—FEEE A B RRYYEZ SRS
LS BZDAV TN FIEZT
B ER~AIEIOR S LIEDOFH LT E T R~

AT NVEAFOIRRRIZON L, RFERIFXTNET 2019 4 10 HORE THiAr 7 x4
DB HONWT, BLU, 2020 4 8 HDIAEDAL T )L E COVID-19 12 T D2
SaHLTENOEL, IREIEOHELE /IR DX EL TULINETOIRE ERELE DDA
IEHVETAD, LRI ESNIooE T VAR THEa TR ANEL T AV TNV
TR DO DIEIFNEFRF 2R REU TERLEL, HERTOIRE LIS |, ZHEL QW22
FIUZEFECET

@ HiAl 7N HIRIZHONT

AT NPT RMIBINIE DS RINRRAITO LR LT, HiAr 7o 3R
B9 2AZT TV ATIE, HiAr 7NV PO B HI1L AR OEHME, A7 /Lo R
BOHENHDZ L FUEIER 5O R8T 5T HZENREFNTVET 19, Nadde (s
427 % DU BGRBR DO AZ T F VU AT, ARV EZIE NV E R LT 5E . BARIEIR O E
RILEE AaX PO EBRUANABD DR ERBD | AEFGOFRBY A7 RN
(OR 0.82 95% CI 0.69-0.98) Z& 9, 7= AXTFVT ALY, /ATI=4 —BIHEIL L T,
NaXH eI RS A FEHFROBBLRNMMEN 7228 REPHRESNTNET,

B HAL TN A NNAZXH LT, NaeH e VI LZIE )L T T EROM TR L
B RIA T N R A S E VOB AHY E 9,

HIEB LB OIME TR, 77 ATD 755 4 (95 188 4 A3 ABE) 1TV T, A BAZIE LD
P BT B A B O (R 24 vs 72 BERD) SALNELE O, Ao 7Ll H
([C LD EIE AR R E BT AHE TR, BI04 A ZIE I I DIEIRIZEFCR OB At
MM OFREIZIRDBDZENHRESINTNET 79, Fo, ABLRBEEXIRELT A RIEMIE T
N LEEEA L AL VEEOF R EIZH DL O (FRAE 69 5% vs 77 5%) . ABZHIRTH
FEHILRIE CTLIZ, MA T, ASrF e /W3R R R B DO UGEITA B~ 7 (vl
47.0 vs 71.9 IR¢fH]) LR E SN TOET 0, filfLICL Th, BIEBE ITHB W THIA 7L 3K
WZED BRI DOIRENEE T, o _TILMEER 572 AHIN2) YAV ALY JER D E S|
W BB B ORI, ~aX e A EENE R Thol-Z NS TnEd 1),

BILE, KE CDC IZLAHAL 7N PHEDUAMIL, /A 7I=F —EHEFLITMA T, 1
FHEALIFE RSN TEY, ZORMECH B AICOW RS TWET 2, e
IV OBGRBE LG 2 CODZERIANRZ M EDE Z F IOV THHFE TRpinduEd 1B, —



J T A RALIE LS, T R LIRA~DFA L TN IO B 5T HOW T, F2 5
IRERIR T — 2 DM > T EREA Y,

LB EEEEDAEICIO T, FiAr AT FRA BRI B2 b
—g—O

@ HIEZ I ONT

2020 £ COVID-19 /3o 7y Z PREIT AR CAL 7V P OFATIZZ LinoTeb DD,
WHO, k[E CDC, b3EIZEITD 202021 2 —Rv DHiA L7 )V 3O Az P B
DA TIEL HINL, H3N2, B B OATIch | /A T3 =4 — B E AR MRk (RFRREL T
HINLINAH275Y) 72 bONI S e e /RIS PERR (PAI3BX) DN AL EE A TLIZ 1215
16)O

