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AVIGA
AN
AVIGAN
A
is a drug the use of
o which is considered only when there iss an outbreak of novel or ree-emerging inffluenza virus
infections
i
in w
which other an ti-influenza viirus agents aree not effective or insufficienttly effective, annd the governm
ment decides
to
t use the drrug as a coun
ntermeasure ag
gainst such in
nfluenza virusses. When adm
ministering thhe drug, obtain the latest
information
i
in
ncluding government’s direction of counttermeasures against
a
such in
nfluenza virusses, and presccribe only to
appropriate
a
paatients.
AVIGAN
A
has not been used
d for novel or re-emerging iinfluenza viruss infections. In
nformation abbout adverse reactions
r
and
clinical
c
study results in thiss package insert is based on
n Japanese clin
nical studies with
w
dose levelss lower than the
t approved
dosage
d
and ov erseas clinical studies.

WAR
RNINGS
1.. Since early embryonic deaths
d
and terratogenicity hhave
been observved in animal studies for AVIGAN,
A
do not
administer thhe drug to woomen known or suspected too be
pregnant (Seee “CONTRA
AINDICATION
NS” and “6. U
Use
during Pregnnancy, Deliveryy or Lactation””).
2.. When adminnistering AVIG
GAN to women
n of child-bearring
potential, co nfirm a negatiive pregnancy test result beffore
starting the ttreatment. Expplain fully the risks and instrruct
thoroughly tto use most effective contraceptive methhods
with her parttner during andd for 7 days affter the end off the
treatment (S
See “6. Use during
d
Pregnaancy, Deliveryy or
Lactation”). If pregnanccy is suspeccted during the
treatment, instruct to discontinue the treatm
ment
immediately and to consultt a doctor.
3.. AVIGAN is distributed inn sperm1. Wh
hen administerring
the drug to male patients, explain fullly the risks and
instruct thorroughly to usee most effective contracepttive
methods in ssexual intercouurse during and for 7 days aafter
the end of thhe treatment (men
(
must weear a condom) . In
addition, insstruct not to have sexual intercourse w
with
pregnant wom
men (See “6. Use
U during Preegnancy, Delivvery
or Lactatioon” and “PHARMACO
“
OKINETICS,
2.
Distribution””).
4.. Prior to the ttreatment, expllain thoroughly
y the efficacy and
risks (includ ing the risk off exposure to feetus) in writingg to
btain their writtten
patients or thheir family meembers and ob
consent (Seee “CONTRAIN
NDICATIONS
S”, “2. Importtant
Precautions”” and “6. Use during Pregnaancy, Deliveryy or
Lactation”).
5.. Examine car efully the neceessity of AVIG
GAN before usee.

DESCRIP
PTION
Brand name

AV
VIGAN Tabletts 200mg

Ingredient/content

Favipiravir 20
00mg

(C
Content per tabllet)

Ina
active ingrediient

Co
olor/dosage fo
orm

Povidonne, colloidal sillicon dioxide,
low-subsstituted hydrox
xypropyl
cellulosee, crospovidon
ne, sodium
stearyl fu
fumarate, hypromellose,
titanium
m dioxide, talc, yellow ferric
oxide
Light--yellow, film-ccoated tablet

Appearance
Size (mm)

Diiameter: apprrox. 8.7
Thhickness: apprrox. 4.3
INDICAT
TIONS

Nov
vel or re-emerg
ging influenzaa virus infections (limited t o
casees in which other
o
anti-inflluenza virus agents
a
are noot
effective or insuffficiently effectiive)
Precauutions
1. AVIGAN is a drug the usee of which is considered
c
onlly
when there is an outbreaak of novel or re-emerginng
influenza virus infections iin which other anti-influenzza
virus agents are not effectiive or insufficiiently effective,
and the gov
vernment deciides to use the drug as a
countermeasu
ure against suuch influenza viruses. Wheen
administering
g the drug, oobtain the lateest informatioon
including go
overnment’s ddirection of countermeasure
c
es
against such influenza virruses, and preescribe only to
t
p
appropriate patients.
2. AVIGAN is not effectivee against bacterial infectionns
ortant Precautiions”).
(See “2. Impo
3. AVIGAN hass not been adm
ministered to ch
hildren (See “77.
Pediatric Usee”).

