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 E BH FNBERTFETRATREEAT AT RARCRER) A B A A 250 AR A B2 5| e ls KR 25
kR RAEVEES S, FiE 4 & PubMed . Embase ,Web of Science ,Cochrane Library , Epistemonikos . ¥ B 4 4 & 5 S #k #48 & | P
B4 U5 W T AT AR ARRAE (HTA) A8 X 5 RAVHE 7 W sE AR, Bk if it AR R 2306 , AR
ERBITREM ST, BER BN LLE Lk, 36 24 FM (SR)/Meta 547 S5 B AR FFHE ., HRBANAL, BEKTFH
JE Y5 R AR B R 25 R T 1] (TTAS ) AR 24 B 18] (TTRE) FAR S 77 )5 24 h A= 48 hom 2l AR T 2K 09 EALKT AR L A%
KA A RF @£ FA R FEL(P<0.05), 5AvZRBREEITH F (NAls) AL, B &%) F £ %427 8 B 4 TTRF, kiR &5
EIREME LAFRRAZFT@EF AL FEL(P>0.05); HAFRNABEED FELHFTTAS 7 @1 £ F L5 FE L
(P>0.05) ; A MARR & LKA A BB FH TR EFEAE F 675 24 hAe 48 hom & i AR T A& 69 TR, AT
&, %R S kE LA KB4, REFH4(AEs) & & £ dha % R B F4 (DRAEs) & & F £ F Rskit &L (P>
0.05), #RFFRIAAIDEEYFH AEs A DRABs X £ R B ZRH RAwF HRAF EIK, AAZFEHRLEF, EFESRS
R F AR B ARSI RRFAB, BEEDF A EEHBRA-RREY . HFie HLEAM, DL FH G RELA RIF
AR G A2, 5 NAIs(RL M F ) A0k, BB f2 F B RAF0 253 A0 fe Gt fofy 20 7 @ i & IR
L @RER

KB BEBEYF AT  Peik T AR ARIRE A 2 B AN B

Rapid health technology assessment of baloxavir marboxil in the treatment of influenza

WU Yue', CHEN Qiting’, CHEN Fangzhao', ZHUO Chaolin*, LIU Wei', LI Xuejuan', CHEN Zebin' (1. Dept. of
Pharmacy, Shenzhen Children’ s Hospital, Guangdong Shenzhen 518038, China; 2. Dept. of Integrated
Traditional Chinese and Western Medicine, Shenzhen Second People’s Hospital, Guangdong Shenzhen 518035,
China)

ABSTRACT OBJECTIVE To evaluate the effectiveness, safety and economy of baloxavir marboxil in the treatment of
influenza, and to provide evidence-based reference for the introduction of new drugs in hospitals and clinical medication decisions.
METHODS Retrieved from PubMed, Embase, Web of Science, Cochrane Library, Epistemonikos, CBM, CNKI, VIP, Wanfang
database, official websites and relevant databases of health technology assessment (HTA) institutions, the results of the included
studies were descriptively analyzed after literature screening, data extraction and quality evaluation. RESULTS A total of 11 studies
were included, involving 6 systematic reviews/meta-analyses and 5 pharmacoeconomic studies. Compared with placebo, baloxavir
marboxil significantly shortened the time to alleviation of symptoms (TTAS) and time to resolution of fever (TTRF), reduced the
virus titer change from baseline at 24 h and 48 h after treatment and the incidence of bronchitis, with statistical significance (P<<
0.05). Compared with neuraminidase inhibitors (NAls), there were no significant differences in shortening TTRF and reducing the
incidence of complications, pneumonia and bronchitis (P>0.05). The majority of studies suggested that there were no significant

differences in shortening TTAS (P>0.05). Only very low-

ABSTE |8 BRI 4 H (No.A2022432) s IR Y =4 quality literature suggested that baloxavir marboxil could
T H (No.SZSM201612049) significantly reduce the virus titer change from baseline at 24 h
* e W AT 200, . WFIT 5 1A R 22, W
0755-83008256, E-mail:wuyuel61@163.com
4 BISEE AR B, IS R ZG2E . i 0755- adverse events (AEs) and drug-related adverse events (DRAEs)

and 48 h after treatment. In terms of safety, the incidences of

83008255, E-mail:szchenzb@126.com induced by baloxavir marboxil showed no significant
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differences, compared with peramivir and zanamivir (P>0.05). Some studies considered that the incidences of AEs and DRAEs

with baloxavir marboxil were lower than placebo, oseltamivir and laninamivir. Compared with oseltamivir in China and laninamivir

in Japan, baloxavir marboxil showed cost-effectiveness advantages. CONCLUSIONS Compared with placebo, baloxavir marboxil

has good efficacy, safety and economy. Compared with NAIs (oseltamivir), baloxavir marboxil has good economic advantages in

China, but further high-quality studies are still needed regarding its safety and efficacy.