LA, BRI AN ZZED TR SDOMENN OBV ET, 19 mARiE R GE LIz \ax
PN EARAZIE VORI EBEMIETIL, H5R1E2 5 T \m e /RIS MR b
b DD | 28 Bk EIEAE BB E O LTI, BB NSRRI 2RI A EE A
TL2 1, 72 12 05 19 i E CTOIEFITOT T uREELDO LG O TlX, N\ EETH
BREEARNRDFERASIVCOET A, BRI GNP 72D o722 8M D Z DERIRIIE R a
AETHZEIINEETY, — 5T, 15 L FO/NRAR R ELTBEEMZETIL, N ed e S
BATE RO N ST BB I8 1T DA E R I SR D A L AR I I FERR 1 & b
L TER L& T HMEDHVET 192, 7235, i AL/NEOWT BN TH, AHL FRIE B
L AJH3 HRL TN e L G452 D28 BRI AR EE 23 S O ZE MR S Tk 51920,
BT YEIRIREZ T TR A L/NROWNT T PA 138X ERTYANVADHEIL, VAV
2D — )72 5 (VST R) ERBER O FIEELE, £ L TEIUTERDY ST R &
LIzt DftbdbnEd 19°9),

T AN AIE RN DR MR TR OV T, PURESRIC B DRI E LT e DR Th DL,
VT UBERIRTEIR OHERS &L —E L7280, ZDOM RIS OWNTS HARL05HMliA LB THDHET

DRI DHVET 2, o /AT7I=F —BIHEIRITKT 5 NA R292K Z2H R )\ mHe /L
%% PA E23K 854708 28 BARDEFIZIDZ IR TR AL EHHVET, PA 138X 4
BRRD N LS — [ COARREMEITI AR E SR WO 20, PAI38N X° PA 138R Z8 8¢l 3
FEMEAMENELESNTONET B, LIeAoC, Bl XS SRANRZ MY — AT A&k 15
LEBIT, BRR R R AU CREMIL UK ZEB EETY, MA TEREARLEL T, /(73=
H—BHERLEZ ET AL RZEB N T, AN VS DRI TND I END 2 i
DIEFNDARSESNET AV ADRBE IV BRI AERBEF O B2 53K K05 H ThHZ LN R
ST EY 1130,



@ THIEEIZONT

AL TN TP ORERIZBITDRIEThE BREL T, i 7V FIEO TR 5057
bhbZENHYET, NaXH LD FEEN G OB 2 FITHEY A7 0.14(95%
Cl 0.06~0.30, P<0.001) TL7= 3V, $5-thH DU I T PA 138T/M 285878 2.7% (10/374) | PA
E23K 28 B75 1.3% (5/374) it SV E L 72 3, A/ 23 /b i\ e L& Ll U= 1 Al &4
Fe IR, BB IHI D RITR S LS TV ET 3, PRI GIC OV T, FIEN RIS
NAENZBT DA 7N FRREBOVAZRK F-L | BRI Ra R THLEbIT, ZDOH DR
DWW THOFE T T BICFHN T 2 4R HY ET,

® i TN PEINETHZEIZHONT
AL TN PIFIRNCALR R E T T TR TORETHY, A7V FORBIL, A
TN RE ORI Z T, A~ AY ZRHS 52 Eb RS TRy 3,
DOIETHFHEN YR BT 225 >k L =7 ME o administrative data 2\ 7-F5E7
IO TNET 39, 5% A7 VT IR ED L 7 A S D72 O Fi T 72
FFEOERPIIFINET,

7 | CHk

1. Tejada S, Tejo AM, Pefia-Lopez Y, Forero CG, Corbella X, Rello J.: Neuraminidase inhibitors
and single dose baloxavir are effective and safe in uncomplicated influenza: a meta-analysis of
randomized controlled trials. Expert Rev Clin Pharmacol. 2021;14(7):901-18. doi:
10.1080/17512433.2021.1917378.

2. Liu JW, Lin SH, Wang LC, Chiu HY, Lee JA.: Comparison of antiviral agents for seasonal
influenza outcomes in healthy adults and children: a systematic review and network meta-

analysis. JAMA Netw Open. 2021;4(8):e2119151. doi: 10.1001/jamanetworkopen.2021.19151.

