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Table 10 Institution and investigator
Investigator
Institution Department
Last Name First Name
1 HIGASHI-SAPPORO HOSPITAL INTERNAL MEDICINE NOMURA NAOHIRO
2 NATIONAL SANATORIUM DOUHOKU HOSPITAL INTERNAL MEDICINE MATSUMOTO  HIROYUKI
3 SENNDAI KOUSEI HOSPITAL INTERNAL MEDICINE NAKAI HIROYUKI
4 SENDAI RED CROSS HOSPITAL FIRST DEPT. OF CIRCU- SAKAMOTO MASAHIRO
LATORY DEPT.
5 INSTITUTE OF DEVELOPMENT, AGING AND CANCER, RESPIRATORY MEDI- WATANABE AKIRA
TOHOKU UNIVERSITY CINE
6 IWATE MEDICAL UNIVERSITY SCHOOL OF MEDICINE THIRD DEPT. OF INTER- YAMAUCHI KOHEI
NAL MEDICINE
7 YAMAGATA UNIVERSITY, SCHOOL OF MEDICINE FIRST DEPT. OF INTER- NAKAMURA HIDENORI
NAL MEDICINE
8 SAISEIKAI YAMAGATA-SAISEI HOSPITAL INTERNAL MEDICINE TAKEDA HIROAKI
9 TSURUOKA KYOURITU HOSPITAL INTERNAL MEDICINE TAKAHASHI MAKIROU
10 TSURUOKA CITY SHONAI HOSPITAL INTERNAL MEDICINE ITOH MINORU
11 NAGAI CITY GENERAL HOSPITAL INTERNAL MEDICINE IKEDA HIDEKI
12 OOTAWARA RED CROSS HOSPITAL RESPIRATORY DEPT. YAMADA GORO
13 GUNMA UNIVERSITY, SCHOOL OF MEDICINE FIRST DEPT. OF INTER- DOBASHI KUNIO
NAL MEDICINE
14 JOUBU RESPIRATORY MEDICINE HOSPITAL RESPIRATORY DEPT. FUEKI NAOTO
15 MAEBASHI RED CROSS HOSPITAL RESPIRATORY DEPT. INAZAWA SHOJI
16 KAWAGUCHI GENERAL HOSPITAL RESPIRATORY DEPT. HOSAKA KIMINORI
17 NIZA SHIKI CENTRAL GENERAL HOSPITAL INTERNAL MEDICINE OHTAKE TADAHIRO
18 SEIKO-KAI IKEBUKURO HOSPITAL INTERNAL MEDICINE HIDAKA YASUO
19 MITSUI MEMORIAL HOSPITAL RESPIRATORY CENTER KINO HIROSHI
INTERNAL MEDICINE
20 NIPPON MEDICAL SCHOOL FOURTH DEPT. OF IN- KUDOH SHOJI
TERNAL MEDICINE
21 DOHAI MEMORIAL HOSPITAL ALLERGY & SANO YASUYUKI
RESPIRATORY DEPT.
22 TOKYO METROPOLITAN EBARA HOSPITAL INTERNAL MEDICINE NAKAJIMA HIROAKI
23 KANTO CENTRAL HOSPITAL SECOND DEPT. OF IN- HORIUCHI TADASHI
TERNAL MEDICINE
24 NATIONAL TOKYO MEDICAL CENTER INTERNAL MEDICINE AOKI MAKOTO
25 OSAKI CLINIC — TANAKA TAKANORI
26 TOKYO NATIONAL CHEST HOSPITAL INTERNAL MEDICINE BABA MOTOO
27 KANAGAWA HYGIENIC NURSING VOCATIONAL SCHOOL INTERNAL MEDICINE SAKURAI IWAO
28 KANAGAWA CIRCULATORY & RESPIRATORY MEDICINE RESPIRATORY DEPT. ODAGIRI SHIGEKI
CENTER
29 YOKOHAMA ROSAI HOSPITAL RESPIRATORY DEPT. TAKEUCHI KOICHIRO
30 KAWASAKI CITY KAWASAKI HOSPITAL INTERNAL MEDICINE MATSUOKA YASUO
31 YOKOSUKA KYOSAI HOSPITAL DEPT. OF INTERNAL MIURA HIROTARO
MEDICINE
32 TOKAI UNIVERSITY, SCHOOL OF MEDICINE RESPIRATORY MEDI- KONDOH TETSURI
CINE
33 OHFUNA CENTRAL HOSPITAL INTERNAL MEDICINE UENO FUMIAKI
34 SHINRAKUEN HOSPITAL INTERNAL MEDICINE AOKI NOBUKI
35 NIIGATA UNIVERSITY, SCHOOL OF MEDICINE SECOND DEPT. OF IN- IGARASHI KENICHI
TERNAL MEDICINE
36 NATIONAL SANATORIUM NISHI-NIIGATA CENTRAL HOS- INTERNAL MEDICINE WADA KOICHI
PITAL
37 YAMANASHI MEDICAL COLLEGE SECOND DEPT. OF IN- ISHIHARA HIROSHI
TERNAL MEDICINE
38 NATIONAL KOFU HOSPITAL INTERNAL MEDICINE MIZUMURA TSUNEO
39 SHIZUOKA PREFECTURAL CHILDREN'S HOSPITAL ALLERGY DEPT. YOSHIDA TAKAMI
40 WESTERN HAMAMATSU MEDICAL CENTER, SHIZUOKA INFECTIOUS DISEASE YANO KUNIO
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KYORITU KIKUKAWA GENERAL HOSPITAL
HAMAMATSU MEDICAL COLLEGE

