in
items 1), 3), and 4) above. Non-inferiority evaluation was not performed.

6) A distribution for the time to primary symptoms alleviation was assumed,
and an accelerated model with adjustment factors at the time of allocation as
covariates wasapplied to the distribution exploratorily.

(2) Analysis of Time to Afebrile State

1) A hazard ratio of Group T to Group O for time to afebrile state and its
95% confidence interval were calculated using the Cox proportional hazard
model. Data of patients who did not achieve afebrile state by Day 15 was
censored.

2) The survival distribution function of time to afebrile state was plotted
using the Kaplan-Meier method for each group. A median and 95%
confidence interval of time to afebrile state were calculated.

3) Summary statistics of the body temperature at each measurement point
were calculated for each group.

4) Afebrile state rates at 12, 24, 48, and 72 hours after the start of test drug
treatment were compared between groups taking adjustment factors at
allocation and viral titer at enrollment into account.

5) Background factors were examined and a hazard ratio of Group T to
Group O was estimated using the Cox proportional hazard model taking
background factors as covariates if appropriate.

(3) Analysis of the Time to Alleviation of Fever

1) A hazard ratio of Group T to Group O for time to alleviation of fever and
its 95% confidence interval were calculated using the Cox proportional
hazard model. Data of patients who did not show fever alleviation by Day 15
were censored.

2) The survival distribution function of time to alleviation of fever was
plotted using the Kaplan-Meier method for each group. Their medians and
95% confidence intervals were calculated.

(4) Analysis of Virus

1) Viral titers were compared between groups taking viral titer at enrollment
and adjustment factors at allocation into account.

2) Summary statistics of viral titers at each measurement point and their
changes from baseline were calculated for each group. Time courses of viral
titers were plotted for each group.

3) Virus survival rates (on the basis of virus detection) on Day 2, Day 3, Day
4, and Days 5 through 10 were calculated for each group.

(5) Time to Symptoms Alleviation by All Symptoms

1) A hazard ratio of Group T to Group O for the time from the start of test
drug treatment

to alleviation of a symptom (with a score of 1 or below) and its 95%
confidence interval were calculated for each symptom using the Cox
proportional hazard model. Data of patients who did not show alleviation of
a symptom by Day 15 were censored in the corresponding analysis.

2) The survival distribution function of time to alleviation of a symptom was
plotted using the Kaplan-Meier method for each group. Medians and 95%
confidence intervals of time

to alleviation of a symptom were calculated.

(6) Total Scores of All Symptoms
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1) Total scores of primary symptoms and all symptoms were compared
between groups taking the total scores prior to the test drug treatment and
adjustment factors at allocation into account.

2) Summary statistics of total scores at each measurement point were
calculated for each group.

(7) The Amount of Acetaminophen Used

The amount of acetaminophen taken was compared between groups.

(8) Secondary Infection in Respiratory System

1) The relative risk of Group T to Group O and its 95% confidence interval
were calculated for the incidence of secondary infection in the respiratory
system from the start of test drug treatment until Day 15.

2) The relative risk of Group T to Group O and its 95% confidence interval
were calculated for the incidence of secondary infection from the start of test
drug treatment until Day 15 for each respiratory system disease (pneumonia,
bronchitis, sinusitis, and tympanitis).

Safety:

(1) Adverse Events

1) Adverse events entered in e-CRFs by the principle investigator and sub-
investigators were coded using MedDRA Ver. 12.1.

2) The incidence of AEs was summarized by group and causal relationship
to the test drugs. The relative risk of Group T to Group O and its 95%
confidence interval were calculated for the incidence of AEs.

(2) Laboratory Parameters

1) Summary statistics was calculated for each group and period.

2) Time course was presented graphically.

3) A shift table describing changes in laboratory parameters from prior to the
test drug treatment to Day 3 and Day 8 was tabulated for each group.

(3) Vital Signs

1) Summary statistics were calculated for each group and period.

2) Time course was presented graphically.

3) A shift table describing changes in vital signs from prior to the test drug
treatment to Day 3 and Day 8 was provided for each group.

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

Patients with influenza aged between 20 and 74 years

20, Efficacy
Results

Efficacy results:

(1) Time to symptoms alleviation

The lower limit of the 95% CI for the hazard ratio of favipiravir to
oseltamivir for time to primary symptoms alleviation in patients included in
the PPS exceeded a predetermined non-inferiority margin, which
demonstrated the non-inferiority of favipiravir to oseltamivir phosphate. The
lower limit of the 95% CI for the hazard ratio also exceeded the
predetermined non-inferiority margin in patients included in the FAS.

In this study, A (HINI) 2009, A (H3N2), and influenza B viruses were
detected. The median time to primary symptoms alleviation in favipiravir for
these virus subtypes was 49.5, 70.0, and 77.1 hours, respectively. In contrast,
the median time to primary symptoms alleviation in oseltamivir for these
virus subtypes was 44.7, 64.4, and 114.8 hours, respectively. The median
difference in time to primary symptoms alleviation among virus subtypes
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was smaller in favipiravir than in oseltamivir. The time to primary symptoms
alleviation was longer in patients with higher total scores of primary
symptoms at enrollment in both treatments, although its degree was greater
in oseltamivir than favipiravir. As the time from symptom onset to visit
became longer, alleviation rates in primary symptoms at 24, 48, 72, and 96
hours after the start of test drug treatment for oseltamivir tended to decline,
whereas alleviation rates for favipiravir were less likely to be affected by the
time from symptom onset to visit.

(2) Analysis of Time to Afebrile State

The median difference in time to afebrile state between favipiravir and
oseltamivir for patients included in the PPS was 5.5 hours, and time to
afebrile state was longer for favipiravir than for oseltamivir.

(3) Time to alleviation of fever

The median time to alleviation of fever was 1.4 hours longer in favipiravir
than in oseltamivir for patients included in the PPS. The median difference
in time to alleviation of fever was 4.1 hours shorter than that in time to
afebrile state, suggesting that the difference between favipiravir and
oseltamivir observed regarding the time to afebrile state was greatly affected
by the difference in time required for the body temperature to decrease from
37.4°C to 36.9°C or less.

(4) Antiviral effect

In patients included in the PPS, negative rates of viral titers in favipiravir
were equal to or greater than those in oseltamivir and they did not vary with
virus subtypes. Negative rates of viral titers decreased with higher viral titers
at enrollment and they decreased more markedly in oseltamivir than in
favipiravir. It was therefore considered that favipiravir showed antiviral
effects, regardless of virus subtypes or baseline viral titers. No influenza
virus was isolated from the nasal cavity of patients receiving favipiravir after
Day 5.

(5) Time to symptoms alleviation by all symptoms

In patients included in PPS, the time required for 90% to 95% of patients to
achieve alleviation was longest for cough in both favipiravir and oseltamivir,
and an alleviation in cough seemed to greatly affect time to symptoms
alleviation. As for time to alleviation of cough, the time required for 50% of
patients to achieve alleviation in symptoms (median time to alleviation of
cough) was longer for favipiravir than for oseltamivir; however, the time
required for 90% to 95% of patients to achieve alleviation in symptoms was
almost the same between favipiravir and oseltamivir. Time to alleviation of
sore throat and nasal congestion was also almost the same in both favipiravir
and oseltamivir.

(6) Total scores of all symptoms

The time course of total scores of primary symptoms and all symptoms in
patients included in the PPS was similar between favipiravir and oseltamivir.
(7) Time to primary symptoms alleviation by acetaminophen usage

The time to primary symptoms alleviation was longer in patients who used
more acetaminophen, and the trend was more remarkable in oseltamivir than
favipiravir.

(8) Presence or absence of secondary infections of the respiratory system
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Treatment with favipiravir did not increase the risk of secondary infections
of the respiratory system in patients included in the safety analysis set. No
patients developed pneumonia after favipiravir treatment.

21. Safety Results

1) No death was reported in the safety analysis set (N=758). One patient
experienced 1 serious adverse event other than death (Cellulitis) in
favipiravir, and 1 patient experienced 1 serious adverse event other than
death (Abortion spontaneous) in oseltamivir. The causal relationship
between the test drug and these events were considered as “unrelated.”

(2) In favipiravir (N=378), 18 significant adverse events other than serious
adverse eventswere reported in 13 patients. In oseltamivir (N=380), 22
significant adverse events other than serious adverse events were reported in
19 patients. The incidence of significant adverse events other than serious
adverse events in favipiravir and oseltamivir was 3.4% and 5.0%,
respectively. In favipiravir, 2 patients experienced 2 adverse events resulting
inwithdrawal (Eczema and Enteritis infectious). In oseltamivir, 4 patients
experienced 6adverse events resulting in withdrawal (Eczema,
Gastroenteritis, Vomiting, Pruritus, Rash, and Herpes simplex). The
incidence of adverse events resulting in withdrawal in favipiravir and
oseltamivir was 0.5% and 1.1%, respectively. A causal relationship between
adverse events resulting in withdrawal could not be ruled out for Eczema,
Gastroenteritis, Vomiting, Pruritus, and Rash. None of these adverse events
were regarded as clinically critical.

(3) The incidence of adverse events was 31.7% (120/378, 163 events) in
favipiravir and 25.3% (96/380, 135 events) in oseltamivir, These adverse
events were classified as moderate or less severe. The relatively frequently
reported adverse events were Diarrhoea (24 events) and Blood uric acid
increased (21 events) in favipiravir and Diarrhoea (23 events), Vomiting (10
events), Nausea (9 events), and Blood triglycerides increased (8 events) in
oseltamivir. Diarrhoea, which was most frequently observed with
favipiravir, also occurred frequently in patients treated with oseltamivir.
Therefore, Blood uric acid increased appeared to be an adverse event specific
to favipiravir.

(4) The incidence of adverse events was higher in favipiravir than in
oseltamivir (95% CI of relative risk: 1.001, 1.578). However, the incidence
of adverse events excluding Blood uric acid increased was similar in
favipiravir and oseltamivir (95% CI of relative risk: 0.849, 1.373). In
addition, the incidence of adverse events classified as moderate or more
severe was similar in favipiravir and oseltamivir (95% CI of relative risk:
0.600, 2.078).

(5) The incidence of adverse events in favipiravir was not affected by the
presence or absence of liver function test abnormalities, and the incidence
did not increase in patients with liver function test abnormalities. It was
considered that the risk of adverse events in favipiravir was equal to or lower
than the risk of those caused by oseltamivir in patients with mild renal
impairment.

(6) The relative risk for the incidence of adverse events in favipiravir did not
increase to 2 or more after use of any concomitant drug. The relative risks
for the presence or absence of antipyretics, which were used most frequently
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with the test drug, were similar for both favipiravir and oseltamivir. It was
considered that when favipiravir was used in combination with drugs
inhibiting AO or those metabolized by AO, the risk of adverse events was
equal to or less than the risk of those caused by oseltamivir.

(7) Regarding the laboratory values including the endocrine test results, vital
signs, and ECG findings, no specific tendency was noticed after
administration of the test drug except for uric acid. No clinically critical

abnormality was recognized in the test results.