CONTRAIINDICATION
NS
(AVIGAN is contraindiccated in the fo
ollowing patieents.)
wn or suspecteed to be pregnaant
1.. Women know
(Early embrryonic deaths and teratogen
nicity have bbeen
observed inn animal stuudies [See “6.
“
Use durring
Pregnancy, D
Delivery or Lacctation”].)
2.. Patients witth a history of hypersen
nsitivity to any
ingredient off the drug
Note: Use only as dir ected by a physiciian.
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Precautions for co-administration
(AVIGAN should be administered with care when
co-administered with the following drugs.)

DOSAGE AND ADMINISTRATION
The usual dosage of favipiravir for adults is 1600 mg orally
twice daily for 1 day followed by 600 mg orally twice daily
for 4 days. The total administration period should be 5 days.

Drugs

Precautions
The administration should be started promptly after
the onset of influenza-like symptoms.

Pyrazinamide

PRECAUTIONS
1. Careful Administration (AVIGAN should be
administered with care in the following patients.)
Patients with gout or a history of gout, and patients with
hyperuricaemia (Blood uric acid level may increase, and
symptoms may be aggravated. [See “4. Adverse
Reactions”])
2. Important Precautions
(1) No clinical study has been conducted to examine the
efficacy and safety of AVIGAN with the approved
dosage. The approved dosage was estimated based on
the results of a placebo-controlled phase I/II clinical
study in patients with influenza virus infection and
the pharmacokinetic data from Japanese and overseas
studies. Increase of plasma level of favipiravir has
been reported in patients with liver function
impairment in pharmacokinetic study conducted
outside of Japan2 (See “PHARMACOKINETICS” and
“CLINICAL STUDIES”).
(2) Although the causal relationship is unknown,
psychoneurotic symptoms such as abnormal behavior
after administration of anti-influenza virus agents
including AVIGAN have been reported. For the
treatment of children and minors, as a preventive
approach in case of an accident due to abnormal
behavior such as fall, patients/their family should be
instructed that, after the start of treatment with
anti-influenza virus agents, (i) abnormal behavior
may be developed, and (ii) guardians and others
should make an arrangement so that children/minors
are not left alone for at least 2 days when they are
treated at home. Since similar symptoms associated
with influenza encephalopathy have been reported,
the same instruction as above should be given.
(3) Influenza virus infection may be complicated with
bacterial infections or may be confused with
influenza-like symptoms. In case of bacterial
infection or suspected to be bacterial infection,
appropriate measures should be taken, such as
administration of anti-bacterial agents (See
“Precautions” regarding “INDICATIONS”).

Signs, Symptoms, and
Treatment
Blood uric acid level increases.
When pyrazinamide 1.5g once
daily and AVIGAN 1200 mg
/400 mg BID were
administered, the blood uric
acid level was 11.6 mg/dL
when pyrazinamide was
administered alone, and
13.9 mg/dL in combination
with AVIGAN.

Mechanism and
Risk Factors
Reabsorption of
uric acid in the
renal tubule is
additively
enhanced.

Repaglinide

Blood level of repaglinide may Inhibition of
increase, and adverse reactions CYP2C8 increases
to repaglinide may occur.
blood level of
repaglinide.

Theophylline5

Blood level of AVIGAN may
Interaction with
increase, and adverse reactions to XO may increase
AVIGAN may occur.
blood level of
AVIGAN.

Famciclovir
Sulindac

Efficacy of these drugs may be Inhibition of AO
reduced.
by AVIGAN 3 may
decrease blood
level of active
forms of these
drugs.