NATIONAL SANATORIUM TENRYU HOSPITAL
SEIREI HAMAMATSU HOSPITAL

SEIREI MIKATAHARA HOSPITAL

NAGOYA CITY JYOSAI HOSPITAL

NAGOYA CITY EAST HOSPITAL

NAGOYA CITY KOSEI-IN HOSPITAL
TOSEI GENERAL HOSPITAL

MIE UNIVERSITY, SCHOOL OF MEDICINE

MIE PREFECTURAL MEDICAL CENTER

OSAKA PHARMACOLOGY RESEARCH CLINIC
NATIONAL SANATORIUM TONEYAMA HOSPITAL
KINKI UNIVERSITY, SCHOOL OF MEDICINE

NATIONAL SANATORIUM KINKI CENTRAL HOSPITAL

KAIZUKA CITY KAIZUKA HOSPITAL
KAWASAKI HOSPITAL
KAWASAKI MEDICAL SCHOOL

OKAYAMA SAISEI-KAI GENERAL HOSPITAL
KURE KYOSAI HOSPITAL

CHUGOKU ROSAI HOSPITAL

HIROSHIMA UNIVERSITY, SCHOOL OF MEDICINE

HARADOI HOSPITAL
KYUSHU PHARMACOLOGY LABO RESEARCH CLINIC
KYUSHU UNIVERSITY, FACULTY OF MEDICINE

UNIVERSITY OF OCCUPATIONAL AND ENVIRONMENTAL
HEALTH SCHOOL OF MEDICINE

NISHIFUKUOKA HOSPITAL
FUKUYO HOSPITAL
KURUME UNIVERSITY, SCHOOL OF MEDICINE

KURUME UNIVERSITY MEDICAL CENTER
NATIONAL SANATORIUM OHMUTA HOSPITAL
OITA MEDICAL UNIVERSITY

MIYAZAKI SYAKAI-HOKEN HOSPITAL
KUMAMOTO UNIVERSITY, SCHOOL OF MEDICINE

NATIONAL SAGA HOSPITAL

NATIONAL SANATORIUM HIGASHI-SAGA HOSPITAL
NAGASAKI UNIVERSITY, FACULTY OF MEDICINE
NAGASAKI UNIVERSITY, SCHOOL OF MEDICINE

ISAHAYA GENERAL HOSPITAL

ooooo o

INTERNAL MEDICINE

SECOND DEPT. OF IN-

TERNAL MEDICINE
INTERNAL MEDICINE

DEPT. OF INTERNAL
MEDICINE

RESPIRATORY MEDI-
CINE

SECOND DEPT. OF IN-

TERNAL MEDICINE

FOURTH DEPT. OF IN-

TERNAL MEDICINE
INTERNAL MEDICINE

RESPIRATORY & AL-
LERGY DEPT.

THIRD DEPT. OF INTER-

NAL MEDICINE
RESPIRATORY DEPT.

INTERNAL MEDICINE

FOURTH DEPT. OF IN-

TERNAL MEDICINE

THIRD DEPT. OF INTER-

NAL MEDICINE
INTERNAL MEDICINE
INTERNAL MEDICINE

RESPIRATORY MEDI-
CINE

INTERNAL MEDICINE
INTERNAL MEDICINE
RESPIRATORY DEPT.