22. Conclusions

Favipiravir was expected to improve symptoms in patients with influenza
virus infection within 2 to 3 days of treatment, regardless of virus subtypes.
There were no medical findings or signs associated with the transient
increase in uric acid levels, and no clinically significant adverse events. From
these results, favipiravir, a novel RNA polymerase inhibitor, appeared to
serve as a new treatment option for influenza virus infection.
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Jlonarok 30

10 TTopsiiKy IPOBEACHHA EKCTICPTHIN
peecTpaniiHuX Matepianis Ha JikapchKi 3ac00H,
110 TIOJIAFOTHCS Ha JEPKABHY

peecTpalito (nepepeecTpaliio), a TAKOK
GKCIIePTU3M MaTepialiB Mpo BHECCHHS 3MiH 10
peecTpauiliHix MaTepiallis IPOTAIOM nii
peecTpaliftHOro MOCBIYCHHA (mynxt 4 posainy IV)

3BIT
npo KJIiHigHe BUIPOOYBAHHS
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| 1. Hassa
niKapchKoro 3acoly
(3a HAsIBHOCTI —

ABII'AH (®asinipasip) TabieTkH 110 200 mr

HOMED

peecTpauiifiHoro

TIOCBIYCHHS)

2. 3agBHUK H-p Penai’c JIaBoparopic JITK; 8-2-337, Poyn Ne 3, banmkapa Ximns,
Xaitnepaban, Tenanrana — 500 034, Inuis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. BupobHuk TOSIMA ®EKTOPI @Y DKUDLIIEM TOSIMA KEMIKAJI KO., JITIT;

4-1, Illnmo-Oxyi 2-Yome, Tosma-1um, Tosama, Anonist /
TOYAMA FACTORY FUJIFILM TOYAMA CHEMICAL CO. LTD;
4-1, Shimo-Okui 2-Chome, Toyama-shi, Toyama, Japan

4, ITpoeneHi
TTOCITIJIPKEHHS

Tak | _|Hi  SIKIIO Hi, BKa3aTH NPHIUHY

1) THII TiIKapCHKOTO
3aco0y, 3a AKMM
nporojuacs abo

Jlikapcbkuii 3aci0 3 HOBHAM /10CHE (aBTOHOMHE 10CHE)

BUIpoOyBaHHs

IIAHYE€ThCH

peecTpallis

5. IloBna Ha3Ba T705aJP312

KJTiHIYHOTO ®aza 111, mogiiine caine JOCIILKEHHS, nopisusHus (apinipasipy Ta
BUTIPOOYBaHH, ozensTaMiBipy docdary B NALiEHTIB 3 ingexuicio Bipycy rpHIry
KOJOBaHHUil HOMEp - GaraToLEHTPOBE, MOJBIiHE CliNe JOCITiKEHH: JMHAMIYHOTO PO3MOJIiTY-
KJIiHIYHOTO

BUIIPOOYBaHHS

6. ®aza xiiniunoro | ®aza Il

Bunpo0yBaHHA

7. Iepion Hayashi Clinic and 152 other facilities

POBE/ICHHS

KJIIHIYHOTO 3 1 rpyaus 2009 poky no 12 nmuctonaza 2010 poky

BUIIpOOYBaHHS

8. Kpaiuu, e Snonis

TIPOBOUIIOCS

KTiHIYHE
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9. Kinekicts
JIOCTTI JDKY BAHMX

750

10. Mera ta
BTOPHUHHI 11ii
KJIHIYHOTO
BUIIPOOYBaHHA

OcHoBHa MeTa 10J15rae B TOMY, 1106 IPO/IEMOHCTPYBATH He MEHIIY SKICTE
asinipaBipy mono osensramieipy docdary, Buxomsum 3 qacy Imo
noTpibeH /s  IOJIErIIeHHS OCHOBHMX CHMIITOMIB Yy  Hali€HTiB,
iH(IKOBaHMX BipycoM rpwmy, ski oTpuMyBamu GaraTopasosi nepopanbHi
no3u Qasinipasipy nporsrom 5 jHiB. BropunHOI MeTolo € mopiBHAHHS
besnexu Ta edekTuBHOCTI (asinipasipy 3 osensTamiBipom docarom Ha
OCHOBI IaHKX 110710 O€3MeKH Ta IHIIMX KiHIEBUX TOYOK eheKTHBHOCTI.

11. uzaiin
KJIiHIYHOTO
BUIIPOOYBaHHS

bararoneHtpose, nojBiiine cuine, napaie/IbHO-TPYIIOBe IMOpPiBHAIbLHE
JOCIIIKEHHs (JIMHAMIYHUM po3nofin).

12. OcHoBHi
KPUTEPi1 BKITIOUEHHS

1) IMauientn y Bimi Big 20 mo 74 pokiB (Ha MOMEHT MijNUcaHHS
iH(hopMOBaHOT 3roH).

2) IawienTy, y IKMX Ma30K 3 HOCa a60 [VIOTKY J1aB MO3UTHBHUIT PesyIIbTaT
Ha aHTHUTEH BipyCy rpuiy.

3) IauienTy 3 Temneparyporo Tina (naxeosoi eraxuan) 38,0 © C abo Bume
Ha MOMEHT BKJIIOYEHHS B JOCIIIMKEHHA.

4) Iauientn 3, mpunaimui, 2-Ma aGo Giiblle 3 MepeTiYeHUX HIDKYE
CHMIITOMIB (CEPEHBOI0 Ta TSDKKOTO CTYNEHS TSKKOCTI) HA MOMEHT
BIUIFOYEHHSI: Kallesb, 6ib y ropi, rooBHui Gijlb, HEXMTE, THXOMAaHKA,
Oomi B Tini Ta 3aransHa cnabkicTs (BToMa).

5) IManieHTy, sKi po3yMirOTE BUMOTH L[LOTO JIOCTIKEHHS Ta NOOPOBINBEHO
JIaI0Th IIMCHEMOBY iH(OpMOBaHY 3roay.

13. HocnimxyBanuii
NiKapceKuii 3aci0,
crocit
3aCTOCYBaHHs, CHJIa
aii

Hocnimxysannii npenapar, Ne naprii:

Tabnerka T-705a [200]: koxua Tabnerka, mo Mictute 200 wmr
(arinipasipy (maprist Ne MAS507F200)

Tabnerka T-705a [[Tnaue6o (100)]: BinmoimHa TaGnerka mmane6o s
tabnerku T-705a [200] (naprist Ne LE602F100)

Jlo3a Ta criocif 3acTocyBaHHS:

I'pyna T: 1-it nens Paginipagip 1200 mr (nepuie mo3ysanns) Ta 400 mr
(mpyre mo3yBaHHs), OTIM IPOTATOM HACTYIHMX 4-X AHIiB 400 Mr aBiui Ha
JCHB.

I'pyna O: Osenpramisip ocdar 75 Mr aBidi Ha A€Hb IPOTAroM 5 JHiB.
LlenTp peectpanii narieHTiB AUHAMIYHO PO3IOIIAB KOXKHOIO MAI[i€HTa 0
rpynu T abo rpymu O. Y 1-ii jieHp nauieHT! npuiiMany J0CiiapKy BaHUi
npenapar Bifipa3y Mic/s NPHU3HAYCHHS Y JOCHIAHIA yCTAaHOBI — mepimy
nosy. llpm orpumanni Japyroi no3uM 1-ro JHS MNaIlieHTH NpUAMAaTH
JOCTIPKYBaHUH Ipernapar yepes iHTepBal He MeHIIe HixX 4 roauH. 3 2-ro
IHA TAIieHTH NpUAMad D0CIiDKyBaHUH [IperapaT BpaHIi Ta BBedepi,
npuHaiMHi, yepes 30 XB micis Txki.

14. Tlpenapar
MOpPiBHAHHA, 1034,
croci6
3aCTOCYBaHHs, CHJIA
Jii

KonTponsuuii npenapat, Ne napTii:

Kancyna Tamipmo 75 wmr: xancyna Tamidmo 75 wmictute 75 Mmr
osensraMiBipy. (maptis Ne MD502C075 nns SAnownii; £L0209229 nns Kopel
Ta TaiiBaHo)

Kancyna mmauebo Tamidumro: kxamcyna minanebo 6e3 ozemsTamiBipy 3a
30BHILUHIM BHUIJIAOM He BiApi3HAETHCS Bij Kancyau Tamidumio 75 Mr.
(maprist Ne MD602C075 juist SAnonii; L0209230 nist Kopei Ta Taiisanio)

15. CynyTHs Tepanis

(1) CynyTHi npenaparu




113

Sxmo Oyap-akuit iHmmit nmikapcekuil 3aci6, okpiM  mocimKyBaHMX,
3aCTOCOBYETBCSI ~ MPOTATOM  I1€piojly  JMIKYBaHHS, BiX  IOYATKY
BUIPOOYBAHOTO JiKyBaHHS 110 15-r0 JHS KOHTPOJILHOTO BijiBiyBaHHs (260
TiCHIs TIPUMMHEHHS JTiKYBAaHHS JOCHIIXKYBAHUM TpenapaToM), HeobXiaHo
BHECTH Ha3BYy Mpernapary, L0 3acTOCOBYBaBcs, crocib ioro mosyeanus,
no6osy 03y, TpuBanicTs Ta Lini B 6nank 3sitHocti (e-CRF).

1) 3aboponeni cymyTHi npenaparu

3abopoHeHo npuiiMaTH JiKapceKi Ipenapat Bij a) 10 M) (BKIIOYal0uH X
1103abip3koBi Bepcii) Mif Yac BChOro nepiojy Bij moyarky BUIPOGYBAHOTO
JIIKyBaHHs NPENapaToM 0 Bizuty Ha 15 jeHb (60 B MOMEHT NPUITMHEHHS
npuiiomy npenapary).

a) Kapo3sHmKyroui aHaIbreTHKH, OKpiM aneraminodeny

6) KombiHoBaHi niku Bij 3acTyau

B) [IpoTuKamILoBi npenapatu

r) AHTuricTaMiHHi Ipenapati (OKpiM TpaHC/epMaJibHUX MpenapaTiB Ta
JTiHIMEHTIB)

1) Kuraiiceki pocauuHi npenapatu

e) IIpobenermy

g) [IpenapaTu imyHOrOOY MiHIB JIFOAUHI

h) INpenapaTy, mo crumy Tk Jeiikonoes (G-CSF Tomo)

i) AnpeHoxopTukocTepoiad (OKpiM TpaHCAEpPMadbHUX Mpenaparie Ta
JHIMEHTIB)

1) ImynozgenpecanTy (OKpiM J1iHIMEHTIB)

k) Inmi nporurpunosHi mpenapatd  (BKIIOYAIOYM — AMaHTAJHUHY
riIpoxnopum)

1) Inmi npotusipycHi npenaparu (okpiM JliHiMeHTIB)

M) [HIi focnimKyBaHi npenapatu

n) AmnxrtubaxrepialpHi mHperapaTtd: INALieHTH MOXYTb NpUHMATH
anTubaxrepialbHi npenapaTH, KOJIM IPHUEIHYEThCS BTOPUHHA iH(eKis
mic/1s BBE€IGHHA TECTOBOTO Ipenapary (3acTocoByeThes juine B Kopel).
Lleit mynkT Oyno mepemimeno i3 posminy «2) Jliku, mo BHMararoTh
00epesKHOro CYITyTHEOI'O 3aCTOCYBAHH BignosigHo 1o Bkaszisok KFDA).

16. Kpurepii orinku
edexTuBHOCTI

(1) Ouinka KniHIYHOT CUMIITOMATHKH.

1) Yac 10 mom’sKIIeHHs MEepBHHHMX CHUMITOMIB (4ac, HeoOXimuui s
MOJIETINEHHS 7 OCHOBHHMX CHMIITOMIB TPHILy ICJIS I[I0YaTKy Ipuiiomy
JOCIipKyBaHoro npenapary). «[lonermenssy BU3Ha4anocs K cTaH, KOIH
Bci Oamu, ouUiHEHI MOCHIIHMKOM Ha Mi/JcTaBi 3amMCIB y UOJEHHUKY
Nalli€HTa, 3aJIMIIal0TECS HE3MIHHUMHE npoTiaroM 21,5 roauuu abo gope
miciist TOro, sIK yci NOKa3HUKM 3HM3ATheS 10 1 abo Hmpkue, Ouinky, ski
OlliHeHI mnpoTaroM 4 TOAMH TCHIA BBEJCHHA JKAPO3HIDKYIOUMX
aHaJbreTUKIB, OYJIM BUKITIOYEHI 3 OLIHKH KpuTepilB "nonermenus". «Yac
10 NOM’ SIKLICHHS [IEPBUHHUX CUMIITOMIBY, sIKHI OyB OCHOBHOIO KIHIIEBOIO
TOUKOIO 1[LOTO AOCHTIDKEHHs, BU3HAYABCs K Yac, HeoOXimHmii 1ys Beix 7
OCHOBHMX CHMIITOMIB rpumy (kamenbs, Oinb y ropni, rojoBHuit Oinb,
HEXUTh, rapsiyka, 6oui B Tii, 3aransHa ciaabkicts [ BTomal), mob gocartu
«TIOJIETIIEHHS» (MOMEHT Yacy, KojM Bci cumrroMu Oynu oniHeHi 1 a6o
HWKYE) BiJl I0YATKY TECTYBaHHs MPEapaToM.

2) Yac jmo adebpunsHoro crany (uac, HeoOXimHuil mns Toro, mob
TeMIlepaTypa Tila HOpMaiisyBajiacs IIiCJIs  TIOYaTKy  MpuiioMy
JOCJIDKYBAHOTO Ipenapaty). “AdeGpunbHuii ctan” BU3HAYaBCs K CTaH,
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KOJM TeMIlepaTypa Tina (maxeoma) 36epiraetscsa Ha piBni 36,9 © C abo
HUxK4Ee mporsroM 21,5 rogun abo JoBmIe ITicis TOro, fAK BOHA
HopManisyBanacs 10 36,9 ° C abo miwkye. "Yac 1o adebpuneHoro crany"
OLIiHIOBAJIH SIK UAC BiJl TIOUATKY MPUOMY JOCIIIKYBAHOTO MpenapaTy 10
"adeOpunsuoro crany". Temmeparypy, sfiKy BuUMiproBanu nporsrom 4
FOJUH ITiCJIs BBECHHS JKaPO3HIDKYIOUMX aHaIbIeTHKIB, Oyla BUKIIOYEHA
3 OILIIHKM KpuTepiiB "agebpunpHoro crany".

