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A : 75 @l Lo BEITEBWT, baloxavir marboxil D A& - %4V % placebo, oseltamivir & [ L
7z

FHE AV INVZUHFEHEONAVAIZHATFEZAET S EELZ WL E L7 FRE IS AR R
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HERGZMERLTZ.

FER A U7V RIS F TORRIIZ B W T, baloxavir marboxil (baloxavir) #£13 placebo #£ 12
WARFEREMmZRL (FPILE 651 KEE vs. 115.8 BEE], p=0.0346), oseltamivir B2 HE~GGHEIE R SNz
LODKHEAETIBD LN oz (RIME :vs 797, p=0.0846). HIEBAMGHZD 7 4 VATl OWARIZE
WC, baloxavir #:l%, placebo B, oseltamivir B2, 2HH, SHHICHEZRB D Z R L. AEFHS
IZOWTIE, BREICHHE EV IR o 7.

#5am - CAPSTONE-2 @ 75 i Lo B2 BT %, baloxavir @ placebo (25 A2 HRMESMER I /2 £
72, A VAT O RIIRA A S, oseltamivir & HE LTS, baloxavir O HEAVRIE S 7z,

UEYYIERE 951 1~8, 2021)
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JERS I [ 465 TII AH#E% (CAPSTONE-1) (BT, ba-
loxavir ® 4 ~ 7 )V ¥ FHEFR I X placebo & HL#K
LCHBIHEMT A Z EMEEsh, e TR0
ANV AW RMER SN, T, NBEH E
L L7-EWNE TIHRBRICE TS, baloxavir ®
etk & BRIRR R AR S 72y,

AV TINIZ Y FEPHEDONA VA7 WTFE2HTLHHE
HaRxg L L7z ERILR A AR (CAPSTONE-
2) &, 12U EDAL Y7 NI WY AL ARG B
F % %412, baloxavir @ placebo (253 5 15 Bk PE M
FE2 EHRIZ 2016/17 K O¥ 2017/18 ¥ — A V29 S
N7 HMVERATERN COREFMIEE TH LA v
7 VI UK £ TORE O YLfilE, baloxavir
TE 732 W] (95% B BIX[H] : 67.2~85.1 IEf]) 12xf L,
placebo #f 102.3 B [ (95% 15 #A X [ : 92.7~113.1 I
) TdH o7z, JEBl—H b Wilcoxon BEZ & 5 fF#HT
DiER, baloxavir #: TOREIRL E T TORIL, pla-
cebo FEIZHAH BACH L, baloxavir OB B ASHRFE
Iz,

ARWF7E1Z, CAPSTONE-2 ® 9 5, HARD %M B
HITHIY T 2 75 % LL Lo BB L FIRNT 2 47\, 7524
BEITBT 5 baloxavir DR - &MWL HERT 5
ZEEHMME L.
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REEHi O EELL EoER (0 2L, 1:8E 2:
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7z.
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&, 36 A HLINIZ CD4 Btk ) > 7Bk B2t 350/ul
Kl % FRBR L7 E, gy - BRIRRERE IS L ) R
PHREEICH A HE, 1 H 20mg o7 L F=vn
VR ENTWBEEEZE TH- 72",

ETOWPFHFE L VEMCLLFEAEZIEFL, NV
VEBEBORERNFEHIKRIGCP A4 KI5 4 v % 8FL
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oseltamivir FEIZMEAEZA 101 LIS AT S5, =
EEHM T T baloxavir 40mg (80kg Kiiii) F 721 80mg
(80kg VI L) #WHIZ 1M, B iE oseltamivir 75mg
Z1H2Mm|5HE, sividpBEsE I3 ie 3 4 placebo
ZhREEL 72

(EHfizE H ]

ARWFZE1%, baloxavir @ placebo & D i % 3 H 1Y
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THiEE A BB E N, 1P LEOEBRERS2H ),
RT-PCR (reverse transcription polymerase chain re-
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Table 1 Patient Demographic Characteristics and High-Risk Factors