3. Tejada S, Jansson M, Solé-Lleonart C, Rello J.: Neuraminidase inhibitors are effective and safe
in reducing influenza complications: meta-analysis of randomized controlled trials. Eur J Intern
Med. 2021;86:54-65. doi: 10.1016/j.ejim.2020.12.010.

4. Kuo YC, Lai CC, Wang YH, Chen CH, Wang CY.: Clinical efficacy and safety of baloxavir

marboxil in the treatment of influenza: a systematic review and meta-analysis of randomized
controlled trials. J Microbiol Immunol Infect. 2021; 54: 865-75. doi: 10.1016/j.jmii.2021.04.002.
5. Ison MG, Portsmouth S, Yoshida Y, Shishido T, Mitchener M, Tsuchiya K, et al.: Early treatment



https://www.tandfonline.com/doi/full/10.1080/17512433.2021.1917378
https://www.tandfonline.com/doi/full/10.1080/17512433.2021.1917378
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2782995
https://doi.org/10.1016/j.ejim.2020.12.010
https://doi.org/10.1016/j.jmii.2021.04.002

10.

11.

12.

13.

14.

15.

with baloxavir marboxil in high-risk adolescent and adult outpatients with uncomplicated
influenza (CAPSTONE-2): a randomised, placebo-controlled, phase 3 trial. Lancet Infect Dis.

2020;20(10):1204-14. doi: 10.1016/S1473-3099(20)30004-9.

Cizeron A, Saunier F, Gagneux-Brunon A, Pillet S, Cantais A, Botelho-Nevers E.: Low rate of
oseltamivir prescription among adults and children with confirmed influenza illness in France
during the 2018-19 influenza season. J Antimicrob Chemother. 2021;76(4):1057-62. doi:
10.1093/jac/dkaa539.

Groeneveld GH, Marbus SD, Ismail N, de Vries JJC, Schneeberger P, Oosterheert JJ, et al.:

Effectiveness of oseltamivir in reduction of complications and 30-day mortality in severe
seasonal influenza infection. Int J Antimicrob Agents. 2020;56(5):106155. doi:
10.1016/j.ijantimicag.2020.106155.

Sharma'Y, Horwood C, Hakendorf P, Thompson C.: Effectiveness of oseltamivir in reducing 30-
day readmissions and mortality among patients with severe seasonal influenza in Australian
hospitalized patients. Int J Infect Dis. 2021;104:232-8. doi: 10.1016/j.ijid.2021.01.011.

Moreno G, Rodriguez A, Sole-Violan J, Martin-Loeches |, Diaz E, Bodi M, et al.: Early

oseltamivir treatment improves survival in critically ill patients with influenza pneumonia. ERJ

Open Res. 2021,7(1):00888-2020. doi: 10.1183/23120541.00888-2020.

Shah S, McManus D, Bejou N, Tirmizi S, Rouse GE, Lemieux SM, et al.: Clinical outcomes of
baloxavir versus oseltamivir in patients hospitalized with influenza A. J Antimicrob Chemother.
2020;75(10):3015-22. doi: 10.1093/jac/dkaa252.

Harada N, Shibata W, Koh H, Takashita E, Fujisaki S, Okamura H, et al.: Successful treatment

with baloxavir marboxil of a patient with peramivir-resistant influenza A/H3N2 with a dual
E119D/R292K substitution after allogeneic hematopoietic cell transplantation: a case report.

BMC Infect Dis. 2020 Jul 6;20(1):478. doi: 10.1186/512879-020-05205-1.

Centers for Disease Control and Prevention. FluView Summary ending on May 22, 2021,
https://www.cdc.gov/flu/weekly/weeklyarchives2020-2021/week20.htm

Ison MG, Hayden FG, Hay AJ, Gubareva LV, Govorkova EA, Takashita E, et al.: Influenza
polymerase inhibitor resistance: Assessment of the current state of the art - a report of the isirv

Antiviral group. Antiviral Res. 2021;194:105158. doi: 10.1016/j.antiviral.2021.105158.