4. Adverse Reactions
AVIGAN has never been administered with the approved
dosage. In Japanese clinical studies and the global phase
III study (studies conducted with dose levels lower than
the approved dosage), adverse reactions were observed
in 100 of 501 subjects (19.96%) evaluated for the safety
(including abnormal laboratory test values). Major
adverse reactions included increase of blood uric acid
level in 24 subjects (4.79%), diarrhoea in 24 subjects
(4.79%), decrease of neutrophil count in 9 subjects
(1.80%), increase of AST (GOT) in 9 subjects (1.80%),
increase of ALT (GPT) in 8 subjects (1.60%) (See
“CLINICAL STUDIES”).
(1) Clinically significant adverse reactions (similar
drugs)
The following clinically significant adverse reactions
have been reported with other anti-influenza virus
agents. Patients should be carefully monitored, and if
any abnormality is observed, the treatment should be
discontinued and appropriate measures should be
taken.
1. Shock, anaphylaxis
2. Pneumonia
3. Hepatitis fulminant, hepatic dysfunction, jaundice
4. Toxic epidermal necrolysis (TEN),
oculomucocutaneous syndrome (Stevens-Johnson
syndrome)
5. Acute kidney injury
6. White blood cell count decreased, neutrophil
count decreased, platelet count decreased
7. Neurological and psychiatric symptoms
(consciousness disturbed, abnormal behavior,
deliria, hallucination, delusion, convulsion, etc.)
8. Colitis haemorrhagic

3. Drug Interactions3,4
AVIGAN is not metabolized by cytochrome P-450 (CYP),
mostly metabolized by aldehyde oxidase (AO), and
partly metabolized by xanthine oxidase (XO). The drug
inhibits AO and CYP2C8, but does not induce CYP (See
“PHARMACOKINETICS”).

-2-

(2) Other adverse reactions Note 1
If the following adverse reactions occur, appropriate
measures should be taken according to the
symptoms.
≥ 1%
Hypersen
sitivity

Hepatic

Gastroint
estinal

Hematolo
gic

Metabolic
disorders

Respirato
ry

Others

AST (GOT)
increased,
ALT (GPT)
increased,
γ-GTP
increased
Diarrhoea
(4.79%)

Neutrophil
count
decreased,
white blood
cell count
decreased
Blood uric
acid increased
(4.79%),
blood
triglycerides
increased

0.5 - < 1%
Rash

animals [6-day-old rats and 8-week-old dogs], abnormal
gait, atrophy and vacuolation of skeletal muscular fiber,
degeneration/necrosis/mineralization of papillary muscle
have been reported.)
8. Precautions concerning Use
Precautions regarding dispensing:
For drugs that are dispensed in a press-through package
(PTP), patients should be instructed to remove the drug
from the package prior to use. (It has been reported that,
if the PTP sheet is swallowed, the sharp corners of the
sheet may puncture the esophageal mucosa, resulting in
severe complications such as mediastinitis.)

< 0.5%
Eczema, pruritus
Blood ALP
increased, blood
bilirubin
increased

Nausea,
vomiting,
abdominal
pain

Glucose urine
present

Abdominal
discomfort,
duodenal ulcer,
haematochezia,
gastritis
White blood cell
count increased,
reticulocyte count
decreased,
monocyte
increased
Blood potassium
decreased

9. Other Precautions9,10
In animal studies, histopathological changes of testis in
rats (12 weeks old) and young dogs (7 to 8 months old),
and abnormal findings of sperm in mice (11 weeks old)
have been reported. Recovery or tendency of recovery
has been observed in those studies after the
administration was suspended.
PHARMACOKINETICS
1. Blood Concentrations
The following table shows pharmacokinetic parameters
of favipiravir after an oral administration in 8 healthy
adults at 1600 mg twice daily for 1 day, then 600 mg
twice daily for 4 days followed by 600 mg once daily for
1 day (1600 mg/600 mg BID).

Asthma,
oropharyngeal
pain, rhinitis,
nasopharyngitis
Blood CK (CPK)
increased, blood
urine present,
tonsil polyp,
pigmentation,
dysgeusia, bruise,
vision blurred,
eye pain, vertigo,
supraventricular
extrasystoles

Pharmacokinetic parameters of favipiravir
C max Note 2
(μg/mL)

Dosage
1600 mg/
600 mg
BID

Note
Note
Note
Note

Note 1 Adverse reactions observed in Japanese clinical studies
and the global phase III clinical study (studies
conducted with dose levels lower than the approval
dosage).

5. Use in the Elderly
Since the elderly often have reduced physiological
functions, AVIGAN should be administered with care to
them by monitoring their general conditions.