SECOND DEPT. OF IN-

TERNAL MEDICINE
INTERNAL MEDICINE

GENERAL CLINIC DEPT.

RESPIRATORY DEPT.

RESPIRATORY DEPT.
INTERNAL MEDICINE

FIRST DEPT. OF INTER-

NAL MEDICINE
APOPLEXY
INTERNAL MEDICINE

SECOND DEPT. OF IN-

TERNAL MEDICINE
INTERNAL MEDICINE

FIRST DEPT. OF INTER-

NAL MEDICINE

INTERNAL MEDICINE
RESPIRATORY DEPT.
INTERNAL MEDICINE

SECOND DEPT. OF IN-

TERNAL MEDICINE
INTERNAL MEDICINE

TSUKAMOTO
CHIDA

HAYAKAWA
YAMADA

YANASE

NANJYO

HANAKI

SUZUKI
TANIGUCHI

TAGUCHI

TSUTSUI
KANDA
ITOH
HIGASHIDA

INOUE

KATOH
OKIMOTO
NIKI

MUGURUMA
SHIOTA
TSUYA
ISHIOKA

IKEMATSU
IRIE
KASHIWAGI
KIDO

HIROTA
FUKUYO
KINOSHITA

KACHI
HARADA
NAGAI

SAWANO
ANDOH

EISHIMA
OHE
WATANABE
MAESAKI

INOUE

KATSUNORI
KINGO

KEISHI
HIROSHI

KENJI

KUNIO

HIDEKAZU

KANZOU
HIROYUKI

OSAMU

KIYOYUKI
SHIGETO
MASAMI
ARITOMO

GIICHI

GENICHI
JIROU
YOSHIHITO

MITSURU
YUTAROU
TAKASHI
SHINICHI

HIDEYUKI
SHIN
SEIZABURO
MASAMITSU

NOBUO
KENSUKE
MASAHARU

MASAHIDE
SUSUMU
HIROYUKI

FUMITOSHI
MASAYUKI

KAZUYA
TOSHIYUKI
HIROSHI
SHIGEFUMI

YUUICHI
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Table 200 Observation and evaluation schedule

Administration Post-administration period
Registration Day 6 Day 7
Dayl | Day2 | Day3 | Day4 | Day5 or to Day 21
withdrawal | Day 20
Demographics °
Obtention of Informed consent °
Administration oo o0 . o0 ) o 30
Influenza symptoms . - -, .
Body temperature . = — .
Blood pressure . . .
Heart rate ) . .
Respiratory rate . . .
Clinical laboratory findings ° ° o 20
Viral antibody titer . .
Virological examination ° °
Subjective symptoms ° - - o 200
Objective symptoms . . o 20
Bacterial test!C E i e It it Sttt Aeieieieiets A -

Shadow boxes mean the visiting day. The observation of day 3 was carried out for the patients whose visit was possible.
100n case that patients were administered antibiotics in doubt of secondary infection.

20n case that the follow-up examination was necessary.

3[Final administration was carried out in the morning at day 6, if the first administration have been achieved after 5 p.m. at day 1.
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Fig.1 Disposition of study participants

Subject enrolled
316

Administration
without enrollment
1

Placebo group
162"

Ro64-0796 group
154

Completed Discontinued
151 i

Completed Discontinued
151 3

—Adverse event
—Voluntary withdrawal :
—Not visiting
-Others

(SIS NN
-

—Voluntary withdrawal ~ : 1
—Not visiting 1
—Over dosing 01

*Including one subject who was assigned to placebo group and administered the study drug of Ro64-0796.
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Table 300 Demographics] ITTIO