Chow EJ, Beigi RH, Riley LE, Uyeki TM.: Clinical effectiveness and safety of antivirals for
influenza in pregnancy. Open Forum Infect Dis. 20;8(6):0fab138. doi: 10.1093/ofid/ofab138.

World Health Organization. Recommended composition of influenza virus vaccines for use in

the 2021-2022 northern  hemisphere influenza season, 26 February 2021,


https://doi.org/10.1016/S1473-3099(20)30004-9
https://doi.org/10.1093/jac/dkaa539
https://doi.org/10.1016/j.ijantimicag.2020.106155
https://doi.org/10.1016/j.ijid.2021.01.011
https://openres.ersjournals.com/content/7/1/00888-2020
https://doi.org/10.1093/jac/dkaa252
https://doi.org/10.1186/s12879-020-05205-1
https://doi.org/10.1016/j.antiviral.2021.105158
https://doi.org/10.1093/ofid/ofab138

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

https://cdn.who.int/media/docs/default-

source/influenza/202102 recommendation.pdf?sfvrsn=8639f6be 3&download=true
E SR GSEAF SR T BiAy 7 v = PR E R — AT % 2021 4 8 A 18 H,
https://www.niid.go.jp/niid/ja/influ-resist.html

Saito R, Osada H, Wagatsuma K, Chon I, Sato I, Kawashima T, et al.: Duration of fever and
symptoms in children after treatment with baloxavir marboxil and oseltamivir during the 2018-
2019 season and detection of variant influenza a viruses with polymerase acidic subunit

substitutions. Antiviral Res. 2020;183:104951. doi: 10.1016/j.antiviral.2020.104951.

Portsmouth S, Hayden FG, Kawaguchi K, Ishibashi T, Kinoshita M, Shishido T, et al.: Baloxavir
treatment in adolescents with acute influenza: subgroup analysis from the CAPSTONE-1 trial. J

Pediatric Infect Dis Soc. 2021;10(4):477-84. doi: 10.1093/jpids/piaal45.

Sato M, Takashita E, Katayose M, Nemoto K, Sakai N, Fujisaki S, et al.: Detection of variants
with reduced baloxavir marboxil and oseltamivir susceptibility in children with influenza A
during the 2019-2020 influenza season. J Infect Dis. 2021; 224: 1735-41. doi:
10.1093/infdis/jiab196.

Sato M, Takashita E, Katayose M, Nemoto K, Sakai N, Hashimoto K, et al.: Detection of variants
with reduced baloxavir marboxil susceptibility after treatment of children with influenza A during

the 2018-2019 influenza season. J Infect Dis. 2020;222(1):121-5. doi: 10.1093/infdis/jiaa061.

Hirotsu N, Sakaguchi H, Sato C, Ishibashi T, Baba K, Omoto S, et al.: Baloxavir marboxil in
Japanese pediatric patients with influenza: safety and clinical and virologic outcomes. Clin Infect

Dis. 2020;71(4):971-81. doi: 10.1093/cid/ciz908.

Ince WL, Smith FB, O ‘Rear JJ, Thomson M.: Treatment-emergent influenza virus polymerase
acidic substitutions independent of those at 138 associated with reduced baloxavir susceptibility
and virus rebound in trials of baloxavir marboxil. J Infect Dis 2020;222(6):957-61. doi:
10.1093/infdis/jiaal64.

Uehara T, Hayden FG, Kawaguchi K, Omoto S, Hurt AC, De Jong MD, et al.: Treatment-
emergent influenza variant viruses with reduced baloxavir susceptibility: impact on clinical and
virologic outcomes in uncomplicated influenza. J Infect Dis 2020;221(3):346-55. doi:
10.1093/infdis/jiz244.