2
3
4
5

AUC Note 2, 3 T max Note 4 T1/2 Note 5
(hr)
(hr)
(μg･hr/mL)

Day 1

64.56
(17.2)

446.09
(28.1)

1.5
(0.75, 4)

4.8±1.1

Day 6

64.69
(24.1)

553.98
(31.2)

1.5
(0.75, 2)

5.6±2.3

Geometric mean (CV%)
Day 1: AUC 0-∞, Day 6: AUC τ
Median (minimum, maximum)
Mean±SD

(n=8)

1600mg/600mg (BID)

M e an ? SD

Fav ipirav ir pl asma con cent rat ion .
(痢/ mL)

100

6. Use during Pregnancy, Delivery or Lactation6,7
(1) Do not administer AVIGAN to women known or
suspected to be pregnant.
(Early embryonic deaths [rats] and teratogenicity
[monkeys, mice, rats and rabbits] have been observed
in animal studies with exposure levels similar to or
lower than the clinical exposure.)
(2) When administering AVIGAN to lactating women,
instruct to stop lactating.
(The major metabolite of AVIGAN, a hydroxylated
form, was found to be distributed in breast milk.)
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Figure 1 Time course of plasma concentration of favipiravir
(mean±SD)

Following multiple oral administration of favipiravir for
7 days Note 6 to an healthy adult who appeared to have
little AO activity, the estimated AUC of unchanged drug
was 1452.73 μg･hr/mL on Day 1 and 1324.09 μg･hr/mL
on Day 711.

7. Pediatric Use 8
AVIGAN has not been administered to children.
(In a one month study with juvenile dogs [8 weeks old],
death cases have been reported after day 20 with a
dosage [60 mg/kg/day] which was lower than the lethal
dosage for young dogs [7 to 8 months old]. In juvenile

Note 6 1200 mg + 400 mg on Day 1, then 400 mg twice daily
on Days 2 to 6 followed by 400 mg once daily on Day 7.
The approved dosage of favipiravir is “1600 mg orally
twice daily for 1 day followed by 600 mg orally twice
daily for 4 days”.
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function impairment, and 1.4 fold and 1.8 fold, respectively
in subjects with moderate liver function impairment.
When favipiravir was orally administered to subjects with
severe liver function impairment (Child-Pugh classification
C, 4 subjects) at 800 mg twice daily for 1 day followed by
400 mg twice daily for 2 days (800 mg/400 mg BID) Note ９ ,
compaired to healthy adult subjects,Cmax and AUC at day
3 were approximately 2.1 fold and 6.3 fold, respectively.

2. Distribution
Results in non-Japanese
When favipiravir was orally administered to 20 healthy
adult male subjects at 1200 mg twice daily for 1 day
followed by 800 mg twice daily for 4 days
(1200 mg/800 mg BID) Note 7, the geometric mean
concentration of the drug in semen was 18.341 μg/mL
on Day 3, and 0.053 μg/mL on the second day after the
treatment. The semen levels became below the limit of
quantification (0.02 μg/mL) in all subjects in 7 days
after the end of the treatment. The mean ratio of the
drug concentration in semen to that in plasma was 0.53
on Day 3 and 0.45 on the second day after the
treatment.

Note 9 The approved dosage of favipiravir is “1600mg orally
twice daily for 1 day followed by 600 mg orally twice daily for 4
days”

6. Drug Interactions3,4
In vitro: Favipiravir inhibited irreversibly AO in a dose
and time dependent manner, and inhibited CYP2C8 in a
dose dependent manner. There were no inhibitory
activity to XO, and weak inhibitory activity to CYP1A2,
2C9, 2C19, 2D6, 2E1 and 3A4. The hydroxylated
metabolite showed weak inhibitory activity to CYP1A2,
2C8, 2C9, 2C19, 2D6, 2E1 and 3A4.
Inductive effect of favipiravir on CYP was not observed.

Note 7 The approved dosage of favipiravir is “1600mg orally
twice daily for 1 day followed by 600 mg orally twice
daily for 4 days”.

The serum protein binding ratio was 53.4 to 54.4% (in
vitro, centrifugal ultrafiltration) at 0.3 to 30 μg/mL
Reference: Animal data12
When a single dose of 14 C-favipiravir was orally
administered to monkeys, it was distributed broadly in
tissues. Radioactivity of each tissue peaked in 0.5 hours
after the administration and changed in parallel with
the radioactivity in plasma. The ratio of radioactivity in
lung tissues to that in plasma was 0.51 in 0.5 hours
after the administration, and the drug was distributed
rapidly to respiratory tissues which were considered
infection site. Radioactivity in kidney was higher than
that in plasma, with a ratio of 2.66. Radioactivity in
each tissue, except bones, decreased to ≤2.8% of the
peak within 24 hours after the administration.