3) Yac 10 3MeHIIICHHS CUMIITOMIB 3a BCiMa CKapraMi OIliHIOBaBCA 4acoM
Bil moyarky mnpuidoMy JOCHTIJPKYBAaHOIO IIpemapaTy OO0 CTaHy
«ITOJIETIIEHH» JUIsS KOXKHOTO CHUMIITOMY IPUITY, OL[{HEHOTO JIOCIHiIHUKOM
HA OCHOBI 3amuciB y mOAeHHMKY mauieHTa. OLiHKa, fKa IpoBelIcHA
nporsroM 4  roauH  micAs  3aCTOCYBAHHS  YKapO3HMXKYBAaJIbHHX
aHaJIBreTHKIB, OyJia BUIy4YeHa 3 OLIHKM KPUTEPIiB «IIOJETTIEHH,

4) Yac mo mocnabnenss rineprepMil (dac, HeOOXiAHMH s 3HUKCHHS
Temnepatypu Tisia) "[TocnabieHHs MMXOMaHKK" BU3HAYANHU SIK CTaH, KOJIM
TeMreparypa Tiia (IaxBoBa) TpUMaeThes Ha piBHi 37,4° C aGo Hmkue
npotsirom 21,5 rogunu a6o posuwe. «Yac 10 mocnabiaeHHs rineprepmiin
OLIIHIOBAJIM K Yac BiJ MEpIIOro MpUiioMy npenapary J0 MOMEHTY, KOJIH
Temrneparypa Tija 3HmwKysanacs 1o 37,4 ° C abo mmxkue. Temneparypa
Tina, BuMmipsHa ~ npoTsroM 4 TOAMH  INCHA  3aCTOCYBaHH:A
KAPOHIDKYBAEHAX AHANBIETHKIB, Oyna BHIY4YeHa 3 KPMTEPiiB OLIHKM
«Jac 110 nocnabieHHs rineprepmiin.

(2) Ouinka edexTUBHOCTI JUIs IEPBUHHOI KiHIEBOi ToUkH (apimipasipy
[I0Kazana He MEHIIy e(eKTHBHICTH BiJHOCHO o3enbTamiBipy docdary,
KON HWKHA Mexa 95-% [JoBip4Oro IHTEpBaly pO3pPaxyHKOBOIO
cniBBigHomenHs pusukiB rpynu T go rpynu O He oIyckanacs HHXYe
0,784.

17. Kputepil oLiHKH
Oesnexu

JIoC/iTHMK OLiHIOBAB CTYIIHB TSDKKOCTI KOXHOI moGiuHol peakuii, ska
criocTepiranacss i Yac JAOCIIUKEHHs, Ta CyAHB NpO il NPHYHHHO-
HACJIIJIKOBUH 3B'SI30K i3 HOCITIKYBAaHUM IIPENIapaTOM.

[Mo6iuni sBuma KiacudikyBaauch 3a 3-0ajpHOIO IIKAJOK TAKKOCTI
(«Jlerka», «ITomipna» a6o «Tspkkay), mocunaroduck Ha Kpurepii mkanu
TSOKKOCTI Ta 3a 5-6anpHOM mKastoo (Bix 1 10 5), HocHIaloyHch Ha 3araibHi
tepminostoriuni kpurepii NCI mozo HecnpuaTiueux nofii v.3.0 (CTCAE
v3.0).

Slxio no6iuna peakiis He BIANOBIjac XOMHIH OLiHLI 3 BUIE HABEJCHMUX,
il OLHIOBANH 33 TIOCHJIAHHAM Ha IIKaTy KpUTepiiB TKKOCTI. «JIerkuib,
«ITomiprumity, «Taxkuity, «3arpoxkye >uTTIO abo iHBamifm3ye» Ta
«CMepTh, MoB's13aHa 3 MOOIYHUM ABUILEM» BiATOBIIaNA «1-My CTYNCHIO»,
«2-My CTYIEHIO», «3-My CTYIEHIO», «4-My CTYIECHIO» Ta «3-My CTYICHIO)
BiAMOBigHO.

[IpyYMHHO-HACIAKOBUH 3B'A30K i3  JOC/IIPKYBaHMM  IIpENapaTom
OliHIOBANM 3a WKanoo 3 m'aTH kareropi 1. «JloctoBipHuiy, 2.
<<PIMOBipHHﬁ)), 3. «MoxmBuity, 4. «Bigganenuit» abo 5. «bes
HocTOBipHOTO  3B’sI3KY», BiamoBimmo jo  Kpurepiie  npuuMHHO-
HACITIZIKOBOTO 3B'sI3Ky HECTIpUSTIMBHUX sBUIL. HeGaxani apuia, ouiHeHi sSK
1-4, posrmsjamuce K — Taki, MO HE MOXHA BUKIHOYHUTH 3B'I30K 3
JIOCJIiDKYBaHUM TIPEMapaToM.

18. CratucTHuHi
METOIH

EdexTuBHicTs:
(1) Yac ycyHeHHs CUMITOMIB
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1) Cniepinnomenns pusnkie y rpyma T o rpymu O npotsirom uacy ais
TIOJIETINCHHA MEPBUHHUX CHMNOTOMIB (Kawrens, Gilb y ropii, rogoBHui
Oi1b, HEKUTB, TMXOMaHKa, 60 B TiMi Ta 3aransHa caabKicTh [BTOMa]) Ta
95% noBipumii iHTepBan Gyiu po3paxoBaHa 3a JIOMOMOTOI MOMENTi
nponopuifinoi neGesnexn Kokca. He meHma edbexrtusnicts y rpymu T
mozo rpynu O Oyna miaTBepykena, KoM HIDKHA Mexa 95 % moBipyoro
IHTEpBATY HE OITyCKAJIACsH HUXKYE PiBHSA GE3IeYHOCTI.

Bymu nmignani nepermamyti gami npo namientis, y skux go 15-ro gms
CUMIITOMH He OYJIH yCyHYTI.

2) QyHKUiA PO3MOAINY TPUBANOCTI Hacy s 3MEHIICHHS MEPBHHHIX
cumnrtomie Oyna mobynosaHa 3a momomororo meroxy Kamnmana-Meitepa
A1 KOKHOI rpynu. PospaxoByeamu Meniany ta 95% nosipumit inTeppan
Yacy JI0 3MEHIIEHHS NePBUHHUX CUMIITOMIB.

3) IlopisHIOBaIN MOKA3HUKM TIOJIETIICHHs [IEPBUHHUX CUMIITOMIB yepes
24, 48, 72 Ta 96 romuH MicaA MOYATKYy NPAAOMY JOCIIIKYBaHOTO
npernapaTy MK IpynaMH 3 ypaxyBaHHSM KOPUIYIo4ux Koe(illieHTiB mpu
PO3IOALNTI Ta THTP BipyCy IPH BKIFOYEHH] B HOCIIiKEHH.

4) By BuByeHi GoHOBI hakTOpH, i OL{iHEHO BiIHOIIEHHS PU3KKY rpyrH T
Jo rpyma O, BUKOPHCTOBYIOYM MOJIENE NponopuiiiHol HeGesneku Kokca,
Oepy4n GpoHOBiI hakTOpH SK KOBAPIaHTHHUX, SKIIO Iie 6YJI0 JOpeUHo.

5) Hac o nmonermeHHs BCiX CUMITOMIB (Kaliels, 6iib y ropii, roJoBHHMIA
Oinb, HeXUTh, rapsayka, 6o B Tini, 3araneHa ciabkicts [Bromal, 6ine y
1K, 6E3COHHS Ta BTPATA alleTUTY) aHaNi3yBaIUCh, SIK OMHUCAHO B ITYHKTax
1), 3) Ta 4) Bume. OLiHKa HENOBHOLIHHOCTI HE PORO/IAIIACE.

6) Byno 3po6ieHo NpHITYIIEHHS PO YaCOBUI PO3MOLT MiX 3MEHIIEHHAM
NEPBUHHHUX CHMITOMIB Ta IIPUCKOPEHOIO MOJENb 3 KOPEKTHBHHMHU
koedillieATaMH Ha MOMEHT PO3IIOALTY B SKOCTI KOBapiaHTHHX.

(2) Amnanis yacy g0 [JOCSTHEHHS HOpMali3auil TeMmmepatypu Tina
(adeOpunbHOro cTAHY)

1) Cniepignomenus puzuxy rpynu T go rpynu O ajist yacy 10 JJOCATHEHHS
adgedbpuiieHOrO cTaHy Ta Horo 95% noripuwmii inTepran, Oynu po3paxopai
3 BHUKOPHMCTaHHAM TpormopiiiiHoi Mmomeni wnebesneku Koxca. Bynu
NepersiHyTi JaHi Npo MaLieHTis, ski He gocsariu ageOGpuabsHOro cTany a0
15-ro gus.

2) ®OyHKIiA po3NnoAiLy yacy A0 JocsrHeHHA adeOpunpHoro crany Oyia
noOygoBana 3a MeropoM Kamnana-Meifepa aiust  KoXHOT —rpymu.
Po3paxoByBanu meiany ta 95% joBipuuii iHTepBal yacy 10 JOCATHEHHS
aeOpUIBEHOTO CTaHY.

3) Jns KoxHOT 4acOBOI TOYKM BMMIipIOBaHHs OyJIM po3paxoBaHi 3BelCHI
CTaTUCTHYHI JaHi PO TEMIEPATyPH TiNia AJi KOXKHOT rpymu.

4) ITopiBHroBaIM MoKa3HUKH adeOpunpHOro cTany uepes 12, 24, 48 ta 72
TOIMHH TTiC/Is TIOYATKy NMPUHOMY BUTIPOOYBaHOTO MPENapaTy Mix rpynaMu
3 ypaxyBaHHAM KOPUTYIOYHX Koe(ili€HTiB IIPH pO3NO/ALTi, Ta TUTPY Bipycy
NPY BKJTIOYEHHI B JJOCIIKEHHS.

5) Burueno ¢oHOBI ¢akTOpH Ta OLIHEHO CHiBiAHOIEHHA pu3uKy rpymu T
no rpyma O, BUKOPHCTOBYIOUH IponopuidHy Moaens Hebesnexu Koxca,
Gepy4un hoHOBI (HaKTOPH sIK KOBapiaHTHUX, SKINO Le OyN0 TOpetHo.

(3) Anauiz yacy HeoOXiIHOTO /IS 3HVIKEHHS PIBHA JIMXOMAaHKH

1) CnieeigHomeHHst pu3ukiB rpynd T go rpymu O nporsarom dyacy
HeoOXiqHOTO [UI 3MEHIIeHHs TeMiepaTypH Ta i 95% nosipuuil inTepBan
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Gynu pospaxoBaHi 3 BUKOPHUCTAHHAM MOJIEJIi TPOTIOPLIHHOrO PH3HKY
Kokca. Byma mimnani ueH3ypi naHi Opo TMALieHTiB, Yy AKMX HC
CIocTepiranocs 3HIKEHHS PiBHS rineprepwmii 1o 15-ro aud.

2) OyHKUis PO3MOANY Hacy, HEeOOXiTHOrO MU 3HIDKCHHA PIBHA
rineprepwmii, 6yna nobyaoBana 3a I0IOMOrolo metony Kannana-Meiiepa
U1 KOYKHOI rpy i, Po3paxoByBai ix Meaianu Ta 95% moBipdi iHTepBAIH.
(4) Auani3z Bipycy

1) Tutp BipyciB rpuIty MOPiBHIOBAIH MK TpyTIaMy, SKMM [IPOBOJIMBCS TCCT
Ha BipyCHUI TUTP NpH BKIIOUEHH] B OCIi/UKeHHS Ta oLliHKa KoedilieHTa
BKJTFOUEHHS Ta KOPUT'YBaHHA NPH po3IIoziIi.

2) 3BejieHa CTATHCTHKA BIpYCHUX TATPIB y KOXKHilH TOYUL BUMiPIOBAHHS T2
iX 3MiHM Bif BUXigHOTO piBHs Oyiy PO3pPaxOBaHi UL KOKHOT [PYIIH. Jnst
KOHOT rpyny Oyiu noGymoBaHi 4acoBi psu BipYCHMX THTPIB.

3) KoedinieHT BUKUBAHHS BipyciB (Ha OCHOBI BUABIICHHA BipyciB) Ha 2, 3,
4 ta 5-10 jgui po3paxoByBaIu s KOKHOI IpyTIH.

(5) Yac 10 ycyHEHHsA BCiX CHMIITOMIB

1) CriiBBiHOIICHHS pusuKiB rpymd T 10 TpyIH O fo uacy BijJ IMOYATKY
npuiiomy BunpoOyBaHOro mpernapary Ho [IONErmeHHs CUMITOMIB (3
owinkoio 1 aGo Huwkye) Ta Horo 95% JOBipumii iHTEpBall, PO3PAaXOBYBaJIH
IS KOJKHOTO CHMIITOMY, BHKOPHMCTOBYIOHM MOACTE NponopIifHOT
ne6eamexn Kokca. JlaHi MaIfieHTiB, qKi He IIOKazand MOCiabNeHHs
cumrroMy 0 15 s, Oyim TepersAHy Tl Y Bi/IOBIHOMY aHaisi.