Holmes EC, Hurt AC, Dobbie Z, Clinch B, Oxford JS, Piedra PA.: Understanding the impact of

resistance to influenza antivirals. Clin Microbiol Rev. 2021;34(2):e00224-20. doi:
10.1128/CMR.00224-20.
Roosenhoff R, Schutten M, Reed V, Clinch B, van der Linden A, Fouchier RAM, et al.



https://cdn.who.int/media/docs/default-source/influenza/202102_recommendation.pdf?sfvrsn=8639f6be_3&download=true
https://cdn.who.int/media/docs/default-source/influenza/202102_recommendation.pdf?sfvrsn=8639f6be_3&download=true
https://doi.org/10.1016/j.antiviral.2020.104951
https://doi.org/10.1093/jpids/piaa145
https://doi.org/10.1093/infdis/jiab196
https://doi.org/10.1093/infdis/jiaa061
https://doi.org/10.1093/cid/ciz908
https://doi.org/10.1093/infdis/jiaa164
https://doi.org/10.1093/infdis/jiz244
https://journals.asm.org/doi/10.1128/CMR.00224-20

26.

217.

28.

29.

30.

31.

32.

33.

34.

Secondary substitutions in the hemagglutinin and neuraminidase genes associated with
neuraminidase inhibitor resistance are rare in the Influenza Resistance Information Study (IRIS).
Antiviral Res. 2021;189:105060. doi: 10.1016/j.antiviral.2021.105060.

Takashita E, Abe T, Morita H, Nagata S, Fujisaki S, Miura H, et al.: Influenza A(HLIN1)pdm09

virus exhibiting reduced susceptibility to baloxavir due to a PA E23K substitution detected from
a child without baloxavir treatment. Antiviral Res. 2020;180:104828. doi:
10.1016/j.antiviral.2020.104828.

Imai M, Yamashita M, Sakai-Tagawa Y, lwatsuki-Horimoto K, Kiso M, Murakami J, et al.:
Influenza A variants with reduced susceptibility to baloxavir isolated from Japanese patients are
fit and transmit through respiratory droplets. Nat Microbiol. 2020;5(1):27-33. doi:
10.1038/541564-019-0609-0.

Hashimoto T, Baba K, Inoue K, Okane M, Hata S, Shishido T, et al.: Comprehensive assessment
of amino acid substitutions in the trimeric RNA polymerase complex of influenza A virus detected
in clinical trials of baloxavir marboxil. Influenza Other Respir Viruses. 2021;15(3):389-95.  doi:
10.1111/irv.12821.

Takashita E, Fujisaki S, Yokoyama M, Shirakura M, Morita H, Nakamura K.: In vitro
characterization of multidrug-resistant influenza A (HLIN1) pdm09 viruses carrying a dual
neuraminidase mutation isolated from immunocompromised patients. Pathogens. 2020;9(9):725.
doi: 10.3390/pathogens9090725.

Seki M, Sakai-Tagawa Y, Yasuhara A, Watanabe Y.: Adult influenza A (H3N2) with reduced

susceptibility to baloxavir or peramivir cured after switching anti-influenza agents. 1D Cases.

2019;18:e00650. doi: 10.1016/j.idcr.2019.e00650.

Ikematsu H, Hayden FG, Kawaguchi K, Kinoshita M, de Jong MD, Lee N, et al.: Baloxavir
marboxil for prophylaxis against influenza in household contacts. N Engl J Med.

2020;383(4):309-20. doi: 10.1056/NEJM0a1915341.

Umemura T, Mutoh Y, Kawamura T, Saito M, Mizuno T, Ota A.: Efficacy of baloxavir marboxil
on household transmission of influenza infection. J Pharm Health Care Sci. 2020;6:21. doi:

10.1186/s40780-020-00178-4.

Hayden FG, Asher J, Cowling BJ, Hurt AC, Ikematsu H, Kuhlbusch K, et al.: Reducing influenza
virus transmission: the value of antiviral treatment. Clin Infect Dis. 2021;ciab625. doi:

10.1093/cid/ciab625.