KEYWORDS baloxavir marboxil; influenza; rapid health technology assessment; effectiveness; safety; economy
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WATPEREE (LR TR PR e ) S i 8 5 (32 %2
L PR ) 5 B AR G | I PR R I
A M TCARE PR SR e sl 2 i b P T R B AT A
FERL URPIR A5 4 B R L, 7 H 0 AT 5 | R B P il
REG D IE AR SRR RGO AEBUR F A
T2 AR T 8 R 0 B AU B 2 IR YT
Jiti , It JE ) e FE R SE AR AT SR AR o e, i BRI
2T H B 1A 20 20 (World Health Organization |,
WHO) T RHAEEC A J7 NG it 8 75, 40 71 ~50 1 A
HE T U ds 5 B I 0 O e, AR T, 3K R
T2 H BATORA N 464~1 320 0/ N, FUEAE i i
BT AR 9 832~25 768 T/ N, HHI LA F il 5
AR Z ) A 42 S R 8 1 5¥1] (neuraminidase inhibitors,
NAIs ) 24008 5 1 2 2259, (H I 47 e Bl 45 0 2 it
2 PR R RS Y O L IR B M (B A7 A
W R, FROET A A S T U P BN BE 2
YWEAELEE L,

K>3 2 — B 5T NATs B8 AL B i 11l
LR 25 AR ARG A 2 A DI Tt 41 150 0B 25 245 400 , o 7
PEAR IS B2 3% 705 iR (baloxavir acid, BXA) #1 il 3t /B
7 RNA B4 R 14 2 1 (acidic polymerase, PA) V. & 1)
PRI | DTS e P BEL BT i 2 P G FR i . 7
TCIF A FIA o f R 2R ) R R 12 B v, B
RV R A AT M S e, 2018 4F 1
ISP F3 585 T B AR S ERME T, 2021 424 A 7R3
BT, TR L 48 hiy 12 % K L) - 2k
JERAETEEH . BT EE S Lla e, Bk
AR WA HIR—U, BA B 0 G PR 9 (1
A5 AN 5 & ) B R AT A, TR S oAt
PO BE 25 1) 1 B ORI L e = R Ge Mk
AN 38 o PR T A 57 R PEA (rapid health technology
assessment, tHTA) i) 73, BT 4 i [l N A FoE 45
X3 P& V0 5 A M e Mg B HEA T 2R A VT
Al LARA Ry B2 B BT 25 51 U R PR FH 25 He 56 48 AL 90 UE
2%,

2

TEZD; 2023455 34 5 19

1 #REHZE
L1 WNSHERIRE
L1l BFEX4

AHFFEGI A R R A AL I R A Tk
FEREAR 1 £ 35 B S 50 28 A U2 I Ay Tt i iy S 3
1.1.2 T

RIS E 46 T & S EK D IR % X i
A 25T L R SO A BT s 25 25400 5 T A RR A A AF
W% ] R 2R TR 2R A AN R R
1.1.3 4iJadatn

AT L SR Fa b L4 - (1) A RUEFE bR FE
2 Jy i b Ay UL R A R 2 i 18] 1] (time to alleviation
of symptoms, TTAS) , YR B 25 Ry 78 5 A1 AT ] (time to
resolution of fever, TTRF) \J% i % B 18] V697 f5 24 h
F148 b FE AR T B W AR A UERAH DG AE &
AR RS R E R () BRI —A
K F{f (adverse events, AEs) & E R 4 A R H
4 (drug-related adverse events, DRAEs) & /= 4%, (3) £
i e o=l 1A 5 AR - R L (incremental cost-
effectiveness ratio, ICER) .
114 BFFEEARL

N1 SCRRZE B AL HE R G TTH (systematic review,
SR)/Meta 73 Bt (24 22 5 “#WE5E  TLAE BORPFAL (health
technology assessment, HTA) iz 15 . 15 FR 2 ki SO
B,
1.1.5 HEBRbRiE

AW 5T W HEBR AR AL FS « (1) Edia sk s (2) BnT H
g JridEbn ; () EHRE L 5 (4) ToAR A 3,
1.2 X ERE