Drug-drug Interaction Clinical Studies:
Effects of co-administered drugs on pharmacokinetics of favipiravir
Co-administrated
drug and dosage

Favipiravir
dosage

Theophylline 5
200mg twice
daily on Days 1
to 9, 200mg once
daily on Day 10

600mg twice
daily on Day 6,
600mg once
daily on Days 7
to 10

Oseltamivir 13
75mg twice daily
on Days 1 to 5,
75mg once daily
on Day 6

600mg twice
daily on Day 5,
600mg once
daily on Day 6

Raloxifene
60mg once daily
on Days 1 to
3 Note 10

1200mg twice
daily on Day 1,
800mg twice
daily on Day 2,
800mg once
daily on Day 3

Hydralazine
5mg once daily
on Day 1 and
Day 5

1200mg/400mg
on Day 1,
400mg twice
daily on Days 2
to 4, 400mg
once daily on
Day 5

Time of
dosing

C max

3

3. Metabolism
Favipiravir was not metabolized by cytochrome P-450
(CYP), mostly metabolized by aldehyde oxidase (AO),
and partly metabolized to a hydroxylated form by
xanthine oxidase (XO). In studies using human liver
microsomes, formation of the hydroxylate ranged from
3.98 to 47.6 pmol/mg protein/min, with an
inter-individual variation of AO activity by 12 times at
maximum. A glucuronate conjugate was observed in
human plasma and urine as a metabolite other than the
hydroxylated form.
11

4. Excretion
Favipiravir was mainly excreted as a hydroxylated form
into the urine, and little amount unchanged drug was
observed. In an oral 7 day multiple dose study Note 8 with 6
healthy adults, cumulative urinary excretion ratio of the
unchanged drug and the hydroxylated form was 0.8% and
53.1%, respectively, during 48 hours after the last
administration.
Note 8

n

Parameter ratio for
favipiravir (90% CI)
(Co-administered/single
administered)

Day 6

1.33
1.27
［1.19, 1.48］
［1.15, 1.40］

Day 7

1.03
1.17
［0.92, 1.15］
［1.04, 1.31］

Day 6

0.98
1.01
［0.87, 1.10］
［0.91, 1.11］

Day 1

1.00
1.03
［0.90, 1.10］
［0.95, 1.12］

Day 3

0.90
0.85
［0.81, 0.99］
［0.79, 0.93］

Day 1

0.99
0.99
［0.92, 1.06］
［0.92, 1.07］

Day 5

0.96
1.04
［0.89, 1.04］
［0.96, 1.12］

10

10

AUC

17

14

Note 10 Results in non-Japanese
Effects of favipiravir on pharmacokinetics of co-administered drugs
Co-administrated
drug and dosage

Favipiravir
dosage

n

Time of
dosing

Parameter ratio for
co-administered drug
[90% CI]
(Co-administered/single
administered)
C max

1200 mg + 400 mg on Day 1, then 400 mg twice daily
on Days 2 to 6 followed by 400 mg once daily on Day
7. The approved dosage of favipiravir is “1600 mg
orally twice daily for 1 day followed by 600 mg
orally twice daily for 4 days”.

5. Patients with liver function impairment2
(foreign data)

When favipiravir was orally administered to subjects with
mild and moderate liver function impairment (Child-Pugh
classification A and B, 6 subjects each) at 1200 mg twice
daily for 1 day followed by 800 mg twice daily for 4 days
(1200 mg/800 mg BID) Note ９ , compaired to healthy adult
subjects, Cmax and AUC at day 5 were approximately 1.6
fold and 1.7 fold, respectively in subjects with mild liver

-4-

AUC

Theophylline 5
200mg twice daily
on Days 1 to 9,
200mg once daily
on Day 10

600mg twice
daily on Day 6,
10
600mg once daily
0.99
0.97
Day 10
on Days 7 to 10
［0.94, 1.04］
［0.91, 1.03］