Komeda T, Takazono T, Hosogaya N, Ogura E, Fujiwara M, Miyauchi H, et al.: Comparison of

household transmission of influenza virus from index patients treated with baloxavir marboxil or


https://doi.org/10.1016/j.antiviral.2021.105060
https://doi.org/10.1016/j.antiviral.2020.104828
https://doi.org/10.1038/s41564-019-0609-0
https://doi.org/10.1111/irv.12821
https://doi.org/10.3390/pathogens9090725
https://doi.org/10.1016/j.idcr.2019.e00650
https://www.nejm.org/doi/10.1056/NEJMoa1915341
https://doi.org/10.1186/s40780-020-00178-4
https://doi.org/10.1093/cid/ciab625

neuraminidase inhibitors: a health insurance claims database study. Clin Infect Dis.

2021;72(11):e859-67. doi: 10.1093/cid/ciaal622.

35. Komeda T, Takazono T, Hosogaya N, Miyazaki T, Ogura E, Iwata S, et al.: Comparison of

hospitalization incidence in influenza outpatients treated with baloxavir marboxil or
neuraminidase inhibitors: a health insurance claims database study. Clin Infect Dis.

2021;73(5):21181-90. doi: 10.1093/cid/ciaal870.

2021411 H 30 H

—MAEERE NI RERIEE R 4 v 7 v v FRER
BAREN INBME, BSILZ, Eikbam, FEEE, BEadk, B S AL,
B e, HEHRER, =WSEE. Al B (RER)

MR E C &

HARFEMN X MSD (FF), HIFEREEE (o). 7749 — () 2ok 2% 0w 5,
FARFEMN FEBF R (B 2 o88% ) Fez2ITws,
BREILZIZT 27 7 288 (BR), 7V =7 AF 4 A (BR). MSD (Fk) | HEHF8E (FR)
FH—=d (B, IV U VEEE (B 2okl 2T w5,

BRERIIETHEIE ). £-=3 (B »o#@E 22T w3,

B HESCid MSD (BR). ¥ 74 (KR, MU (B, £5—=38 (B, KIEREE ().
RERERKEEE #R). 7 7 4% — (B). MeijiSeika 7 7 v~ (#F) 2 bkl & 21 T
%

B QIR T () »oMitE 2T\ 3,

KT 2 7 4 (B, HEIEREE () 2 ok 220 Tw 3,

ARG (SRR AR (B 2 biEkE 2T v B,

FEEHZCED I A MRELE (bR, RIPREEE (). F—=0 (). 7749 — () » Salif
Bl & Z 1 CTw 3,

PRGBS AIREE (bR, B—=38 () 2588 (B3 FHezZTwb,
SMREE LR 7 7 —~ (B, 7 AT 7 28EE (KK, MSD (FF). k&S ()., ¥
V7 F-HF Az X (B, F 7 74 (B, ¥ 7% (B, EEFEREE (K. B—=3% (#R).


https://doi.org/10.1093/cid/ciaa1622
https://doi.org/10.1093/cid/ciaa1870

RIEBEEE S (). KEAERKEEE (), (R Yo7 HRRZ by T4 v vy v (KR,
77 A¥— (). BEL7AVLAELLELE (), v )3 88 (BK). Meiji Seika 7
7w (BR) »oiEZZ I3,

SMEE IS8 (k). MSD (K. (fk) RFEETE, +7v (). BKkAT 4
A (). B 74 - TR /WY — BB, BlfbETE B, =y F—F—27 1
A (B, N4 A (), 7749 — (BB, ) 737, 7rh—v vy ().
1YY vEIEE (k). MeijiSeika 7 7 v~ (BR), vy a - XA T 7 27472 (BR) »
LIfEEZZIT T2,

SRR 7 7 —~ (BB, 7 A7 7 283 (Fk). MSD (#F). HEEFEESE ().
=3 (BB, KIEEILESES (). KEARFEREE ). 874 v g1t 12
(BB, I¥ Y ¥ BRI S 2 52 () Ffex2 20 Tn5,

AH EERREEE () » 5k 22T Twb,