Z 4 K % PubMed ., Embase . Web of Science, Co-
chrane Library , Epistemonikos , H [E] A= ¥ = “¢ SCHk B s
P H RN ) A R T 07 Bl 12 DL K [ B HTA [ B
HTA P25 E PR HTA PR 25 | B PR 1A 28522 5 iR
W5 U255 HTA AR B 7 Wl K s e, 1T
THRIRMAFNN S SR SRR T 1 % v
AR, 9L KR 1R “baloxavir marboxil” “Xo-
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fluza” “S-033188”, 5% FH 3= i is] Al I | Il #HZS & 19 7 =X
HEAT R 2R, Ko 2R I B 2 R 45 Hiie e 2 R & 2022 4F
12H,
1.3 XL  FRHRINS REITEM

2 AW F AR 9 HEBR R Mk ST 07 12 SR | 4
BB, Bl S 738 SO o IR BB, 282 AN 1he
BUE RS 3R A TR . BEIORME RS — 1R Kk
e EIR e IR T e hE W R PN UE e 6N e ]
b3 QN N N K 57 RO N K 129 WA &Y T [ e S O A |
ASCHR ) B 4 7 PR, SR/Meta 70 BT R FH R Ge PEVEAT
7k 2E B A T E (assessment of multiple systematic
reviews 2, AMSTAR 2), DA & 522058 R H T A= 4 9%
24 PE A i 45 B #E 3£ 37 (Consolidated Health Economic
Evaluation Reporting Standards, CHEERS) , HTA & & &
JH I PR HTA 2 41 Pp 23 i 5 9 HTA — % 3% (HTA check-
list) .
14 RS

R AT A S AR . A BT R FE 5
A2 AR BRLAGEIK L (risk ratio, RR) | HEAE H (odds ra-
tio, OR) . ¥ %% 22 (mean difference, MD) . JIN A 3% %% 22
(weighted mean difference, WMD) .95% & {i5 [X.[i] ( confi-
dence interval, CI) /R . GBS FEARLASAS 3 5 A |
ot 5 U & E 4y 4F (quality-adjusted life year, QALY) |
ICER &7,
2 H#R
2.1 XHATFIELER

IR ARAG 1 381 Je A OC STk . 28 Bel i L bl %
I AN A 1L 5 SCHR, Ho v SR/Meta 53 1 6
Fat R TR 5 T, R A AR
HTA AN A o SCHRIT BE IR FR S 45 SR WLIET 1.
2.2 WINICHERRIE ARHFE

GHARY 11 G SR SR IR T H AR R B i % .
6 4 SR/Meta 73 B 5 H g0 A B ML XS B 55 (randomized
controlled trials,RCTs)" ', & Kuo %"l Tejada %" 'fY 2
TR ST A1, FLAy 4 TR 5T 35 2R TR Meta 43 #2547 LG
B 2N SRMeta P T EEARHIE WL 1. 5 R 24
UrA b oeA 3ok H R 25 & T S A Rt v

JEL A B A R AT Sk (=
= 1377) :PubMed(n=265) ,Em-
o] base (n="568) , Web of Science
i) En=§84§) ECochrangkLilzrary [ N2 HTA FHE24 A
=56) . Epist = T I %
=| [0 m G0 e DU o S
) 19 (n=29) \J5 5 K Hfi )2 (n=
28) i [ AR Wy R 2 SCHR B
JE(n=22)
SR (=1 381) |
TRk (n=602)
‘%%iﬁ@%ﬁimm:|
=
= o PR AR 22 /5 5% SC
) Wk(n=1742)
£
| o= |
[RIEEA SRR Sk (n=26) :
L5 AR (n=1)
»f DFIERAUASF (n=22)
- TP AL (n=2)
A b SCEE SR (n=1)|
k=S ISR (n=11) ;
X SR/Meta 531 (n=6)
s YN ERIGE (n=5)
g HTA 2 (n=0)
—

Bl XEiFEiRzEE

7R 2:1Y (International Society for Pharmacoeconomics and
Outcomes Research, ISPOR) 2145, 2 e >k H AT
KRBV TRE ST, AP B F I R S A
fIEW.F 2,
2.3 MAXHEHHEETEN

AMSTAR 2 i £ i PFHr 45 R WK 2, 4553 30
o SR SR 1R A R e SCRRM 2 5 S R A
SCER™ . AN AR 25 22 5 F 98 CHEERS A 45 SR 4
P13, 45 5% 2 5 o i o SR, 2 B Ok v A T B S
R 1R A AR BT SR
24 BIOEEM
2.4.1 TTAS