2) OyHKLis pO3MOLLY Yacy HeOBXIIHOTO Ha NIOJICTTIEHHs CHMITOMIB Oyna
noGy1o0BaHa 3a [I0TIOMOTOK0 METOIY Kamnana-Meitepa /151 KOKHOT IPyTIH.
Bym pospaxosaHi memian Ta 95% poBipui iHTepamM  JULA Hacy
HEOGXiHOTO /LISl TIONETEHHs CHMIITOMIB.

(6) 3aransHuii 6an ycix CHMIITOMIB

1) araybHuii 621 nepBUHHNX CHMIITOMIB T2 BCIX CHMIITOMIB MOPiBHIOBAIIA
MK Tpymamu, Oepydd JI0 yBar sara/bHUi 6an BCiX CHMITOMIB [0
[OYaTKy JiKyBaHHS JIOCHIDKYBAHMM MNpelaparoM Ta KOpUTyBaJbHI
haKTOpU TPH POSTIOALTI.

2) 3BejicHa CTATUCTHKA 3arallbHUX GaitiB y KOKHil TOUI BAMIPIOBAHHA
pO3paxoByBajacs Uil KOKHOT IpyIIH.

(7) KinpKicTh BHKOPUCTAHOTO anetamiHodery

KinpKicTh npuitHATOTO areTaMinoQeHy IOPiBHIOBANIM MK IPyTIaMH.

(8) Bropwina indexis B AMXaTBHIN cucTeMi

1) BigHocHUH PU3HK IrPYTIH T no rpynu O Ta i 95% noBip4Mii iHTEpBAN
GyJu po3paxoBaHi Ay 4acTOTH PO3BUTKY BTOPMHHOT iH(eKLii B JuxanbHiH
cuicTeMi BiJ TIOYATKY 3aCTOCYBaHHs JOCIIIKYBAHOTO MpErapaty no 15
JTHSA.

2) BigHocHUI PU3HK IPYIIH T no rpynu O Ta if 95% JoBipunii iHTEpBAN
GyM po3paxoBaHi U1 YaCTOTH PO3BATKY BTOPUHHOT IH(eKIii BiJ MOYATKY
BUIPOOYBAHOTO JIKyBaHHA JOCTIKYBaHIMH TIperapaTamy /10 15-ro nus
s KOYKHOTO 3aXBOPIOBAHHS JMXanbHOi cucTeMH (TTHEBMOHI, OpOHXIT,
CHHYCHT Ta TUMITAHIT).

besneka:

(1) ToGiuni sBUIA

1) IToGiyni sBUIIA, BBejieHi B ONaHK 3BITHOCTI (e-CRF) oCHOBHMM
OCTITHUKOM Ta cy610CTiTHAKOM, KOJIyBaliCh 3a IOIIOMOI'0I0 MedDRA
Ver. 12.1.
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2) Yacrora ITS Oyna y3aransHeHa 3a TPyIIor0 Ta NPUYHHHO-HACIIIKOBUM
3B’ I3KOM 13 JOCIIIKYBAHUMHU MIperiapaTamMH. BinHocHuii pusuk rpynu T 10
rpymu O Ta if 95% poeipuni inTepsal Oym pO3paxoBaHi /i HMOBipHOCTI
punukHeHns [

(2) JlaGopaTopHi napameTpu

1) IigcymkoBa cratucTuka Oyma pospaxoBaHa A KOKHOI Tpylnu Ta
nepioay.

2) Yacoswii kypc GyB npeacTaBIeHMH rpagidHo.

3) TaGmuis 3MiH, MO ONUCYe 3MiHH NaGopaTOpHUX IOKA3HUKIB Bil
TOYaTKy JIKyBaHHs JIOCII/LKYBaHMM TperapaTaMu 10 3 Tta 8 nuis, Oyna
CKJTaJIeHa JIIsl KOJKHOI IpyIH.

(3) JKuUTTEBO BAXK/IMBI TTOKA3HUKH

1) 3BesieHa CTaTUCTHKA Oyna po3paxoBaHa JUisd KOHOT IpyTH Ta Mepioay.
2) Yacosuit Kypc OyB IpeicTaB/ICHUH rpadiuHo.

3) Jlna xoxwuoi rpynu Oyna Hajana TabMMLs 3MiH, MO ONKCYE 3MiHH
JKUTTEBO BAyCIMBHX OKA3HUKIB Bif OYATKY JIKyBaHHS 10 3-ro Ta 8-ro
JHIB.

19. lemorpadiumi
TIOKa3HUKH
JIOCTIKY BaHOT
oy Aii (crath,
BiK, paca, TOIIO)

[larienTy 3 BipycoM rpuroM y Bimi Bin 20 1o 74 poKiB

20. Pesynbrati
e(heKTHBHOCTI

PeaynbTaTy e(eKTHBHOCTI:

(1) Yac mo nosermenHs CUMITOMIB

Hiokast Mexa koedimienty neGesmexu 3 95% JII dasimipasipy A0
03e/IbTaMiBipy, IPOTArOM 4acy HeoOXiHOro JULs MOJICTIEHH: NEPBUHHHUX
CHMIITOMIB y MalieHTis, BXmoderux Ao PPS, repesuilyBaia BU3HAYCHY
MeXy He MeHIOi e(eKTHBHOCTI, 0 MPOACMOHCTPYBAJIO IO dasinipasip
He Bi/pi3HAETECA BiJl 03€BTAMIBIPY docdary. Himxnsa mesxxa 95% JII st
CITiBBIHOIICHHS PU3UKIB TAKOXK IEPEBUILYyBala 3a3ajieriib BU3HAYCHY
MEXKY He MEHIIOT eeKTUBHOCT] Y MALlEHTIB, BKIIOYCHAX 10 FAS.

V 1poMy J0CITiDKeH ] OyIiu puspieni gipycu rpumny Ty A (HINT) 2009,
tunny A (H3N2) ta rpumy THILy B. Cepexnilf yac 10 TNOJECTTICHHA
NEPBUHHMX CHMIITOMIB ¥ rpyni ¢apinipasipy i 1UX MiATHIIR BipycCy
TPUITy CTAHOBHB 49,5, 70,0 ta 77,1 roguHH pignmosigHo. Ha mpoTtusary
LIBOMY, CepEIHiH Yac 10 AOCATHEHHS MOJIErIIEHHS MEPBUHHIX CHMIITOMIB
Tpu mpuioMi O3eNbTaMiBipy s LUX nigTUNiB Bipycy IpHIly CTAHOBHIIH
44,7, 64,4 ta 114,8 rogunu pinnoizHo. Mejiana pizHuil B gaci 1o
JIOCSTHEHHS TOJIETIIEHHs ePBUHHUX CHMITOMIB cepell MiATHIIB Bipycy
rpuny Gyna MEHIIOIO Y dasinipasipy, HiK Yy ozensTaMiBipy. Yac no
[1OJIErIIeH s IePBMHHUX CUMIITOMIB OyB JIOBIIAM Yy MAI[CHTIB 3 BHIMMH
saraJbHMMHM OajaMM [10 TEPBMHHUX CHMITOMaxX IpH BKJIFOUCHHI B
JIOCIi/KeHHS, B TPy 3 000Ma criocobamu niKyBaHHs, X04a Horo CTyIliHb
6yB GimBIIAM y OCENBTaMiBipy, ix y dasinipapipy. Ockilbku 4ac BiJL
[OYATKY CHMIITOMIB [0 Bi3UTy CTaB JIOBLIMM, TIOKASHHKI TI0JICTIIEHHS
MepBUHHMX CHMIITOMIB 4Yepes 24, 48, 72 Ta 96 roAaMH IICIA MOYATKY
MeIHKaMEHTO3HOTO JTiKYBaHHAM 03e/IBTaMiBipOM Mall TEeHJCHIU 10
SHIDKEHHS, TOJlI K TOKAa3HWKM IOJIETIICHHA CHMIITOMIB [pH npuiomi
apimipaBipy Mamu MEHIIMH 4yacOBMil BIUIMB BiJl MOMEHTY IIOSIBH
CHMIITOMIB JI0 BI3UTY.
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(2) Ananis yacy gocsirHeHHs aheGpHIBHOTO CTaHy

Cepenua  pisnuua y waci gocsrdenHs adeOpuibHOTO CTaHy Mix
¢asinipasipom Ta o3eabTaMiBipoM [ mauieHTiB, AKi BXomuiau o PPS,
CTaHOBMIIA 5,5 rOJIMHMY, Yac HocsrHeHHs adeOpHIIEHOrO cTaHy GYB J0BIIMM
y GaBinipasipy, Hix y o3enbTamigipy.

(3) Ananis yacy HeoOXiJHOTO IJIs 3HIKEHHS PiBHS rineprepmii
Cepenniit yac 3HWKeHHA piBHA rineprepmii Oye y dasimipagipy nHa 1,4
r'OJIMHU JIOBLIMM, HIX Y 03€JIBTaMiBipy JUIs aieHTis, Aki Bxoaunu ao PPS.
Meniana pisHuni B 9aci 1o 3meHuenHs rineprepmii 6yna Ha 4,1 roguHn
KOpPOTINA, HDK Yy uac 10 AociarHeHHs adeOpuibHOro CTaHy, 110 CBi[YUTH
Ipo Te, IO Ha pi3HUIKO MiX ¢aBinipaBipoM Ta 03e1BTaMiBipOM, IO
CIIOCTEPiraeThesl MOA0 Yacy JOCATHeHHsS adeOpUIBHOTO CTaHy, CHIBHO
BILTMHYJIA Pi3HUIIA B Yaci, HeoOXiqHa JIs 3HHIKEHHS TEMIIEPATYPH Tija 10
337,4°C no 36,9 ° C abo menine,

(4) IlpoTuBipycHuii edexr

V¥ nauieHTiB, BkmoueHUX 10 PPS, HeraTHBHI NOKA3HUKM TUTPIB Bipycy
rpuiy, o npuiivanu daeinipasip Oy piBHEUMH abo OinbIIMMH, HDX
NOKA3HUKK Yy MaLlieHTIB, 110 NPUAMAaTH 03e/IbTaMiBip, i BOHU He3alexalu
BiA migTHIB Bipycy rpumy. HeraTMBHI NoOka3HMKM BipYyCHHUX THUTpIB
3HMKYBAJIKCE 13 BULIMMH PiBHSAMM THTPIB BipyCiB IPUILY IIPU BKITIOYEHHI B
JOCIIJKCHHS, i BOHM NOMITHO Oiblle 3MEHINYBAINUCh ¥ 03€IBTaMIiBipy,
HiX y ¢aginipagipy. Tomy BBaxanocs, mo dasinipaBip BHABISE
MPOTUBIPYCHI e(eKTH, SKi He 3aJeKUTh BiJ MiTHIIB Bipycy rpuiy abo
BUXiJHOrO piBHA TUTpiB Bipycy. Ilicnsg 5-ro AHA 3 HOCOBOI NMOPOKHUHU
TAlli€HTIB, SAKi OTpUMYBaIH (arinipapip, He OyJ10 BUAIIEHO BipycCy rpuIy.
(5) Yac 1o ycyHeHHSs BCIX CHMIITOMIB

V nanienriB, BitoyeHux y PPS, uvac, HeoOXigHuil 11s IoJermeHHs
cumnroMiB y 90-95% mnanientis, OyB HalIOBIIMM Ul KalUIIO AK IPH
npuiiomi ¢aginipasipy, Tak i 03enbTaMiBipy, TAKOXK TMOJETIIEHHS KalILTIO,
CUIBHO BIUIMBA€E Ha 4ac JO yCyHeHHs Bcix cumnroMis. IIlo crocyerses
yacy Ha IOJIETINECHHs Kalumo, Jac, HeoOXimuuii s 50% nauientis pis
3MEHLIEHHsS CHMITOMIB (cepejHiil wac 10 IOJIETIIEHHA Kaluio), Oy
noBmmkM 1y daimipaBipy, HDX I 03eabTaMiBipy; OJHAaK vac,
HeoOXijHuit juis monermenHs cumnToMmiB y 90 no 95% nauienrie, Oye
Maike OJHaKoBMM Mik (asimipaBipoM Ta o3enpramiBipoM. Yac g0
roJiermeHHs 600 B TOPIIi Ta HEXKUTTIO TAKOXK OyB Maiike OJIHAKOBUM K
st paBimipasipy, Tax i Ay 03eJbTaMiBipy.

(6) 3aranpHa OI[iHKa YCIX CHUMITTOMIR

Yacosuii nepebir 3arajbHAX OLiHOYHHX OasiB NMEePBHHHUX CHMIITOMIB Ta
yciX CUMITOMIB y mauieHTiB, BodeHux 1o PPS, Gy omHakoBuM Mix
(haBinmipaBipom Ta 03eJIbTaMiBIpOM.

(7) Yac 10 MOJIETHIEHHS MNEPBHHHUX CHMIITOMIB INpH BHKOPHCTAHHI
areraMmiodeny.