1051

Placebo R064-0796 testl al]  statistics / p value
Agel years-old0J N 130 122 F 11061 / 0.2939
Mean 33.6 355
SD. 139 146
Median 300 305
Min.—Max. 16.0—80.0 18.0—79.0
Gategory of age N 130000 122000 Wilcoxon 1.6000 / 0.2059
160 19 0O &5038%0 0 2016%0
200 29 591 45.4%[0 58] 43.4%0
300 39 38 29.2%0 281 23.0%0
4000 49 10 0 7.7%0 16 13.1%0
5000 59 0 U 54%0 18 10.7%0
600 69 0O 8062%0 O 6 049%0
700 79 0O 2015%0 0 4033%0
8001 89 0 0010%0 —
Sex N 130000 122000 Chisq 5.3650 / 0.0210
Male 69 53.1%0 40 38.5%0
Female 60 46.9%0 78 615%0
Smoking N 130000 122000 Chisq 4.4910 / 0.1060
Yes 58] 42.3%0 381 31.3%0
No 74 56.9%0 84 68.9%0
Unknown 0O D0O10%0 —
Inpatient/Outpatient N 30000 122000 Chisq 3.9660 / 0.0460
Inpatient 0 @031%0 0 1009.0%0
Outpatient 1261 96.9%0 110 91.0%0
Influenza infection) bl N 1600 00 153000 Chisq 000 0.7360
Yes 130 81.3%0 1220 79.7%0
A unknown 0 0010%0 0 001.0%0
A-HIN1 30 19.4%0 28 15.0%0
A-H3N2 981 58.1%0 90 59.5%0
B 0 85031%0 0 6039%0
infection) unknownO — 0O DO10%0
No 30 18.8%0 30 20.3%0
no infection 30 18.8%0 30 20.3%0
Viral antibody titers before N 130000 122000 Wilcoxon 09187 / 0.3378
treatment initiation Not detected O 10 160 661 508%0 60 554%0
Detected 10 160 0 &0 10 640 400 30.8%0 381 31.4%0
Detected O O 10 640 28] 185%0 16] 13.2%0
Total 1300 100.0%0 120 100.0%0
Time to first administration N 130000 122000 F 3.9832 / 0.0470
after onset of illnes& hourd Mean 225 245
SD. 84 77
Median 243 251
Min.—Max. 47—430 49—385
N 130000 122000 Wilcoxon 0.7445 / 0.3882
0 24 hours 60 46.9%0) 501 42.6%0
24 hours O 0 &0 36 hours 64 49.2%0 62 50.8%0
0 0 36 hours 81 0 3.8%0 8 [ 6.6%0

Percent means the proportion of the number of patients for that assigned to each treatment group.
O alF : F test, Wilcoxon : Wilcoxon rank sum test, Chisq : Chi square test
O bOnfluenza virus type was determined as follows : 1. Virus isolation type, 2. Virus type that increase of viral antibody titiers was
highest in case of the category 1 was unknown(J 3. In order of A-H3N2, A-H1N1, B, in case of same order observed in the category 2.

00120120 200



1052 ooooo o

Table 40 Time to resolution of illness in influenza-infected patients] ITTIO

Time to resolutionl hourd alJ NPIEcelg% R,\?%"Olge
N 130 1210
Mean 1209 97.8
SE. 9.1 81
Median 933 70.0
95% confidence interval of median 73.2-106.2 53.8-85.9
p valuél b0 NA 0.0216
95 % confidence interval of difference [05.1-485

between two medians

O alTime to alleviation of all influenza symptoms from study drug initiation.
0 bComparison of each treatment group : generalized Wilcoxon test.
U Missing value was observed in one subject that corresponded to alleviation at the

initiation time.

Fig.2 Time to resolution of iliness in influenza-infected patients, Kaplan-Meier curved ITTIO
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Table 500 ACU of total symptom scores in influenza-infected patients] ITTIO

AUC of total symptom scorekl alJ Placebo R064-0796
O score x timeO N O 130 N O 122

N 130 1210
Mean 9494 7271.7
SD. 7776 602.8
Median 750.8 551.0
Min.-Max. 29.3-5,203.0 0.0-3174.0
Convert into logarithml b0 2,835+ 0.395 2.718+ 0.387
p valuél cO NA 0.0056
95 % confidence interval of difference 48.3-303.8

between two medians

[ alEstimated by trapezium rule.
0 b[Meanz S.01 logio0]

O cCComparison of each treatment group : Wilcoxon rank sum test.
U Missing value was observed in one subject that corresponded to alleviation at the

initiation time.

Table 600 Change of influenzavirus titef] ITTIO

Viral titersl al) NPI%celg% R,\? %10172%6
Day 1 N 1290 122
Mean 2.95 314
SD. 144 138
Day 3 N 112 106
Mean 110 0.66
SD. 120 1.03
N 112 106
Mean estimated b0 113 0.63
95% confidence intervdl b0 0.93-1.33 0.43-0.84
p valuél cJ NA 0.0009
Difference of estimated means 0.50
95 % confidence interval of difference 0.21-0.78

of estimated means

0 allogio tissue culture infection desesa] TCIDsol¥ml
O bOAdjustment of viral titers of day 1 and day 3 by the date when samples were

collected.
O cOAnalysis of covariance.