Oseltamivir 13
75mg twice daily
on Days 1 to 5,
75mg once daily
on Day 6

600mg twice
daily on Day 5,
10
600mg once daily
on Day 6

Acetaminophen
650mg once daily
on Day 1 and Day
5 Note 11

1200mg twice
daily on Day 1,
800mg twice
28
daily on Days 2
to 4, 800mg once
daily on Day 5

0.93
0.92
Day 7
［0.85, 1.01］
［0.87, 0.97］

Day 6

1.10
1.14
［1.06, 1.15］
［1.10, 1.18］

Day 1

1.03
1.16
［0.93, 1.14］
［1.08, 1.25］

Day 5

1.08
1.14
［0.96, 1.22］
［1.04, 1.26］

No
orethindrone/
Eth
hinylestradiol
com
mbination
1m
mg/0.035mg
once daily on
Daays 1 to Day
N
11
5 Note

1.23
1.477
Day 12
11200mg twice
Note 12
［1.16, 1.30］
［1.42, 11.52］
ddaily on Day 1,
8800mg twice
25
ddaily on Days 2
1.48
1.433
Day 12
tto 4, 800mg once
Note 13
［1.42, 1.54］
［1.39, 11.47］
ddaily on Day 5

Reepaglinide
0.5
5mg once daily
on Day 13 Note 11

11200mg twice
ddaily on Day 1,
1.28
1.522
8800mg twice
17 Day 13
ddaily on Days 2
［1.37, 11.68］
［1.16, 1.41］
tto 4, 800mg once
ddaily on Day 5

11200mg/400mg
oon Day 1, 400mg
Hy
ydralazine
ttwice daily on
5m
mg once daily on
14
D
Days 2 to 4,
Daay 1 and Day 5
4400mg once daily
oon Day 5

Day 1

0.73
0.877
［0.67, 0.81］
［0.78, 00.97］

Day 5

0.79
0.9 1
［0.71, 0.88］
［0.82, 11.01］

Figure 3 Kaplan-M
Meier Plot with re
regard to primary
y endpoint Note 17
(ITTI populatiion, Study1)

Note 11 Resultts in non-Japanesee
Note 12 Norethhindrone
Note 13 Ethinyylestradiol

CLINICA
AL STUDIES
Results
R
in non-J apanese
A placebo-controlled phase I/II study
s
in type A or
o type B influennza
patients
p
was connducted (1800 mg/800
m
mg BID, oral administratiion
mg
of favipiravir 18800 mg twice daaily for 1 day fo
ollowed by 800 m
twice daily for 4 days; 2400 mgg/600 mg TID, oral administratiion
of favipiravir 24400mg + 600 mgg + 600 mg for 1 day followed by
600 mg three tiimes daily for 4 days) Note 14. With
W
regards to the
primary
p
endpoinnt Note 15, favipirravir 1800 mg/8
800 mg BID (1101
patients)
p
demonnstrated significaant difference in time to alleviatiion
of influenza sym
mptoms compareed to placebo (88
8 patients) (p=0. 01,
Gehan-Wilcoxonn test), but faviipiravir 2400 mg
g/600 mg TID ((82
patients)
p
failed to demonstratee significant diffference (p=0.4 14,
Gehan-Wilcoxonn test).

Figure 4 Kaplan-M
Meier Plot with re
regard to primary
y endpoint Note 17
(ITTI populatiion, Study2)
Notte 16 The approv
ved dosage of favippiravir is “1600 mg
m orally twice
daily for 1 day followed by 6600 mg orally twicce daily for 4
days”
Notte 17 Time required to alleviate 6 pprimary influenza symptoms
s
(cough,,
sore throat, headache, nasal congestion, body
y aches and pains,,
fatigue [tirredness]) and ressolution of fever. Alleviation wass
defined as all of the 6 infl
fluenza symptomss had been eitherr
absent or mild
m and fever hadd resolved, with bo
oth maintained forr
at least 21.5 hours.
Notte 18 Peto-Peto-P
Prentice test