Yac 10 3MEHINEHHs MNPOSBIB NMEPBHMHHMX CHUMITOMIB OyB IOBIIMM Y
nauieHTiB, fKi 3acTocoByBanu Oinbmiy go3y aneraminodeny, i g
TeHjeHuis Oyna Ginpll [OMITHOIO Yy TALEHTIB, WO NpUiManu
03eIbTaMIBIp, HIK Yy NMauieHTiB, wo npuiiMany dasinipasip.

(8) HasieHicTs aGo BigcyTHICTH BTOPHHHMX iHbEKUIH AUXaIbHOT CHCTEMH
Jlikysanus ¢asinipapipoM He IiJBHIIYBAJIO PU3HK PO3BUTKY BTOPUHHUX
inbexiiit qUXaTbHOT CHCTEMH y NALCHTIB, BKIIOYEHHUX JI0 TPYIIH aHalli3y
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Gesnexn. Ilicns nmikysamHs QasimipaBipoM y »OJHOro mauicHTa He
PO3BHMHYJIACh ITHEBMOHisl.

21. PesynbraTu
Besnexn

1) V rpyni ananisy 6esneku He Oyno sietanbHux Bunaakis (N = 758). V
OJIMHOTO TalieHTa 2adikcysamu 1 cepiiozne mobiuHe sBHUIIE, LETOMIT y
rpyni mwo npuiMana gaeinipasipy, i me B | nauienta cnocrepiranocs 1
cepiio3ne moGiuHe sIBMINE, CIIOHTAHHUH abopT B TpyI, WO NpUiMaNH
o3enbTaMiBip. IIpMYHMHHO-HACHIAKOBHM 3B’A30K MDK 0CITIIKYBaHMM
IIPEIIapaToM Ta LUMH OLIsIMU PO3IIISIAABCS K «HE NOB’ A3aHUI.

(2) Y rpyni dasinipasipy (N = 378) Gyo nosigomneso npo 18 Bumaakis
3HAYYMIUX NOOIYHUX SBULI, OKPIM cepiio3uux, y 13-tu manienris. Ilogo
osensramisipy (N =380), y 19 nauienrie 6y10 3apeecTpoBano 22 BUIagKH
3HAYYIIUX NOOIYHUX SBUIN, OKPIM cepitozuux. YacToTa 3HauHUX MobiyHMX
ABMIL, OKpiM cepiio3HMX, y (apimipaBipy Ta o3esibTaMiBipy cTaHOBHIA
3,4% Ta 5,0% BimnoigHo. VY rpymi dasinipaBipy y 2 mnauieHtis
crocTepiranych 2 BUMaaAKM MOOIYHUX peakuiil, o npu3Beno 10 BiAMiHM
HpUioMy mpenapaTy (€K3eMa Ta eHTepuT). Y rpymi o3ensTamiBipy y 4-x
TNALIEHTIB CIIOCTEpiranocs 6 BUNAJKIB MOOIYHUX SBMII, IO IIPU3BEIU 0
BiZIMiHM IIpenapaTy (eK3eMa, racTpOoeHTepUT, OOBOTA, CBepOixk, BUCHII TA
npoctui reprec). YactoTa BUHMKHEHHS NOOIYHUX SBUIL, IO NPU3BEIIHU 10
BiIMiHM mpuiiomy cdasinipasipy Ta osensramisipy, craHoBuia 0,5% Ta
1,1% Bignosigno. He MojxHa BUKITIOUaTH NPUYIHHHO-HACITIIKOBHIA 3B’ 130K
MDK TOOIYHHMM SBHINAMH, IO TNPH3BOJSTH A0 BiAMiHM mpuiioMy
npenapary, mOpd €K3eMi, ractpoenrepuri, OmoBori, cBepOexi Ta
BucunaHHAX. Xo/eH 3 nux noGiyHuX SBUIL He PO3INISAABCH K KIIHIYHO
3HaYy LIUH.

(3) Yactora nobivynux sBui craHoBuia 31,7% (120/378, 163 Bunaaku) y
dapiniparipy Ta 25,3% (96/380, 135 Bumanxis) y osensramisipy. Lli
nobiuni sBuma Oymu kiackpikoBaHi SK CepeHBOr0 CTYNEHS TAKKOCT.
ITopipHsAHO yacTHMK MOOIYHUMH ABHIAMU Oynu fiapes (24 Bumajaxu) Ta
3011bIIEHHS PiBHA ce40BOI KUCIOTH B Kpoei (21 Bunaaku) y dasinipasipy,
Ta Jiapes (23 Bunagxu), 6mopora (10 Bumagku), Hymota (9 BUIManKu) ta
MiZIBUINEHHA PiBHSA TPUIIILEPHIIB y KpoBi (8 BUMaaku) y o3enbTamisipy.
Hiapes, sika Haifyacrile criocTepiranacs npu 3acTocyBaHHi (asimipasipy,
3 TaKOK > YacTOTOIO cIocTepiranacs y MAlieHTIB, sKi OTpUMYyBaiu
oseneraMipip. Tomy miaBHINeHHS piBHA ce4OBOI KHCIOTH B KpOBI
BHABHIIOCS MOOIYHUM SIBUILEM, XapaKTepHuM Jyis dasinipasipy.

(4) Yacrora noGiyHux seuny Oyja BUIIOK Yy rpymi ¢aginipagipy, HiX y
ozenbramiBipy (95% I BizHocHOTO pusuky: 1,001, 1,578). Onnak yacrora
noOi4YHUX SBHUIN, 32 BMHATKOM IiJBUILEHHS DPIBHS CE4YOBOI KMUCIIOTH B
KpoBi, Oyna opHakoBow y ¢aeimiparipy Ta ozensraMieipy (95% /I
BigHOCcHOTO pu3uky: 0,849, 1,373). Kpim Toro, yacToTa moOi4HMX SBHII,
Kiacu(iKOBaHUX SIK CEPeAHBOr0 CTyINeHs TsDKKOcTi abo Tsokki, Oyna
OJIHaKoBOW ans ¢aginiparipy Ta osensramisipy (95% JII BigHOocHOrO
pusuky: 0,600, 2,078).

(5) Ha wactory no6iynux siBui ¢agimipapipy He BIIMBalIa HassBHiCTH abo
BiZICYTHICTh BiIXWJIEHB BiJl MOKa3HUKIB (YHKIIT NEYiHKH, a 4acToTa He
3pocralia y NauieHTiB 3 nopyieHHaM QyHkil nevinku. Braxanocs, mo y
MAIEHTIB i3 JIETKOK HUPKOBOIO HEJIOCTATHICTIO PU3UK PO3BUTKY MOOIUHMX
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y ®asinipasipy nopiHioe aGo MeHwmMi, HiK pH3NK, CIPUYHHEHHIA
03€JIbTaMiBipoM.

(6) BinHoCHWMI pU3KK YAaCTOTH PO3BUTKY TOGIYHMX sBMI Y (apimipapipy
He 30inbmmBess 70 2 i Ginblie, Micis BUKOPUCTAHHA OyIb-AKOrO
CYIYTHBOTO Ipernapaty. BinHocHi pusuky npu HasiBHOCTI a60 BificyTHOCTI
aHTHIPETHKIB y JiKyBaHHi, sKi HafyacTime BHKOPHCTOBYBATHCH i3
JIOCIIKY BAHMM TIpenapaToM, GyJIn 0JHaKOBUMH AK Ju1st pasinipasipy, Tak
I st o3enbTamisipy. Beaxkanocsi, mo npu 3actocyeanHi dasimipasipy B
kombinauii 3 npemaparamu, wmo iHribyrors AO, abo THMH, MmO
Merabonizyrotbes AO, pU3HK PO3BHTKY NOGIMHMX ABHIN JOPiBHIOE aGo
MEHIIE HiXK JJIs 03ebTaMiBipy.

(7) Lo crocyeTses MabopaTOpHHX MOKA3HHKIB, BKIIOYAIOYM PE3yNBTATH
FOPMOHAJIBHUX  JOCHI/DKEHb, JKUTTEBO BAXKJIMBUX IOKA3HMKIB Ta
pesynerat EKI', Hiskoi crnemmdiunoi Tenpenmii Imicias BBemeHHS
AOCII/KYBAHOTO Mperapaty He OyJ10 IIOMIYeHO, OKpiM 3MiHM piBH:
CCYOBOI KHCJIOTH. Y pe3y/bTaTaXx TeCTy He OyJI0 BHSABJICHO KOMHOT
KJTiHIYHO 3Ha4y 101 MaToIorii,

22. BHCHOBOK
(3axsrOYeHHS)

Ouikyganocs, mo Qarinipaeip nokpauTs nepedir CUMITOMIB y NaIieHTIiB
3 BipyCHO0 iH(eKIielo rpumy npotsrom 2—3 QHIiB JIiKyBaHHS, HE3aJIEXKHO
BiJ migrumy Bipycy rpuimy. He 6yJio BUSIBIEHO OJHHMX MEMYHUX 3MiH Ta
O3HaK, II0B’I3aHUX i3 THMYACOBHMM ITi/IBUILCHHAM PiBHS CE4OBOI KUCIOTH,
Ta JKOJHHMX KJIIHIYHO 3HavyIIMX NoOIYHMX sABMIL. Buxomsun 3 uux
pesyneTatip, dasinipasip, HoBuii inribirop PHK-monimepasu, BussuBcs
HOBMM BapiaHTOM JIiKyBaHHs iH(eKii Bipycy rpuiy.

3asBHHK (BJIACHHK PeEcTpPaniifHOro NocBiIyenHs)

Mligmmc/
25.10.2020

[TorHe im’s1 Ta mocanma Hp. uda dapxan [laiix MBBC, M|

(Dr. Shifa Farhan Shaikh MBBS, MD)

Beayuwuii cnenianict MEAUYHOTO Ta PETYISATOPHOTO
JeTNapTaMeHTy

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

AVIGAN (Favipiravir) 200 mg tablets

2. Applicant

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

3. Manufacturer

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

4, Performed
studies

X yes [Jno if no, provide reasons

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

Medicinal product with complete dossier (stand-alone dossier)

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

T705aJP313

An Open-Label, Multicenter Phase III Clinical Study to evaluate
the pharmacokinetics and safety of Favipiravir in Patients

with Influenza Virus Infection

6. Phase of clinical
trial

Phase II1

7. Clinical trial was
held

Hayashi Clinic and 15 other facilities
From October 30, 2009 to November 28, 2009

8. Countries where | Japan
the clinical trial was

held

9. Number of| 16
subjects

10. Objective and
secondary goals of
the clinical trial

The pharmacokinetics and safety of favipiravir were evaluated by repeated
oral administration of favipiravir in influenza patients and the results were
applied to the 312 study, if required.

11. Clinical trial | An open-label, multicenter study

design

12. Main entry | (1) Patients aged between 20 and 74 years (on the day of giving informed
criteria consent)
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(2) Patients whose nasal or pharyngeal swab tested positive for influenza
virus antigen

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

(4) Patients with at least 2 or more of the following symptoms (moderate to
severe in severity) at the time of enrollment: cough, sore throat, headache,
nasal congestion, feeling feverish, body aches and pains, and fatigue
(tiredness)

(5) Patients who understood the requirements of the study and voluntarily
consent in writing.

13. Studied drug,
posology, strength

Study drug, Lot No.: T-705a tablet [200](Lot No. MA507F200)

Dose and mode of administration:

Favipiravir 1200 mg (the first dosing) and 400 mg (the second dosing) on
Day 1,

followed by 400 mg twice daily for the subsequent 4 days

The study drug was taken twice daily with water. At the first dose on Day 1,
the patients took the study drug immediately after prescription at the study
facility. At the second dose on Day 1, the patients took the study drug after
an interval of at least

4 hours. After Day 2, the patients took the study drug in the morning and
evening at least 30 min after meals.

14.  Comparator,
dosage, posology,
strength

None

15.  Concomitant
therapy

(1) Concomitant drugs

If any drug other than the study drugs is used during the period from the start
of study drug treatment to the Day 15 visit (or at the time of discontinuation),
it is necessary to enter the name of the drug used, its dosing method, daily
dosage, duration, and objectives in the e-CRF.

1) Prohibited concomitant drugs

It is prohibited to use drugs a) through m) (including their OTC versions)
during the period from the start of study drug treatment until the Day 15 visit
(or at the time of discontinuation).

a) Antipyretic analgesics other than acetaminophen

b) Combination cold remedy

¢) Antitussive drugs

d) Antihistamines (excluding transdermal preparations and liniments)

¢) Chinese herbal drugs

f) Probenecid

g) Human immunoglobulin preparations

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

i) Adrenocorticosteroids (excluding transdermal preparations and liniments)
1) Immunosuppressants (excluding liniments)

k) Other anti-influenza drugs (including amantadine hydrochloride)

1) Other antiviral drugs (excluding liniments)

m) Other investigational drugs

16.
Endpoints

Efficacy

(1) Assessment of clinical symptoms

1) Time to primary symptoms alleviation

“Alleviation” was defined as a state where all of the scores graded by the
investigator based on the record of the patient diary remain unchanged for
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21.5 hours or longer after all of the scores decrease to 1 or below. In addition,
scores graded within 4 hours after the administration of antipyretic
analgesics were eliminated from the evaluation of “alleviation.” “Time to
primary symptoms alleviation,” which was the primary endpoint of this
study, was defined as the time required for all 7 symptoms of influenza
(cough, sore throat, headache, nasal congestion, feeling feverish, body aches
and pains, fatigue [tiredness]) to reach “alleviation” (the time point when all
symptoms were scored 1 or below) from the start of study drug treatment.
The time required for all influenza symptoms (cough, sore throat, headache,
nasal congestion, feeling feverish, body aches and pains, fatigue [tiredness],
neck pain, interrupted sleep, loss of appetite) to reach “alleviation” was
assessed as a reference.