U Missing value was observed in one subject at day 1.
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Fig. 3 Proportion of subjects that influenzavirus was isolated ITTIO
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Fig.5 AUC of symptoms scores in influenza-infected patientst ITTIO
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Table 70 Adverse eventgl 10

Organ classification Adverse events Placebal %0 R064-0796] %0
N 159 154
Total number of subjects Total number of subjects that adverse events were observed 8091 56.00 70 46.10
All adverse events reported Total number of adverse events 173 124
Gastrointestinal disorders Total number of subjects that adverse events were observed 561 35.20 481 29.20
Total number of adverse events 78 64
Diarrhoea NOS 2811510 18 840
Adbominal pain upper 14] 880 g 580
Vomiting NOS 4.40 g 580
Abdominal pain NOS 6 310 8 520
Nausea 8 310 8 520
Loose stools 6 380 —
Stomatitis 0010 4 260
Retching @ 250 —
Constipation g 190 0omo
Toothache 2 130 0oi10
Abdominal distension 2 130 0o10
Dry mouth 0010 0o10
Dyspepsia 0 od o100
Gastrointestinal disorder NOS 0 o01id —
Diarrhoea aggravated — 0o10
Flatulence — 0oi1o
Oral pain 0 o0d —
Mouth ulceration — 0oi10
Oral discomfort — o100
Gingivitis — no10
Gingival oedema — 0o10
Tongue coated 0 010 -H 010
Nausea aggravated — 0o0
Vomiting aggravated — Do
Investigations Total number of subjects that adverse events were observed 2711380 20 1360
Total number of adverse events 39 37
Alanine aminotransferase increased 6 380 8 320
Gamma-glutamyltransferase increased 8 310 4 260
White blood cell decreased 6 380 2 130
Aspartate aminotransferase increased 8 310 21 1.30
Blood alkaline phosphatase NOS increased 8 190 @ 260
Neutrophil count decreased 4 250 81 1.90
Albuminuria present 2 130 @ 260
Lymphocyte count increased 21 1.30 8 1.90
Blood glucose increased 2 130 00w
Eosinophil count increased — 8 190
Blood glucose decreased — 2 130
Blood uric acid decreased 0 od 00w
Platelet count decreased 0 o01id —
Protein total decreased — 00w
Blood potassium increased — 0 o01wd
Proteinuria present 0 o0wd —
Protein urine — 0 010
Increased white cell count 0 owg —
Nervous system disorders Total number of subjects that adverse events were observed 18 940 6 390
Total number of adverse events 17 o7
Insomnia NEC @ 250 2 130
Somnolence 2 130 00w
Headache NOS 2 130 001
Dizzinestl exc vertigol] 0 o0wd 2 130
Migraine NOS 21 1.30 —
Taste disturbance 0 o0wg 0 o0wd
Hypoaesthesia 0 010 —
Dizziness postural 0 o0ig —
Grand mal convulsion 0 010 —
Hyperaesthesia 0 o01id —
Insomnia exacerbated 0 010 —

The highest degree of relation to study drug was selected, when 2 and more same adverse events were reported in one subject.
When the relation was same in reported events, the highest degree one was selected.
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Table 700 Adverse eventgl 2[J

1057

Organ classification

Adverse events

Placebal %0

R064-0796] %0

N
Infections and infestations

Metabolism and nutrition
disorders

Musculoskeletal, connective
tissue and bone disorders

Respiratory, thoracic and
mediastinal disorders

General disorders and ad-

ministration site conditions

Blood and lymphatic
system disorders

Skin & subcutaneous tissue
disorders

Eye disorders

Ear and labyrinth disorders
Injury and poisoning
Cardiac disorders

Renal and urinary disorders

159 154

Total number of subjects that adverse events were observed oooa 570 0008 190

Total number of adverse events 9 3
Herpes simplex 000§ 310 0oo® 130
Tonsillitis acute NOS oooooig —
Upper respiratory tract infection NOS — oooooid
Pneumonia NOS ooooowg —
Nasopharyngitis 0ooooio —
Tonsillitis NOS ooooog —