Refeerence: Global phase
p
III cliniccal study (adults)
A global
g
phase III clinical study oof favipiravir (tthe dosage Note 199
was different from the approveed dosage for adults) versuss
oseeltamivir phosphate (75 mg ttwice daily forr 5 days) wass
con
nducted in patients with type A or type B influenza (6400
pattients [467 patie
ents in Japan, 555 patients in Korea,
K
and 1188
pattients in Taiwan]). The median ttime (95% CI) to
t alleviation off
primary influenza symptoms Note 220 was 63.1 hou
urs (55.5, 70.4))
forr favipiravir gro
oup (377 patientts) and 51.2 hou
urs (45.9, 57.6))
forr oseltamivir pho
osphate group ((380 patients). The
T hazard ratioo
(95
5% CI) of favipiravir to oselttamivir phosphaate for time too
alleeviation of prim
mary influenza symptoms wass 0.818 (0.707,,
0.9
948), and the efficacy
e
of faviipiravir was no
ot demonstratedd
(p=
=0.007, log-rank
k test).

Figuree 2 Time to allevviation of influen
nza symptoms
Note
N
14 The appproved dosage of favipiravir is “16
600 mg orally tw
wice
daily foor 1 day followedd by 600 mg orallly twice daily foor 4
days”.
Note
N
15 Time reqquired to alleviate 6 primary influenza symptoms (couugh,
sore thrroat, headache, naasal congestion, bo
ody aches and paiins,
fatigue [[tiredness]) and boody temperature

Note
N
19 1200 mg + 400 mg on Dayy 1 followed by 40
00 mg twice dailyy
ys. The approved dosage of favipirravir is “1600 mgg
for 4 day
orally twice daily for 1 daay followed by 60
00mg orally twicee
daily for 4 days”.
Note
N
20 Time requ
uired for 7 primarry influenza symptoms (cough, soree
throat, headache, nasal ccongestion, feelin
ng feverish, bodyy
d pains, fatigue [tiiredness]) to alleviate after the startt
aches and
of study drug administrration (the time point when alll
symptoms were scored 1 orr below). “Alleviaation” was definedd
ate where all of thhe scores graded by
b the investigatorr
as the sta
based on the record of the patient diary remaain unchanged forr
21.5 hourrs or longer afterr all of the scoress decrease to 1 orr
below.)

Two placebo-coontrolled phase III studies in type A or typee B
mg
influenza patiennts (oral adminnistration of fav
vipiravir 1800 m
twice daily for 1 day followed by 800 mg twicce daily for 4 daays
[1800 mg/800 m
mg BID]) Note 1 6 with the prim
mary endpoint: tthe
time required tto alleviate pri mary influenza symptoms Notee 17 ,
were conducted (Study1 and Stuudy2). The results are as follows..
Resuults of primary anaalysis (ITTI population)
Study1

Study2

Favipiravir

Placebo

Faviipiravir

Placeboo

(N=301)

(N=322)

(N=
=526)

(N=1699)

Number of events

288

306

505
5

163

Median［95% CI］

84.2

98.6

77.8
7

83.9

［77.1, 95.7］ ［94.6,
［
107.1］ ［72.3
3, 82.5］ ［76.0, 955.5］

（hours）
p-value

Refeerence: Phase III clinical study in non-Japanese (adults)
A placebo-controll
p
led phase II studdy of favipiravirr was conductedd
in patients
p
with typ
pe A or type B innfluenza (1000 mg/400
m
mg BID
D,
oraal administration
n of favipiravir 1000 mg twice daily for 1 dayy
followed by 400 mg
m twice daily foor 4 days; 1200 mg/800
m
mg BID
D,

note18

0.0044

0.303
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oral administration of favipiravir 1200 mg twice daily for 1 day
followed by 800 mg twice daily for 4 days; placebo, twice
daily) Note 20 . The median time (95% CI) to alleviation of primary
influenza symptoms Note 21 was 100.4 hours (82.4, 119.8) for 1000
mg/400 mg BID group (88 patients), 86.5 hours (79.2, 102.1) for
1200 mg/800 mg BID group (121 patients), and 91.9 hours (70.3,
105.4) for placebo group (124 patients). There was no
statistically significant difference between either favipiravir
group and placebo group (p>0.05, Gehan-Wilcoxon test; A
step-down approach was used to regulate the overall type I error
rate for the multiple comparisons).