2) Time to afebrile state (Time required for the body temperature to reach
afebrile state after the start of study drug treatment) “Afebrile state” was
defined as a state where the body temperature (axillary) remained at 36.9°C
or below for 21.5 hours or longer after the body temperature returned to
36.9°C or below. “Time to afebrile state” was assessed as the time from the
start of study drug treatment to the “afebrile state.”

The temperature measured within 4 hours after the administration of
antipyretic analgesics was eliminated from the evaluation of the “afebrile
state.”

3) Time to symptoms alleviation by all symptoms

The time from the start of study drug treatment to the “alleviation” state for
each influenza symptom graded by the investigator based on the patient diary
was evaluated. The score graded within 4 hours after the treatment with
antipyretic analgesics was eliminated from the evaluation of the
“alleviation.”

17
Endpoints

Safety

Safety:

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

The severity of symptoms was rated on a 3-category scale (mild, moderate,
and severe) in accordance with the Criteria for Symptom Severity Evaluation
and on a 5-grade scale (Grades 1 to 5) in accordance with the Japanese
translation of Common Terminology Criteria for Adverse Events v3.0
(CTCAE v3.0) version,

In cases in which evaluation according to the latter 5-grade scale was not
possible, grading was 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 relationships to the study drug was rated on a 5-category scale (1,
definite; 2, probable; 3, possible; 4, remote; and 5, unrelated) in accordance
with the criteria for judging the causal relationships of adverse events.
Adverse events for which a causal relationship to the study drug was rated
as categories 1 though 4 were counted as adverse events for which a causal
relationship to the study drug cannot be ruled out.

18.
methods

Statistical

(1) Pharmacokinetic analysis

1) Time course of favipiravir and M1 concentration in plasma

The time course of favipiravir and M1 concentration in plasma was shown.
2) Calculation of RP values
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3) Relationship between RP values and plasma favipiravir concentration A

scatter diagram of RP values calculated from b) and trough values on Day 3
was shown.

(2) Efficacy analysis

1) Time to symptoms alleviation

a) For time to primary symptoms alleviation (cough, sore throat, headache,
nasal congestion, feeling feverish, and body aches and pains), the median
and 95% confidence interval were calculated.

b) Time to all symptoms alleviation (cough, sore throat, headache, nasal
congestion, feeling feverish, body aches and pains, fatigue, neck pain,

interrupted sleep and loss of appetite) were analyzed according to the same
method as a).

2) Time to afebrile state

The median and 95% confidence interval of the time to afebrile state were
calculated.

3) Time to alleviation by all symptoms

The median and 95% confidence interval of the time to each symptom
alleviation were calculated.

4) Viral titers from nasal swabs

Viral titer at each measurement point and the summary statistics of the
amount of change from the values before treatment were calculated.

5) Secondary infections of the respiratory system

The frequency of secondary infections of the respiratory system from the
start of study drug treatment until the morning of Day 15 were calculated.
(3) Safety

1) Adverse Events

By following the MedDRA/J Ver.12.1, the adverse events described by the
investigators were interpreted and the frequency of adverse events was
summed.

2) Laboratory Parameters

a) Summary statistics was calculated for each period.

b) Time course was presented graphically.

¢) A shift table describing changes in laboratory parameters from prior to the
study drug treatment to Day 3 and Day 8 was tabulated.

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

Patients with influenza aged between 20 and 74 years

20. Efficacy
Results

(1) For both favipiravir and M1, the plasma concentrations in patients who
participated in this clinical study were nearly within the range of plasma drug
concentrations of subjects from the JP111 study conducted on healthy adult
subjects. On Day 15, as with healthy adult subjects, both favipiravir and M1
were not detected in the plasma of any patient. Also, no change in plasma
favipiravir or M1 concentration caused by concomitant drugs was observed.
(2) RP values were considered to be related to the ratio of the peak values of
plasma drug concentration (M 1/favipiravir). In patients who showed low RP
values, the metabolism of favipiravir to M1 appeared to be low. No
significant relationship was observed between RP values and the ratio of the
trough values of plasma drug concentration (M1/favipiravir) on Day 3.
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(3) No significant relationship was observed between background factors and
trough values of plasma favipiravir concentration on Day 3. However, for
M1, those patients with lower body weight, BMI and CLcr values showed
higher trough values of plasma M1 concentration on Day 3. In the patient
with the lowest body weight and BMI value, the time course of plasma
favipiravir or M1 was not significantly different compared to other patients.
Additionally, in the patient who showed the lowest CLcr value, the time
course of plasma favipiravir concentration was not significantly different
compared to other patients. In this patient, M1 plasma concentration was
slightly higher compared to other patients around trough values at Day 3 test
and at Day 8 test value, however, the difference was not significant.

(4) The median time to primary symptoms alleviation (95% confidence
interval) and the median time to symptoms alleviation (95% confidence
interval) were nearly the same, at 48.5 hours (20.3-89.1 hours) and 48.5
hours (20.8-89.1 hours), respectively. The median time to afebrile state (95%
confidence interval) was 45.6 hours (37.5-68.2 hours). The mean + standard
deviation of the viral titer was 5.49+1.52 at baseline (at enrollment),
2.79£2.14 on Day 2, 0.41£0.84 on Day 3 and 0.00+0.00 log10TCID50 on
Day 8, and decreased to below the detection limit after Day 3 (less than 1.5).
The viral survival rate decreased on Day 3 and disappeared after Day 4 in all
patients. The influenza virus type isolated from patients in this clinical study
was the novel influenza A (HIN1) virus. It was therefore considered that
favipiravir is effective against the novel influenza A (HIN1) virus.

21. Safety Results

(1) No serious adverse events including deaths and other significant adverse
events were observed. The incidence of adverse events was 25.0% (4/16
patients, 5 events). The incidence of adverse events whose causal
relationship to the study

drug cannot be ruled out was 18.8% (3/16 patients, 4 cases), including one
case in one patient each of Hyperuricaemia and Blood uric acid increased,
and two cases in one patient each of Alanine aminotransferase increased and
Aspartic acid aminotransferase increased. All observed adverse events were
mild.

(2) No significant shift in endocrine test values was observed.

(3) No relationship was seen between the trough values of plasma favipiravir
or M1 concentration on Day 3 and the presence or absence of adverse events.
In contrast, the peak values of plasma favipiravir concentration on Day 1
were considered to be related to amount of change in blood uric acid. The
trend showed that the higher the peak values of plasma drug concentration
on Day 1, the larger the amount of change in blood uric acid. The same trend
was seen in the relationship between trough values of plasma favipiravir
concentration on Day 3 and the amount of change in blood uric acid.

(4) No significant clinical abnormalities in vital signs and ECG readings
were observed.

(5) Blood uric acid increased was observed in the patient who showed the
smallest CLcr value, however, no adverse events were observed in the patient
who showed the lowest body weight and the smallest BMI value.

22. Conclusions

For both favipiravir and M1, the concentrations of the drugs in plasma of
influenza patients in this clinical study were almost within the range of the
results observed in individual subjects in group 1 of the JP111 study that
enrolled healthy adults.
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Although this clinical study was conducted at an even higher dosage than
that of the high dosage group from the JP205 study (600 mg twice daily for
one day followed by600 mg once daily for 4 days), the incidence of adverse
events was 25.0% (4/16 patients, 5 events), which did not exceed the
incidence observed from the former group, 40.0% (22/55 patients, 34
events). Furthermore, the incidence of adverse events in this clinical study
was not higher than that of healthy adults in group 1 of the JP111 study
(66.7% [4/6 patients, 4 events]). No clinically significant abnormalities in
clinical laboratory values, vital signs, or in the endocrine test were observed,
therefore, it was concluded that pharmacokinetics and safety of favipiravir at
the dosage specified in this clinical study had been confirmed.

Applicant (Marketing Authorization holder)

Signature
g

Date 25 October 2020
Full name with | Dr. Shifa Farhan Shaikh MBBS, MD.
Position Lead — Medico Regulatory Affairs
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7o Ilopsanxy npoBeaeHHs eKCIepTH3H
peecTpanifHux MaTepialis Ha Jikapchki 3aco6w,
IO MOJAIOTHCS Ha JACPIKABHY

peecTpallito (epepeecTpauiio), a TaKoxK
CKCIIEPTH3H MaTepiasiB Mpo BHECEHHS 3MiH JI0
peecTpaliiHux MaTepialiB mpoTarom it
peecTpauiiinoro nocsiggenns (myHkr 4 posainy IV)

3BIT
Npo KJIiHiYHe BUNPOOYBaHHsI
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1.Ha3zpa nikapcekoro

ABII'AH (®aginipagip) tabnetku o 200 mr

3acoly (3a

HassBHOCTI — HOMeED

peecTpaniiiHoro

MOCBIAYCHHS)

2. 3asBHHMK J-p Peani’c JlaGopatopic JItn; 8-2-337, Poyn Ne 3, Bammxkapa Xiuis,
Xaiinepaban, Tenanrana — 500 034, [nmis /
Dr Reddy's Laboratories Ltd; 8-2-337, Road No. 3, Banjara Hills,
Hyderabad, Telangana - 500 034, India

3. Bupobuuxk TOAMA ®EKTOPI @Y DKUDIIBM TOAMA KEMIKAJI KO., JIT/T;

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

4. Ilpoeeneni
JIOCITIKEHHS

tak [ |ui  sxmo i, BKazaTu IPUIHHY

1) Tun nikapcekoro
3aco0y, 3a SKUM
npoBojiuiacs abo

Jlikapcbknii 3aci0 3 NOBHUM 10ChE (ABTOHOMHE 10ChE)

IIIaHY€THCSA

peecTpariis

5. IloBHa Ha3Ba T705aJP313

KJIIHIYHOTO Binkpure, 6araronenTpose KiiHiuHe gocnimkens, gasa I, ans ouinku
BUNPOOYBaHHS, (apmakokinernku Ta Gesmexn dapimipaBipy y mauientis, indikosanmx
KOZI0BaHUI HOMeEp BIpyCOM IpuIty

KJIiHIYHOTO

BUNpoOyBaHHs

6. ®aza xiuiniugoro | @asa III

BUNPOOYBaHHS

7. Ilepion Hayashi Clinic and 15 other facilities

MPOBEICHHS

KJIHIYHOTO 3 30 sxoBTHa 2009 poky o 28 nucronana 2009 poky

BUNpPOOYBaHHS

8. Kpainu, ne Snonis

IIPOBOAMIIOCH

KJIHIYHe

BUNPOOYBaHHA
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9. KineskicTs 16

TOCIIJDKYBaHUX :

10. Meta ta ®apmakoKiHeTHKa Ta Oesmeka ¢asimipaBipy OLIHIOBaIMCH MIIAXOM
BTOPUHHI LIii GaraTopasororo repopansHoro nputiomy dasinipasipy xBopum Ha rpHI, a
KJIIHIYHOTO pe3yibTaTH, 3a HEOOXITHOCTI, 32aCTOCOBYBAIUCH [0 OCIIDKEH s 312,
BUNPOOYBaHHS

11. duzaiin Bigxpure 6araToLeHTpOBE 10CIiKEHHS

KJIIHIYHOTO

BUIIPOOYBaHHS

12. OcHoBHi (1) Tlauientu y Bini Big 20 mo 74 pokie (Ha MOMEHT mifMCAHHS

KpHUTepii BKIIOYeHHS

iHpopMOBaHOT 3ro/H)

(2) Hawienty, y SKMX Ma30K 3 HOCa 460 IVIOTKH MaB [O3UTHBHUMN Pe3yIIbTaT
Ha aHTUI'eH Bipycy Ipury

(3) IMauientu 3 Temneparyporo Tina (naxeosa) na pisui 38,0°C a6o suwe
Ha MOMEHT BKJIFOUEHHS B JIOCIIKEHHS.