6 f SR/Meta 73 B WF5E 245 AL 4 i 5 42 R A
Fb , 3 B 9% v =F 7] 4 %6 TTAS , Ho A i i i SCRik Zhao 25
Gip 4 o [MD = —25.40,95%CI( —32.50, —18.29)
P<0.05], 5 NAIsAHEL, 4 WAF5E" P T B EE D
F5 4] He B FIAth T 4 4 TTAS BRI, 45 IR R 2 7 8
Bt X (P>0.05) ; 3TRFF" 41 gV 5
FLRK MARDK FUIOK 20T LA, 45 2R bR
B E ShrJe KT Bk T 4R 5 TTAS J5 I 22

R1 AN SR/Meta iR A4FE

F—lEEREERD BaRH HE BERR BN RS WRATHNE MR R Tt

Taich 2019 KrfHEMRRES  WEE  RCT 22 10778 HEEWE  FEHEAS IS SRk Mk AEs DRAEs 2G4 fmint FigS
Kuo 2021 il HEME ORCTs 3 3T BERDE GRS R AEs

Liu 2021 il R RCT 26 11897 BEEWE  RRNRAMS AR SO SRS AEs JE DR

Taich 2021 il FfEE RCT 3 9142 BERWE  RENRAMNS IR SRS IOk AEs DRAEs

Tejada 2021 KERREMTRES  HERE  RCT 21 1167 BEEDE  %EA DRAEs JH AEs & 1%
Zhao 2022 TR FERE RCT 12 5894 HEEWT KRS AEs

D:TTAS;@: TTRF; @ R aE &I 1R] ; @ - 1677 J5 24 W B¢ BE AT

4

SELL AL D) IRYT IR A8 W EETH LA TR 2 1L © IR F it

ST RS I 8] 5 (D« i 5 212485 @) Wi U I SR R 22485 O i R IR A 8] 5 Q0 < A A R O0 - A B s
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1R E )Y [MD=—1.87, 95%CI ( —2.70,
—1.07), P<<0.05] (A /JC = & P & A it BB )™ Ty
Ji 8 SCHik Zhao S A R R S KV Shhok A 5k
e KT i, 22 g it L (P>0.05)
2.4.4 IRYTE A8 WA HETR EEARXS T RZny 281k

2 5 SCHRMY G TR YT S 48 h e I I AR 2
LR 074k . AR T SRk Taieb 28N g B IR Vb 43
)5 2R SRRt S AR JE KR T AR L, AT S S AR
TRYT I 48 hI I B A TR KO, 2 R A 5
2B Lo Gt 5453 5 5 8 [MD=—0.93, 95%CI
(—1.29,—0.57),P<0.05].[MD=—0.66,95%CI( —1.02,
—0.31), P<<0.05]FI[MD=—0.91,95%CI( —1.68,—0.14),
P<0.05], =i SCHik Zhao S5 45 H R H (K Vb5
5 REGRAAR L AT 2 BEARIA YT S 48 hos 2515 BE AR X T
HEL R, 2R A SRR L [MD=—1.43,95%CI
(—2.42,—0.44),P<<0.05] ; {H B3 5 Y B P2 9% V0 5 53
1) 5 B 300 mg A IAHE K 5 A1 600 mg A A FE K T
Fe#ss, 2R HG2AE X, Goit a5 0 5 o [MD =
—0.79,95%CI1(—1.83,0.24) , P>0.05] fi[]MD=—0.81,
95%CI1(—1.85,0.22),P>0.05].
2.4.5  WBAHIIFRAE R AR

4% SR/Meta 73 A" M IE T IEAR G AR . A
ST VRIS & VO A BRI AR L, w] R
TR EAR DT A KA 8, 22 A et e i S, Hh 4y
A GBI 5885 22 1) e JoT i SCHR Lin S Se 1122 25 5
[RR=0.51,95%C1(0.32,0.80) , P<<0.05], fij fik J§i £ 3C
1k Kuo 55" Ak 35 T 3% Vb5 5 e Jt A AE B A it S DO
KAE KA T 22 57 G # R L [OR=0.44, 95%CI
(0.14,1.38),P<<0.05], 4TAFF" EIA RIS EIK VS
5 NATs B a5  mahok T FUIRK T hrJe k75 ) A
I, 22 RIS 2EE L (P>0.05),
2.4.6  JHRFNSLERLAER

IR R B A AR KD SR
FIFINALs (R E 5 FLIEK T3 iphrok 55) Z 22 54
TG E X (P>0.05), 2R 48] T X ER
KA AR E, B LR v AT A S R
RKEF, ZRA G2 L, Gt 45 R 0 5
[OR=0.55,95%CI(0.36,0.86) , P<<0.05]""HI[OR=0.28,
95%CI (0.11, 0.64) , P<<0.05]"%, #% i Ji 4 SC Ak Taieb
ML R 7E v KU R, B LY Vb S 5 B A
5 ARLK S TR S A R R AR T 25 R S
=X (P>0.05),
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2.5 REMTEMH
251 AEs&AEHR