O
F

N

NH2
OH

Molecular formula: C 5 H4 FN 3 O2
Molecular weight: 157.10
Description: Favipiravir is a white–light yellow powder. It is
sparingly soluble in acetonitrile and methanol, slightly
soluble in water and ethanol (99.5).
Melting point: 187–193ºC

Note 19 The approved dosage of favipiravir is “1600 mg orally twice
daily for 1 day followed by 600 mg orally twice daily for 4
days”.
Note 20

N

CONDITIONS FOR APPROVAL
1. Establish and appropriately implement a risk management plan.
2. Since further investigation regarding the efficacy and safety of
the drug under utilization is required, conduct an appropriate
post marketing surveillance.
3. Do not market the drug unless the Minister of Health, Labour
and Welfare requests.
4. When marketing the drug, implement strict distribution
management and thorough safety measures so that the drug
would not be used for seasonal influenza viral infectious
diseases.
5. Take strict and proper measures so that the drug is administered
only to patients who are considered appropriate to take the drug
only when they are explained in advance about the efficacy and
risk in writing and they or their family consent in writing.

Time required to “alleviate” 6 primary influenza symptoms
(cough, sore throat, headache, nasal congestion, body aches
and pains, fatigue [tiredness]) and body temperature, where
alleviation was defined as the state where all of the scores and
temperature remain unchanged for 21.5 hours or longer after
all of the scores decrease to 1 or below and temperature
returned to less than 38.0°C for 20 to <65 years old and less
than 37.8°C for patients ≥65 years old.

PHARMACOLOGY
1. In vitro antiviral activity14, 15
Favipiravir showed antiviral activity against type A and type B
influenza virus laboratory strains with an EC 50 of 0.014–0.55
μg/mL.
The EC 50 against seasonal type A and type B influenza viruses
including strains resistant to adamantane (amantadine and
rimantadine), oseltamivir or zanamivir was 0.03–0.94 and
0.09–0.83 μg/mL, respectively.
The EC 50 against type A influenza viruses (including strains
resistant to adamantane, oseltamivir or zanamivir) such as
swine-origin type A and avian-origin type A including
highly-pathogenic strains (including H5N1 and H7N9) was
0.06–3.53 μg/mL.
The EC 50 against type A and type B influenza viruses resistant
to adamantane, oseltamivir and zanamivir was 0.09–0.47
μg/mL, and no cross resistance was observed.

PACKAGING
AVIGAN Tablets 200mg: boxes of 100 tablets in press-through
packages
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2. Therapeutic effect in animal models 14, 16, 17, 18, 19
In mouse infection models inoculated with influenza viruses A
(H7N9), A (H1N1) pdm09 or A (H3N2), decrease of virus titers
in lung tissues was observed by a 5-day oral administration of
favipiravir with a dose of ≤60 mg/kg/day.
In mouse infection models inoculated with influenza viruses A
(H3N2) or A (H5N1), therapeutic effect was observed by a
5-day oral administration of favipiravir with a dose of 30
mg/kg/day.
In a SCID mouse infection model inoculated with an influenza
virus A (H3N2), therapeutic effect was observed by a 14-day
oral administration of favipiravir with a dose of 30 mg/kg/day.
3. Mechanism of action 14, 20
It is considered that favipiravir is metabolized in cells to a
ribosyl triphosphate form (favipiravir RTP) and that favipiravir
RTP selectively inhibits RNA polymerase involved in influenza
viral replication. With regards to the activity against human
DNA polymerases α, β and γ, favipiravir RTP (1000 μmol/L)
showed no inhibitory effect on α, 9.1-13.5% inhibitory effect
on β and 11.7-41.2% inhibitory effect on γ. Inhibitory
concentration (IC 50 ) of favipiravir RTP on human RNA
polymerase II was 905 μmol/L.
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Taisho Toyama Pharmaceutical Co., Ltd.
3-25-1, Takada, Toshima-ku, Tokyo 170-8635, Japan
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4. Resistance14
No change of susceptibility of type A influenza viruses to
favipiravir was observed after 30 passages in the presence of
favipiravir, and no resistant viruses have been selected. In
clinical studies including the global phase III study, information
about emergence of favipiravir-resistant influenza viruses has
not been obtained.

Distributed by:
Taisho Toyama Pharmaceutical Co., Ltd.
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PHYSICOCHEMISTRY
Nonproprietary name: Favipiravir
Chemical name: 6-Fluoro-3-hydroxypyrazine-2-carboxamide
Structure formula:
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