(4) Tauientn 3, npuHaiimui, 2-Ma abo Ginbue 3 HACTYIIHUX CHMIITOMIB
(CepeNHBOro Ta TSKKOTO CTYIIEHS THKKOCTI) HA MOMEHT BKIIFOYEHHS B
JOCIIDKEHHS: Kaluelb, 6i1b y ropJti, FoMoBHUI Giib, 3aKIafeHicTh HOCa,
Bil4yTTs JIMXOMaHKH, Oijib y Tini Ta 3aranbHa cnabkicTs (BTOMA)

(5) TauienTy, sxi po3yMmirOTB BEMOTHM JAOCIIKEHHS Ta MOXYTh HATH
IOOpPOBiNBHY MHCEMOBY iH(OpMOBaHY 3rojy.

13. JocnipkyBanuii
NiKapchKuii 3aci0,
croci6
3aCTOCYBaHHS, CHJIA
il

HocunimpkyBaHuii npenapar, napris Ne:

tabnerka T-705a [200] (naptis Ne MAS507F200)

Jo3a ta criocib BBeIEHHS:

1 mens: @agimipasip 1200 mr (mepme fosyeanns) ta 400 mr (mpyre
J03yBaHH:A), noTiM 4 nquis 400 Mr gBidi Ha IeHE.

Hocnixysannii npernapar npuiiMaiy ABidi Ha [€Hb, 3aTMBAIOYH BOZOIO.
IIpy mepwifi nos3i B 1-# jgeHp nauieHTH npuiitMany OCIIZKYBaHUil
IperiapaT Bipasy Micis NpU3HAYEHHs JliKapeM B JOCHiAHIH yCTaHOBI.
Hpyry nosy B 1-ii 1eHb nmauieHTH NpHitMany OCIIKyBaHWil nperapar
4epes He MeHII, Hix 4yepe3 4 roxuny. [Ticis 2-ro aus namieHTH npuiitManu
IOCIKYBAHUI Tpenapar BpaHLi Ta BBedepi, npuHaiiMui, uepes 30 xs
micys BKi.

14. ITpenapar Konnoro

NOPiBHAHHA, 1034,

crioci6

3aCTOCYBaHH, CHJIa

Tt

15. Cynyths tepanis | (1) CynyTHi npeniapatu
Sxkmo  Oynap-skuit  mikapcekuif  3acid, OKpiM  JOCIIPKYBaHOTO,
BUKOPUCTORYETBCSI ~ NPOTArOM  Mepiofy Big IMOYaTKy  JIKyBaHHS

JOCHIUKYBAaHHM TIpenapaToM [0 Bi3HTY Ha 15-# aeHs (abo B MOMEHT
NPUIMHCHHS OpUHOMY  Ipernapary), HEoOXiHO BBECTH  Ha3BY
BUKOPHCTOBYBAHOI'0 IIperapary, crocid iforo xosysanHs, 1000BY J03a,
TPHBAJCTB Ta 1iNi B 3BiTHY opmy (e-CRF).

1) 3abopoHeHi cynyTHI pernapaTi

3a00pOHEHO BXKUBATH JIIKapCHKi Mperiapat Bif a) 40 M) (BKIIOYaoun ix
aHajJoru) TMpOTArOM BCHOrO  Mepiojy  BiA  moyarky Ipuifomy
JOCHIDKYBAHOTO TIpenapaTy Ao Bisuty Ha 15-i jgeHe (a6o B MOMEHT
TIPUIIMHEHHs TPHHOMY Iperiapary).
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a) JKaposHwKyroui aHaIEreTHKH, Kpim aneTaMiHo(peny

b) Kom6inosani 3acobu Bix 3actym

¢) [IporukamnboBi npenapaTu

d) Aururicraminmi npenapati (OKpiM TpaHcepMaNBHEX MpelapaTis Ta
JMiHIMEHTIB)

e) Kuraiiceki pocnunHi npenaparu

f) [TpoGeneny,

g) Ilpenaparu imyHormno6yinis nroaunu

h) Ipenapatu, konHiecTumymoyoro dpakropy (G-CSF tompo)

1) AJpPEHOKOPTHKOCTEpOimH (KpiM TpaHCAepMalbHMX Ipenapartis Ta
JiHIMEHTIB)

J) ImyHonenpecanTu (OKpim JIiHIMEHTIR)

k) Immi nporurpumosHi mpemapati  (BKIIOYAIOYM  aMaHTAMHY
riJIpOXJIOpHI)

I) Inmi npoTusipycui npenapatu (oxpiM niniMenTis)

m) IHwi foci/pKyBaHi npenapatu

16. Kpurepii ouinku
e(eKTUBHOCTI

(1) Ouinka K1iHIYHEX CUMIITOMIB

1) Yac 1o noserimeHHs NepBUHHAX CUMIITOMIB

«IlonermeHusMy BU3HAYAIH CTaH, KOJHM BCi 6aiy, OLHEH] OCTITHAKOM
Ha OCHOBI 3allUCIB y INOAEHHUKY MNAal(i€HTa, 3aJMIIANMCS HE3MiHHUMU
npotsarom 21,5 roguau abo oBIIe micis TOro, K YCi OLIHKH 3HU3MIACH
no 1 abo nmxye. Kpim toro, Ganu, siki Oyiu ouiHeHi npotsarom 4 rogux
Iic/Is BBEACHHS JKAPO3HWKYHOUMX aHAIBIETHKIB, OYIM BUKIOYEH]i 3
KPUTEPiTB OILHKK «TOJermenHs». «Yac 0 MONerieHHs MepBUHHUX
CHMITOMIBY, kUit OYB OCHOBHOIO KiHIIEBOIO TOUKOIO 1IHOTO JIOC/IiIKEHHS,
BU3HAYaBCH AK Yac, HeoOXiJHUA A1 BCiX 7 OCHOBHHX CHMIITOMIB IpHITY
(xammens, 6inp y ropui, ronoBHuit 6ib, 3aKIaeHiCTs HOCA, rapsuka, Oib
B TiJi, 3arajabHa cabkicTs [Bromal), o6 JoCArTH «IoJermeH s (MOMEHT
qacy, KOMM Bci cumnroMu Oynu owineni 1 abo Hmk4ve) Big mouarky
NpUioMY JIOCHiIPKYBaHOTO IIperapary.

Yac, HeoOXiHMI 111 3HUKHEHHS BCiX CHMIITOMIB IpuIly (Kaiens, 6i1b y
ropii, roJoBHUi Oinb, 3aKiajieHicTs HOCA, BIIUYTTS JTUXOMaHKM, 6ol B
TiJ, 3araneHa cnabkicTh [BToMa), 6ink y mmi, 0e3cOHHS, BTpaTa aneTury),
OLIIHIOBABCH K €TaJIOH.

2) Yac no adebpunsHoro cramy (uac, HeoOXimmwii mns Toro, o0
TeMIlepaTypa Tija gocaria ageOpuapHOro cTaHy Miclisd oYaTKy JiKyBaHHS
JOCTiKyBaHUM IpertapaToM). “AdebpunbHuii crad” BU3HAYaBCH K CTaH,
KOJIM TemIiepaTypa Tina (naxBosa) 36epiranacs Ha pisui 36,9° C abo Hmkue
nporsirom 21,5 rogun ao pmoBwie micis TOro, K TEMIeparypa Tina
3HIKyBanack 10 36,97 ¢ C abo nHmwxue. «Yac no adebpuibHOro crany»
OLIHIOBAJIM SIK Yac BiJ{ MOYATKY JIKyBaHHs JOCIIKYBaHUM IIpenapaToM
10 «adeOpUILHOrO CTaHy».

Temmneparypa, sika Oyja BUMipsHa NpoTAroM 4 TOJAMH MiC/sS BBEJAEHHS
JKAPO3HIKYIOUMX aHaJbreTukie, Oyia BHKIIOYEHAa 3 KPHTEpIiB OLIHKH
"apeOpunbHoro crany".

3) Yac 0 MoJErmeHHst YCiX CHMIITOMIB

OLiHIOBAIM Yac BiJl MOYATKY JIKyBaHHS JOCIHiIKyBaHUM MpPEnaparom 0
CTaHy «IOJIENMIEHHN» JUI KOXKHOrO CHMITOMY TPHITy, OLIHEHOIO
MOCTiTHMKOM Ha OCHOBi IMoJeHHWKa mnauienra. OriHka, ska Oyna
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NPOBEACHA INPOTArOM 4 TOAMH MNCIA TNPHIAOMY IKAPO3HMKYBATBHUX
aHaJIbreTUKIB, Oy/1a BUIIyueHa 3 KPUTEPiiB OLIHKY «II0JIErIeH s,

17. Kpurepii ouinku
Oesneku

besneka:

JlociTHIK OLiHIOBAR TSKKICTE KOXKHOT To6iunoi noail, 1mo Mana micue mis
Yac JOCIJKeHHs, Ta BH3HAYMB il NPUIMHHO-HACIIJKOBMHA 3B'S30K i3
JOCIIIJPKYBaHHM TIPEIapaTroM.

IloGiuni sBuma knacudikyBamucs 3a 3-GaibHOI IIKANOIO TSKKOCTI
(«Jlerkay, «IlomipHa» a6o «Tsoxkay), mocmiarouuncs Ha Kpurepil mxanu
TSKKOCTI Ta 3a 5-0a1bHO0 wKaioro (Big 1 10 5), mocuiarouucs Ha 3aransHi
Tepmidonoriuni kpurepii NCI wmono necnpustiusux moxiit v.3.0
(anonceka Bepeis JCOG / JSCO).

Sxmo nobiyna peakiiisi He BiANOBigana *oqHil OLiHI 3 BUIIE HABEICHHX,
il OL[IHIOBAMM 3a MOCHNAHHAM Ha LIKANy KPUTEPiiB TsokkocTi. «Jlerkmiy,
«Ilomipnuit», «Tsxkuity, «3arpoxye xuTTIO a0 iHBamimgu3ye» Ta
«CMepTh, N0B'A3aHa 3 MOGIYHUM SBHIIEM» BifmoBigana «l-My cTyrneHo»,
«2-My CTYNEHIO», «3-MYy CTYICHIO», «4-My CTYIEHIO» Ta «5-My CTYIICHIO»
BiAIOBiHO.

[TpyyuHHO-HACHIAKOBMI  3B'SI30K i3 JOCITIIKYBaHHM  IIpernapaToMm
OLIiHIOBANM 3a INKaJNoW 3 m'stu Kareropiit 1. «JloctoripHmity, 2.
<<ﬁM03ipHHﬁ», 3. «Moxnusuity, 4. «Bimmanenuity abo 5. «bes
JOCTOBipHOro  3B’sI3Ky», BiamoBimHo 10 KpwurepiiB npuuunHO-
HACJIIZIKOBOTr'O 3B'A3Ky HecnpusTiuBux sy, Hebaxaui siBuina, ouiHeHi sk
1-4, po3risganuck sIK NOB'A3aHi 3 0CIIDKYBAaHHM IIPEnapaToM.

18. CratucTuysi
METOIU

(1) ®apmakokiHETHYHHIA aHai3

1) Yacorwuii Kype KoHIEHTpalil ¢apimipasipy Ta M1 y mumasmi

IToka3zano yacoBuii xiJ konuenrpauii ¢asinipasipy Ta M1 y ruiasmi kposi.
2) PozpaxyHok 3HaueHs RP

3) B3aemoss'sa30k Mix 3HavennsMu RP Ta konuenrpauicio daginipasipy B
Ia3Mi IPOJIEMOHCTPOBAHO Ha Jiiarpami po3ciloBaHHA 3HaveHb RP,
po3paxoBaHux 3 b), Ta MiHiMaIbHUX 3HaYeHb Ha 3-it JeHB.

(2) Ananis edexTuBHOCTI

1) Yac 110 nonermeHHs: CAMITTOMIB

a) JInst yacy 10 nojermeHHs NepBMHHUX CUMIITOMIB (Katmesb, 6inb y ropai,
rooBHHM OiNib, 3aKJIAJICHICTh HOCA, BIIYYTTA JIMXOMaHKH Ta 00i B Tii)
po3paxoByBalu Meiany ta 95% noBipuumii iHTepBall.

6) Yac no 3MeHIICHHS BCiX CHMITOMIB (Kaluesb, Oi/1b Y ropii, roJoBHUN
Oinb, 3aKiaieHicTh Hoca, rapsuka, 61 y Tini, BroMa, 0611 y [ui, 6e3coHHs
Ta BTpaTa aleTHTY) aHaJli3yBalli 3a THM K€ METOJO0M, 1O i a).

2) Yac no apebpunpHOro crany

Po3paxopyBamu MemiaHy Ta 95% goBipuumii  iHTepBan wyacy g0
a¢eOpUIIBHOTO CTaHy.

3) Yac 10 noJermeHHs BCiX CUMIITOMIB

PozpaxoByBanu Mmeziany ta 95% moBipumii iHTepBan 4acy /10 KOXKHOIO
TOJIETIUEHHS] CUMIITOMIB.

4) BipycHi THTpH y Ma3Kax 3 Hoca

Bynu po3paxoBaHi TUTp Bipycy B KOXHil TO4Li BUMIpIOBaHHs Ta 3BEJCHA
CTATHUCTHKA BEIMYMHM 3MiHHU BiJl 3HAYEHb ITi1 Yac JIiKyBaHHs.