A SIREFE " RGE T ABs B4R, WA IEE
NI EIE TP 5 ABs &R R E TR B NALs . H
H R AR i SCHR Taieb 2 AOSE SR BoR B IR VO 6 TC
N FE R H AEs KAE R S RRIFI R, 257
%t % L [OR=1.15, 95%C1(0.67, 1.95) , P>0.05].
(HHA AT g R R, 5 RN g, B L%
5 AEs KA R TR, 22 5 ¥A Goit22 8 S0 Hd i i
18 SCHR Zhao 25" G5 12445 N [RR=0.84,95%CI1(0.74,
0.96), P<<0.05], fIJ5ii H SCHk Kuo 5" K 5 B =] i 5
AH 3 B VP 5 AEs kA R HIK[OR=0.82, 95%CI
(0.69,0.98) , P<<0.05]; Hi Ay 4 5™ 58 25 JL R
RV 5 NAs (B A FLIBKT HekT
P AL, AEs KA 322 R Iege i H# i L (P>0.05)
2.5.2 DRAEs k/E%

3IMFFE UL F] T DRAEs & 4 %, A IEE B
N3 V0 DRAESs & A 26  35 m T & B 3 NATs.
AR AR I e SCHR Taieb 4545 5L R | 78 e IRURG: R
F ) R Y 5 ) DRAEs & A2 R BT B AIK T 22 8 5
[OR=0.66,95%CI(0.435,0.998) , P<<0.05], {H1E & A
FIE 20 5347 TG i AU IR 3 AR, 282 S e e it 23 8 L
(P>0.05) . 734k 2 T 5E" 45 B [FAE s | 39 I % 70
F5 542 B M H , DRAEs & tE R £ F I8 i X
(P>0.05), 5 NAIsHH LY, BRARET HE SCHR Taieb 55745
R, F L% VD 5 DRAEs & A= % H B &) il 45 [OR =
0.52,95%CI(0.31,0.85) , P<<0.05] .4 )2 k43 [OR=0.50,
95%C1(0.25,0.95) , P<<0.05] 51K 5 2 U4 A1 o £ SRR
SRR T MR Vb5 DRAEs & A4 % 5FLIRK T A
KA, 22 R TG FE L (P>0.05) .
2.6 ZFFEM

5 TLAE 22 SR R A AR R ik, 1
R AP E R A M 3Rk A BA, HE R b
JE SCER[ 15T &5 S R 5 v B Al I6)7
T IR T 3 B NI A 30 28.89 .31.90 IG5
1t B % NI RUA S 5 55.43 67.51 TG, TETC & I
EE BT, 5 R AT A EL 3 BV VD S A U AR
A, A2 T 0.000 246.0.000 186 QALYSs, ICER 4
W —12195.12.—64 956.18 TL/QALY . FHItt, TLit & ¢
B IR BRI A R e P E S R VR R R
A A RTEIATTZE o far 22 BB SCHR 17 1R
LR TR R TAT I TR B 28 A R RE 1Y
F T R R8T A5 7 e AR AR o 30 L 9K VD 7
60 & S LA 1= 114 £ 25 AR A H A i e v ) s f A v g
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1T AR A BT, T PPAS X 5 41 BURFAT: B 1053 19 5%
W), AFSEEE R W, 5 A PR EEIR YT 1 I 2 5 A
LU, BRSBTS EU9 U0 5 i3 e LAl 13 RRoG, /]
#2795 0.002 QALYs, ICER 6 500 KX JT/QALY , ik T 3 A5+
{1 8 500/QALY , I AMF-H4E Lk 7 Jy Al 455 8 200 d, A
A A GRS AEAF B GEAE P LAl i B 7 iy £
S AT TG o H AR H A S SCHR[ 16145

R TR 2B T I V&S AN m S 1 pRAS
A 13 272,11 430 H 7T, ICER A 6 472 196 H JT/QALY,
=TSR {E 5 000 000 H JG/QALY, I, [iRHT
FEIN R X LB R 7E H A IS B V5 A HoAT A -
ROR Lo 2 30 H A Y 1w JoT 2 SCHR Skrzeczek 55
Dronova SE" 351 FL 3 T A e 16 R 28 RN JG & I TIE PR It J%
BE I R T SHE R AR 4558 BoR
ICER{E 4514 68 855.2 231 260 H IT/QALY , I T3 4+f
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