Baloxavir Placebo Oseltamivir
N=23 N=27 N=25
Demographic factors
Age (years) Mean (SD) 781 (2.7) 79.0 (3.5) 78.6 (3.5)
Min/Max 75/84 75/86 75/89
Region (n, %) Asia 19 (67.9) 2 (44.4) 12 (48.0)
North America/Europe 9(32.1) 5 (55.6) 13 (52.0)
Prior medication (n, %) 24 (85.7) 27 (100.0) 22 (88.0)
Prior procedure (n, %) 0 0 1 (4.0)
Medical history (n, %) 27 (96.4) 27 (100.0) 24 (96.0)
Composite symptom scores at the baseline Mean (SD) 115 (4.2) 12.2 (39) 12.7 (34)
Min/Max 5/21 5/20 6/18
>15 (n, %) 8 (28.6) 7 (25.9) 8 (32.0)
Body temperature (degrees Celsius) at the baseline Mean (SD) 38.30 (0.27) 38.38 (0.50) 38.28 (0.44)
Min/Max 38.0/39.1 38.0/40.2 38.0/40.0
Time to treatment from the onset of influenza (hours) (n, %) >0to <12 5(17.9) 6 (22.2) 3 (12.0)
>12 to <24 11 (39.3) 7 (25.9) 8 (32.0)
>24 to <36 8 (28.6) 8 (29.6) 8 (32.0)
>36 to <48 4 (14.3) 6 (22.2) 6 (24.0)
Influenza virus subtype based on RT-PCR (n, %) A (HIN1) pdm09 1 (3.6) 0 0
A (H3) 11 (39.3) 14 (51.9) 12 (48.0)
B 15 (53.6) 13 (48.1) 11 (44.0)
A subtype unknown 1(3.6) 0 1 (4.0
Mixed infection 0 0 14.0)
Influenza vaccination (n, %) 12 (42.9) 16 (59.3) 7 (28.0)
High risk factors
Asthma or chronic lung disease 4 (14.3) 8 (29.6) 5 (20.0)
Endocrine disorder 10 (35.7) 8 (29.6) 5 (20.0)
Residents of a long-term care facility 0 13.7) 0
Compromised immune system 0 0 2 (8.0)
Neurological and neurodevelopmental disorder 3 (10.7) 137 3 (12.0)
Heart disease 9 (32.1) 8 (29.6) 7 (28.0)
Blood disorder 0 13.7) 1 4.0
Metabolic disorder 7 (25.0) 5 (185) 3 (12.0)
Morbid obesity (BMI >40) 0 0 1 (4.0

RT-PCR: reverse transcription polymerase chain reaction; BMIL: body mass index; SD: standard deviation

Data are presented with corresponding statistics or as numbers and percentages of patients.

AKHE T IR E T 0.05 & L7z
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baloxavir #f 54 %1, placebo # 49 5, oseltamivir #f 53
HREDMATER (ITTI4R) &, baloxavir #f

28 W placebo 27 B, oseltamivir £ 25 %) T H -
7z, EAEWRNTEBICE A MEMBATER 2 & B h
htﬂﬁi,&?$ AT R S DBk (27 6l) &
RT-PCR &M% (7241) THo7-.

ITTIEMOBBEER LT, "V AT HTFIX
O3 E VR GRICB W TABHENIZAE LT iado
(Table 1). BHEBERIZT VTIZOWTIEHA (42/
43), Jbk - F—m v SIZonTIRE (28/37) ASH
DTCTHote. A 7NV R - WRx A (H3) K
CBOAEFITCOHEM EZ D, A (HIN1) pdm09 ix
160 (36%) OATH 7.
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CEREE TS|

TTIIS & rhgefitild, baloxavir # 65.1 K¢, placebo
T 1158 g, oseltamivir B 79.7 B8 T& - 72. Ba-
loxavir #f 1% placebo #1ZxF L T4 % 7 IRe [ 48 % 7R
L72%% (p=0.0346), oseltamivir BEIZxF L CIXA =%
R %R 8 o 72 (Fig. 1a).

fiRE F CTORFB O ILELX, baloxavir # 26.6 K[,
placebo #f 50.3 IKF[H], oseltamivir # 482 FEfI T 1,
baloxavir (& &k BRI IR U T 5 7 IRy B9 0 2 7R
7o 72 (Fig. 1b).