5) BropuHHi iHbeKLii [uxaabHOl CUCTEMH
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PospaxoByBanu 4acToTy BUHWKHEHHS! BTOPHHHHX inexuii JMXATBHOT
CHCTEMM Bijl TIOWATKy JIKyBaHHs JOCITi/DKYBaHHM TIPEnapaToM /10 paHKy
15-ro aHs.

(3) beamneka

1) IoGiuni epexTn

JloTpUMYO4HACH MedDRA / J Ver.l2l, noOiuHi  ABUILA, onmcaHi
JOCITiTHAKOM, OyiIH igTepnpeToBaHi T4 MificyMOBaHO 4acTOTy oGigHMX
SIBULIL.

2) JlaGopaTopHi XapaKTepUCTHKA

a) IlizcymMKoBa CTATHCTHKA Gyiia po3paxoBana Al KOYKHOTO TIepiojy.

6) Yacouit kypc OyB IIpeICTaBIICHMH rpadigHo.

g) JlaHi, 1m0 OMMCYIOTE aminu nrabopaTopHHX [OKA3HUKIB BiJl MMOYATKY
NiKyBaHHs OCIIKY BAHIM npenapaToMm A0 3 ra § aus, Oyna npeAcTaBlIcHa
B TaOIML.

TlamienTy 3 indeKiieio BIpyCy TPHIY ¥ Biw Big 20 10 74 pokiB

19. Jlemorpadiumi
NOKa3HUKH
JOCTi/IKYBAHOT
nomy isiuii (cTaTh,
BiK, paca, TOIO
20. Pe3ynpTaTd
eeKTHBHOCTI

(1) SAx s casirnipasipy, TaK i s M1, KOHLIEHTPAIlis B mia3Mi KpoBi ¥
namientip, sAki Opamd y4acTe y pOMY  KIiHIMHOMY JIOCTiIKEHHI,
sHaxoJuiach Mafke y MeExax niara3oHy KOHLEHTpAIH JIKapCHKHX
TIpernaparis y r1a3Mi KpoBi y IOCHiKEHE JP111, npoBeJcHNX Ha 3A0POBHX
JIOpOCTIHX cy6’exrax. Ha 15 meHs, y 3[A0pOBUX JIOpPOCIINX nauieHTis, 1
dasinipasip, i M1 ne BUSBJISUTUCH Y TUIA3Mi XKOJIHOTO narienra. Kpim Toro,
He CTIOCTepiranocs 3MiH y nnasmi dasinipasipy a60 komuenTpaii M1, sKi
MO By TH CIIpUHHIHEHI CyTyTHIMH NpenapaTamm.

(2) 3naueHHH RP Bpajkany OB’ A3aHUMHU i3 criBBiIHOLICHHAM MKOBUX
sHAYeHh KOHIEHTpAIi JiKapehKOTo 3acoby y Tuasmi kpoi (M1 /
¢dagimipasip). ¥ NalieHTiB, AKi TOKa3aIH Hm3pKi 3HadeHHsA RP, MeTaboTi3M
dasimipasipy 10 M1 BusBMBCS HHU3BKHM. Cyrrenoi 3ayIeKHOCTI MK
apagenHAMA RP Ta criBBiHOMICHHAM MiHIMaIbHUX 3HAYCHP KOHLIEHTPALT
NiKapCEKOTo 3acofy y Tuasmi kposi (M1 / dasinipapip) Ha 3 AeHbL HC
criocTepiranoch.

(3) Cyrreroro B3A€MO3B'3KY MK  (OHOBMMU daxropamy T4
MiHiMaTBbHUMH 3HaYSHHAMU konueHTpalii gapinipapipy B [U1a3Mi KpoBi Ha
3-ii JeHb He CrIoCTEpPIraioch. Opnax st M1y MALiEHTIB 3 HIKYOK0 Macoro
tina, IMT Ta 3HaYEHHAMH CLcr, BUSBJICHO Byl MiHIMalIbHI 3HAYCHHA
xonuentpauii M1y rmasmi KpoBi Ha 3-1 JI€HB. VY manieHTa 3 HalHIKIOK0
MAcOIO Tina Ta 3HaYCHHAM IMT uacoBi KOHLEHTpALT daginipasipy a6o M1
y 1uia3Mi He CyTTEBO Bi/pi3HAIHCE BiJL immmx mauientis. Kpim Toro, y
namieHTa, SAKMA TI0Ka3aB HalfHIDKYe 3Ha4YeHHS CLcr, uacoBMid Xiz
KOHILeHTpaLli dasimipasipy B [1a3Mi He CYTTEBO BifIpi3HABCA Bin iHIIMX
ranientis. Y 115Or0 NaLi€HTa koHueHTpalis M1y rnasmi kpoei OyJ1a IeIo
BUIIOK TMOPiBHAHO 3 {HIIAMH [alieHTaMy, BOHA 3HAXOIMINCH O
MiHIMaJBHUX 3HA4YCHb Ha tecTi 3-ro aus Ta 8-ro AHAd, IpOTe pizaunsa 6yna
HEe3HA4HOIO.

(4) Cepepuiit yac 10 3HUKHEHHS EPBUHHIX cumrroMiB (95% aoBipuni
inTepBai) Ta cepezHiil yac 10 oc/ a6 e H s CUMIITOMIB (95% noBipumit
inTeppan) Gynu MaibKe 0/1HAKOBHUMH, 48,5 roJITHU 20,3-89,1 ropunu) Ta
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48,5 ronunu (20,8-89,1 TOAMH)  BiJOBiAHO. Cepenniii wac o
adebpunsHoro cramy (95% nosipumit inteppan) cranorus 45,6 rogunu
(37,5-68,2 roguuum). Cepenne + CTAHJapTHE BIIXWIEHHA THTpiB Bipycy
CTaHOBHIO 5,49 + 1,52 Ha [I0YaTKOBOMY DiBRHI (IpHM BKIIOYEHHI B
AocmiukeHHs), 2,79 + 2,14 na 2-if AeHb, 0,41 + 0,84 na 3-if nens i 0,00 +
0,00 logl0TCID50 ua 8-if ACHE 1 3MEHLIMIIOCH 10 MEXKi BUSIBJICHHS miciis 3
AHs (Menmre 1,5). PiBeHb BkMBaHHS BipYCy 3HM3HBCS HA 3 JieHb i 3HHK
micist 4 Hs y Beix mauienris. Tum BIpyCy rpuIty, skuit 6yB BUiteHuii y
TALIEHTIB y ILOMY KIliHiTHOMY Jloc ke rHi, 6yB HOBHIA Bipyc TPUITY THITY
A (HIN1). Tomy Braxamocs, mo dapinipasip edexrupHmit NPOTH HOBOT'O
Bipycy rpumy A (HIN1).

21. PeaynbTatu
Geanexu

(1) Cepiiosnix nobiunux sisum, BKOYaroYn JIETalIbHI BUNAKHY Ta 1HIIHX
3HAYYIOUX MOOIYHUX ABUIL, He croctepiranocs. Yactora mobiunux SIBULI
craHoBuna 25,0% (4/16 nauientis, 5 BUNA/KiB). YacTora no6iunmx spuu,
NIPHYMHHO-HACII IKOBHIA 3B'I30K SKMX 3 ROCIIDKYBAHHM TIPETIapaToM He
MOHa BUKIIIOYATH, cTaHoBUNa 18,8% (3/16 nanjenris, 4 BUIIAJIKH), Y TOMY
YHCJI B OJIHOTO MallieHTa 30iNBIIHBCS piBens rinepypukemii Ta pisens
CEYOBOT KHCIOTH B KPOBI, @ TAKOXK Y ABOX BUIAIKAX Y OJIHOTO maiieHTa
30inbImmnacs KOHLIEHTpALLis anaHiHamMiHOTpaHchepazu Ta
aminotpancdepasu acnaparinosoi kuciaoru. Vei nobiuni edekrH, 1o
crocrepiraiuest, Gy erkumu 3a mepe6irom.

(2) CyrreBoro 3mimieHHs 3uavens FOPMOHAJIBHMX TOKA3HHMKIB He
criocTepirasnocs.

(3) He 6yno Buspneno B32€MO3B'A3KY MK MIHIMATBHUMM 3HAYCHHIMU
KOHUEHTpanii dasinipasipy B mmasmi kposi a6o M1 Ha JeHp 3 Ta
HasBHICTIO a60 BiCyTHiCTIO MOGiunmX semm, Ha BiIMiHY BiJI 1EOTO, TTiKOBI
3HAaYCHHA KOHLEHTpauii (asimipasipy y mmasmi kposi ma 1-if nems
BBAXKAJIUCS 1I0B’SI3aHUMH 13 BEJIMYHHOIO 3MiHH PIBHSI CE40BOT KHCIIOTH B
KpoBi. Tenpenuis nokasana, o 4iM BUIi MikoBi 3HAYCHHS KOHLIEHTpaLii
JiKapeEKoro 3acoby B muiasmi Kposi Ha 1-if ACHB, TUM OinbInmii piseHs 3MiH
CEYOBOT KHMCIOTH y KpoBi. Taka cama TeHuCHILs criocrepiranacs y
B32a€MO3B'SI3Ky MK  MiHIMATBHUMH  3HAYEHHSMU KOHLIEHTpaIli1
(asimipaBipy B mnasmi kpoBi Ha 3-if f1eHs Ta BeIHUHHOW 3MiHM piBHA
CE4O0BOT KHCJIOTH B KPOEBI,

(4) 3HayHMX KIIHIYHMX BigXHIICHDB Y TIOKa3HUKAX MUTTEBO BAXKJIUBHX
¢ynxuiit Ta nokazuuxis EKT He croctepiranocs.

(5) IMigemmenHs piBHA ce4oBOi KMCTOTH B KpOBi cmocrepiranock y
nauicHTa, fAKMM T0Ka3aB HalMMeHIIE 3HAYCHHS CLer, onmHak Hiskux
NOBIYHUX SIBUIIT HE CIIOCTEPIranocs y nanjenTa, akuii Mas HalMeHILy Macy
Tija Ta HaliMeHIe 3HavenHs IMT.

22. BUCHOBOK
(3aKrOueHHS)

A s asinipasipy, tak i s M1, xonuentpanii Tnpenaparis y wiasmi
KpOBi y XBOPHMX Ha BIPyC IpHIy B IOMY KJIIHIYHOMY J0CITi/pKeHH,
SHAXOMTUIIUCH Y MEXKaX Maike TAKMX CAMHX Pe3yJIbTATIB, [0 BU3HAYAJIHCS
y oxpemux cy6’extiB y rpymi 1 gocnimxenns JP111, AKOMY Opanu yyacTs
3[10pOBi IOpoCii. Ny

Hespaxarouu Ha Te, 1Mo 1e KiIiHiYHE 1OCIIKEHHS IPOBOMIOCH HABITS i3
BUILOIO JI03010, HiXK 3a3HaueHi Jo3u y rpymi gocmimkends JP205 3
BUCOKHMMHU Jio3amMu (600 Mr JBivi Ha JeHb NPOTATOM OJHOTrO JHSA, MOTIM
600 Mr oauH pa3 Ha JeHb NPoTAroM 4 JHIB), 4aCTOTAa MOGIYHMX edexris
craHosuna 25,0% (4 / 16 nauientie, 5 BUmajKis), mo He NepeBUILYBaIO
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HaCTOTH NOOIYHMX SBHLL 3 IpyId nonepeassoro jpocaimxenns 40,0%
(22/55 manjentis, 34 Bumankie). Kpim Toro, wactoTa mo6iummx SBUIL Y
UbOMY KJIIHIYHOMY JOCTI/DKEHHI He Oyma BHINOIO, HiX y 3JJOPOBHUX
AopociuX y rpymi 1 pocnimxenns JP111 (66,7% [4/6 nauiewrie, 4
BUNaaKu]). KiiniyHo 3Hauymwx Bigxunens y wiiHiko - nabopaTopHUX
HOKa3HUKaX, MOKA3HUKAX JKUTTEBO BAXKIMBUX (QYHKIiH Ta rOpMOHATBEHUX
JIOCIIDKEHHSAX He criocTepiranocs, omie, Gyio 3po0JIEHO BHCHOBOK, II0
hapmakokineTHka Ta Gesnexa dasinipaBipy y 103ax, 3a3Ha4eHIX y LbOMY
KJIHIYHOMY JocIIipKeHHi, 6yam MiATBEPIKEHI.

3asBHHUK (B/IACHHK peccTpaniiiHoro MOCBiYeHHsT)

[Mixnmue Minmuc/
Jata 25.10.2020
ITorHe iM’q Ta mocana Hp. Hluda dapxan [aitx MBEC, M]]

(Dr. Shifa Farhan Shaikh MBBS, MD)

Benyunii cnienianict Mean4HOro Ta perynsTopHoOro
JlernapTaMenTy

(Lead — Medico Regulatory Affairs)
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