Total number of subjects that adverse events were observed 0ooe 380 0008 190

Total number of adverse events 7 3
Anorexia 0008 310 o008 190
Appetite decreased NOS ooooog —
Hyponatraemia 0ooooio —

Total number of subjects that adverse events were observed o004 250 0008 320

Total number of adverse events 4 5
Back pain ooo@ 130 0ooo g 190
Arthralgia oooooig —
Myalgia aggravated — oooooiwg
Neck stiffness — ooooowd
Neck pain 0ooooio —

Total number of subjects that adverse events were observed 0ooog 310 oooooiwg

Total number of adverse events 5 1
Epistaxis 0008 190 —
Rhinitis seasonal — oooooig
Nasal passage irritation ooooog —
Haemoptysis 0ooooio —

Total number of subjects that adverse events were observed 000§ 310 000oonoio

Total number of adverse events 5 1
Chest pain NEC oooooig —
Malaise 0oo0ooio —
Thirst oooooig —
Feeling hot oooooio —
Pyrexia ooooog —
Lethargy — ooooo-

Total number of subjects that adverse events were observed o002 130 —

Total number of adverse events 3 —
Thrombocythaemia 0002 130 —
Lymphadenopathy 0ooooio —

Total number of subjects that adverse events were observed o008 190 —

Total number of adverse events 3 —
Dermatitis NOS 0ooog 190 —

Total number of subjects that adverse events were observed o002 130 —

Total number of adverse events 2 —

Dry eye NEC 000 oo10 —
Eye pain 0ooooio —

Total number of subjects that adverse events were observed — oooooid

Total number of adverse events — 1
Tinnitus — oooooio

Total number of subjects that adverse events were observed 0ooooio —

Total number of adverse events 1 —
Hypothermia oooooio —

Total number of subjects that adverse events were observed — 000oonoio

Total number of adverse events — 1
Palpitations — oooooDio

Total number of subjects that adverse events were observed — oooooid

Total number of adverse events — 1
Anuria — ooonoig

The highest degree of relation to study drug was selected, when 2 and more same adverse events were reported in one subject.
When the relation was same in reported events, the highest degree one was selected.
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Clinical Efficacy and Safety of the Selective Oral Neuraminidase Inhibitor
Oseltamivir in Treating Acute Influenza
—~Placebo-controlled Double-blind Multicenter Phase 111 Trial—

Seizaburo KASHIWAGI™, Shoji KUDOH?*, Akira WATANABE®* & Isao YOSHIMURA*
‘Department of General Medicine, Kyushu University Hospital”
0 " National Kyushu Medical CenterQ
*“4th Department of Internal Medicine, Nippon Medical School
*Department of Respiratory Medicine, Division of Cancer Control, Institute of
Development, Aging and Cancer, Tohoku University
“Department of Management Science, Faculty of Engineering, Science University of Tokyo

We conducted the placebo-controlled double-blind multicenter Phase 111 trial of newly de-
velopped selective oral neuraminidase inhibitor, oseltamivir phosphated Ro64-07960] in order to
evaluate the efficacy and safety, when Ro64-0796 was administered orally to both type A and type B
influenzavirus infected patients. Patients were randomly assigned to either Ro64-0796 75mg twice
daily group or matching placebo group for five days. A total of 316 patients(] Ro64-0796 groupd 154
and placebo groupd 1620 were recruited, and intent-to-treat infected population, which was defined
as the patients that study drug was administered one or more and laboratory-confirmed influenzavi-
rus infection was demonstrated, were 122 and 130, respectively.

R064-0796 decreased significantly median viral titers after 72 hoursd pd 0.0009, Analysis of co-
variancel] indicating the rapid inhibition of virus replication, and duration of illness which was pri-
mary variable of efficacy, was reduced statistically significant by one dayl 23.3hours p( 0.0216, gen-
eralized Wilcoxon testd Ro64-0796 treatment also resulted in the reduction of the fever duration and
severity of clinical symptoms. Concerning the safety evaluation, the main accompanied symptoms
with Ro64-0796 application were gastrointestinal disorders such as bellyache, nausea and vomiting.
Most of these events were mild and allowable for the clinical use. There was no abnormal change at-
tributable to Ro64-0796 application in the clinical laboratory tests as well as the physiological tests.

Our data suggests that Ro64-0796 is useful in treating the acute influenzavirus infection.
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