B BRI S O 2 7 AV AEIE, 2 HH (3%
H.# H) |2 baloxavir # T 3log PL k4 L, 1llog #£
FEDWAIZ & & F 5 7z placebo B, oseltamivir @
W L CH BB IHEE S (Fig 2a, b).

(4 > 7 vz v FHEAPHE]

4 27V W E A BERE 1, baloxavir # 1 41
(36%), placebo # 4 B (14.8%), oseltamivir # 2
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Fig. 1 Kaplan-Meier Curve for Improvement of Symptoms and Resolution of Fever
(a) Patients who did not experience improvement of symptoms were treated as censored at the last obser-
vation time point.
The median value [95% confidence interval] was 65.1 [39.4-85.3] in the Baloxavir arm (P<<0.05 vs. Placebo, P
>0.05 vs. Oseltamivir), 115.8 [76.1-147.0] in the Placebo arm, and 79.7 [55.1-123.2] in the Oseltamivir arm (P>
0.05 vs. Placebo).
(b) Patients whose fever did not resolve were treated as censored at the last observation time point.
Patients whose body temperature at the baseline was more than 37°C. Patients whose time to resolution of
fever was not missing.
The median value [95% confidence interval] was 26.6 [17.9-43.3] in the Baloxavir arm (P >0.05 vs. Placebo, P
>0.05 vs. Oseltamivir), 50.3 [21.9-57.6] in the Placebo arm, and 48.2 [21.7-78.9] in the Oseltamivir arm (P>0.05
vs. Placebo).
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Fig. 2 Change in the Virus Titers over Time
**: P<0.01 (vs. Placebo), *: P<0.05 (vs. Placebo), #*: P<0.01 (vs. Oseltamivir), #: P<<0.05 (vs. Oseltamivir), & Optional
visits, Day: (Date of measurement of the virology data)— (Date of initial dose of the study drug)+1. The dashed
line in panels (b), (c) and (d) indicates the lower limit of detection (0.7 log10 (TCID50 /mL)).
Emergence of 138X-substituted viruses was observed in 2 patients with A (H3) infection. One patient (subject A)
was an 8l-year-old Asian with endocrine disorders and heart disease. The other patient one (subject B) was a
78-year-old Asian with neurological and neurodevelopmental disease, heart disease, and metabolic disorders. They
recovered without influenza-related complications and without needing any systemic antibiotic treatment. PA/
138 T-substituted viruses were detected on day 6 in both patients.
TCID50: median tissue culture infectious dose

(a) Change from the Baseline (b) Change in the Virus Titer
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WA EF L1, placebo B & oseltamivir # T
ZNZFN 2, baloxavir #ECTldld S 2 - 72 (Ta-
ble 3).
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Table 2 Influenza-Related Events

Baloxavir Placebo Oseltamivir
N=23 N=27 N=25

n % (95% CI) n % (95% CI) n % (95% CI)
Patients with any complications 1 3.6 (0.1-18.3) 4 14.8 (4.2-33.7) 2 8.0 (1.0-26.0)
Death 0 0.0 (0.0-12.3) 0 0.0 (0.0-12.8) 1 4.0 (0.1-20.4)
Hospitalization 0 0.0 (0.0-12.3) 2 74 (0.9-24.3) 2 8.0 (1.0-26.0)
Sinusitis 0 0.0 (0.0-12.3) 1 3.7 (0.1-19.0) 0 0.0 (0.0-13.7)
Otitis media 0 0.0 (0.0-12.3) 0 0.0 (0.0-12.8) 0 0.0 (0.0-13.7)
Bronchitis 1 3.6 (0.1-18.3) 1 3.7 (0.1-19.0) 0 0.0 (0.0-13.7)
Pneumonia 0 0.0 (0.0-12.3) 0 0.0 (0.0-12.8) 0 0.0 (0.0-13.7)

CL: confidence interval

Data are presented as numbers and percentages of patients with the 95% confidence intervals.

Table 3 Adverse Events

Baloxavir Placebo Oseltamivir
N=54,n (%) N=49,n (%) N=53n (%)
Incidence of Adverse Events
Patients with any AE 17 (31.5) 22 (44.9) 22 (41.5)
Infections and infestations 237 5 (10.2) 5(94)
Pneumonia 1(1.9) 0 2(3.8)
Bronchitis bacterial 1(1.9) 0 0
Bronchitis 0 241 1(19)
Metabolism and nutrition disorders 237 241 1(1.9)
Dehydration 0 241 0
Nervous system disorders 0 2@ 4 (7.5)
Vascular disorders 1 (1.9 24.) 0
Respiratory, thoracic and mediastinal disorders 0 1 (2.0) 2(3.8)
Gastrointestinal disorders 10 (18.5) 12 (24.5) 9 (17.0)
Nausea 6 (11.1) 7 (14.3) 6 (11.3)
Abdominal pain 237 482 0
Diarrhea 237 241 1(1.9)
Musculoskeletal and connective tissue disorders 0 241 1(1.9)
Renal and urinary disorders 1(1.9) 241 1(1.9)
Laboratory value changes 3 (5.6) 2 @41 2(3.8)
Injury, poisoning and procedural complications 0 241 1(1.9)
Incidence of Severe Adverse Events
Patients with any SAE 0 (0.0 2 @4.1)*! 2 (38)*2
Incidence of Treatment-related Adverse Events
Patients with any TAE 9 (16.7) 14 (28.6) 10 (18.9)
Gastrointestinal disorders 8 (14.8) 10 (20.4) 8 (15.1)
Nausea 6 (11.1) 4 8.2 6 (11.3)
Abdominal pain 237 482 0
Diarrhea 0 241 1(1.9)

AE: adverse event; SAE: severe adverse event; TAE: treatment-related adverse event

*1Hypotension, Ureterolithiasis

*2Pneumonia, Staphylococcal infection, Septic shock, Acute kidney injury, Pneumonia aspiration

placebo (13 #1 141.3 K§[#), oseltamivir (11 %) 1154
i) & CAPSTONE-2 £k TR S 7= Mk & [k
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Takahiro TAKAZONO"”, Taiga MIYAZAKI", Yuki YOSHIDA?”, Satoshi KOJIMA?, Naoki HOSOGAYA""
& Hiroshi MUKAE"”
"Department of Respiratory Medicine, Nagasaki University Hospital, ?Department of Infectious Diseases, Nagasaki
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Background : Elderly subjects aged 75 or over with influenza are considered at high risk of developing
severe influenza and influenza-related complications. Therefore, early therapeutic intervention with anti-
influenza medications is more important in elderly patients.

Objective : To evaluate the efficacy and safety of baloxavir marboxil as compared to placebo or
oseltamivir in patients who are 75 years of age or older.

Methods : Data extracted from the randomized population of a global phase III study conducted in pa-
tients at high risk of influenza-related complications (CAPSTONE-2, N=2,184) were analyzed in a subgroup
of patients who were 75 years of age or older (N=156). The primary endpoint was the time to improvement
of influenza symptoms (TTIIS). The clinical secondary endpoints included the time to resolution of fever,
and the virological secondary endpoints included the change in infectious virus titer. In addition, adverse
events were also assessed as the safety endpoint.

Results : The median TTIIS was significantly shorter in the baloxavir marboxil (baloxavir) group than
in the placebo group (65.1 hours vs. 1158 hours, p=0.0346) and numerically shorter than that in the
oseltamivir group (79.7 hours, p=0.0846). In regard to changes in the virus titer after treatment, significantly
greater reductions were observed at early time-points, namely, on Day 2 and Day 3, in the baloxavir group
as compared to the placebo or oseltamivir group. In regard to adverse events, no clear differences were ob-
served among three groups.

Conclusions : Baloxavir was superior to placebo in alleviating the symptoms of influenza in patients
aged 75 or older. The results suggest a larger treatment benefit of baloxavir as compared to that of
oseltamivir, based on the greater degree of reduction in the influenza virus titers.
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