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Comprehensive evaluation of intravenous thrombolysis regimens for ischemic stroke based on network
meta-analysis and cost-utility analysis

YE Guochao', LIU Shuai', CHEN Yongbang®, SUN Yu’, TANG Yougqing' (1. Dept. of Emergency, The Affiliated
Guangdong Second Provincial General Hospital of Jinan University, Guangzhou 510317, China; 2. Dept. of
Pharmacy, The First Affiliated Hospital of Guangzhou Medical University, Guangzhou 510120, China; 3. Dept.
of Cardiac Intensive Care Unit, The Affiliated Guangdong Second Provincial General Hospital of Jinan
University, Guangzhou 510317, China)

ABSTRACT OBJECTIVE To evaluate the differences in efficacy, safety, and cost-effectiveness among multiple dosing
regimens of four intravenous thrombolytic agents [alteplase (rt-PA) , tenecteplase (TNK) , reteplase (rPA), and recombinant
human prourokinase (rhPro-UK)] in the treatment of ischemic stroke. METHODS Randomized controlled trials (RCTs) of the
above agents for intravenous thrombolysis in ischemic stroke were searched. Network meta-analysis (NMA) was performed to
compare the efficacy and safety of different regimens, and a Markov model was constructed to evaluate cost-effectiveness from the
perspective of the Chinese healthcare system. RESULTS Twenty RCTs involving 10 regimens were included. NMA showed that the
18 mg+18 mg rPA regimen (two intravenous boluses of 18 mg rPA) was superior to all TNK regimens (0.1, 0.25, and 0.4 mg/kg) ,
all 1t-PA regimens (0.6 and 0.9 mg/kg), and the 35 mg rhPro-UK regimen in terms of excellent functional outcome; the 0.25 mg/kg
TNK regimen was superior to the 0.6 and 0.9 mg/kg rt-PA regimens. In terms of good functional outcome, the 18 mg+18 mg rPA
regimen was superior to the 0.25 and 0.4 mg/kg TNK regimens, the 0.6 and 0.9 mg/kg rt-PA regimens, and the 35 mg rhPro-UK
regimen; the 0.25 mg/kg TNK regimen was superior to the 0.4 mg/kg TNK regimen. The 18 mg+18 mg rPA regimen had the lowest
incidence of poor functional outcome. In terms of avoiding extremely poor functional outcomes, the 0.6 mg/kg rt-PA regimen was

the best, and the 0.4 mg/kg TNK regimen was the worst. In
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terms of safety, the incidence of symptomatic intracerebral

hemorrhage (sICH) with the 35 mg rhPro-UK regimen was
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mg/kg TNK regimen; the sICH incidences with the 0.25 mg/kg TNK regimen and the 0.6 and 0.9 mg/kg rt-PA regimens were

significantly lower than that with the 0.4 mg/kg TNK regimen, and the 0.6 mg/kg rt-PA regimen was superior to the 0.9 mg/kg rt-

PA regimen. Cost-utility analysis showed that, at a willingness-to-pay threshold of twice the 2025 national per capita gross domestic

product, the 18 mg+18 mg rPA regimen had the greatest cost-effectiveness advantage; sensitivity analysis confirmed that the base-

case results were robust; in both scenario analyses, the probability that this regimen was cost-effective was 100%. CONCLUSIONS

Among the 10 intravenous thrombolysis regimens for ischemic stroke, the 18 mg+18 mg rPA regimen was the optimal regimen

combining efficacy and cost-effectiveness; the 35 mg rhPro-UK regimen may be the preferred option for patients at high bleeding risk.

KEYWORDS ischemic stroke; intravenous thrombolysis; alteplase; tenecteplase; reteplase; recombinant human prourokinase;

network meta-analysis; pharmacoeconomics

e P A A T S U T BB AR AT,
O BRI B A 3L DA R, {2019 4F, 3,
PRk ot 1 A B 7 I N EIOR Ik 433 J7™ . DA 2013 4F &
2021 4%, FRE 40 % DA ANFREH Sl P 2 o ) SR 238 DA
1.919% 1T+ 2.30%", [F], S PR o A2 s 1
W R By 25 R, 3 B RAT F T80 19 9 &5 34 400
fCTE NRT™M, BT, $ KR T S P A iy 32
BUARTT T S0 O E A rp 2 2 2ot Sl PR AR R R
ST HE B 2024)HEFEX R L A v B 3 & 4.5 h AT
fi] 87 - i (alteplase, rt-PA) | ¥ 2% 3 i (tenecteplase,
TNK) . Fiit £ 3% f (reteplase , rPA ) F1 8 2H A R B4l )i (re-
combinant human prourokinase , thPro-UK ) 1 7 #t ik #2
BT BUA DR BT BRI R TS E e T T
R A Z P LR e AT R R i 2 A2
T R RGNS LR LA AT F 0 . R,
A 38 1o K R BE AL XS AR L 56 (randomized controlled
trial, RCT) #£ 17 W IRk Meta 43 #T (network meta-analysis,
NMA) Pk K A= -3% FH 43 #7 (cost-utility analysis, CUA),
PEARAS [FI DK # 7 SR IR T 3% &8 Ak g i bk, B 1
A T3 AR R A R R R S B A ARl
1 #/RERZE
L1 ARz TR
111 SCHRR R A

RGER R Lk 4 R 25 i T Bl Pk e v o
RCT, " 30k 2 Tl 335 “ i DKV 48 7« 2 V35 il i s 7417
it R il B A il s il i 2 N PR D
“ ARG R T AR A AR S i 2T A
“REAILGT AR s 95 SCKE 2R 1R 4 “intravenous thrombo-

” o«

lytic” “plasminogen activator” “alteplase” “tenecteplase”

“reteplase” “recombinant human prourokinase” “acute
ischemic stroke” “acute cerebral infarction” “stroke” “ran-
domized controlled trial” . £ & 4 ¢ £ $§ PubMed .
Cochrane Library ,Embase , Web of Science , {1 [E] 1 [®] |
3 5 B G 2R I FR O A5 H gk I A R 2 2025 4F
8 H , [F) B 4% 2 A 5% [ B 2 i SCHk . AW 5T L AF [F Br
HIBE M R G or kM B 8 g M CEM SR
CRD420251129883)
1.1.2 WA S HRERbR1E

AT N ARRUE R : (1)RCT; (2) 12 W A S i1
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Aorp HAE R 4.5 h WEEZ F KA RRYT s (3) il dl 5
X HRZ 53 3452 13k A FP 2y b AN [R) 25 ) s ) 71 o
PEAT DK VA 5 (4) 401 T ¥ R Rankin #t % (modified
Rankin Scale, mRS ) -47 45 F K REARAE A A 4 1L (symp-
tomatic intracerebral hemorrhage, SICH) R HE R A Sk .
AW W HEBRAR R (1) F R R SCHR; (2) 58 A
SERL Y AT BEF ST 5 (3) LR 4 R LS MY
TR 25 G 2, BoR FHHAB 25 25 07 2y Sk 5 (4)
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P45 5 (sICH) DA LU AH FE (odds ratio, OR)E MR i 1 , 3
8959 B 1= [X 8] (confidence interval, CI) o S FEH:
18 5% FH Cochrane Q2 S I ¥6:56; , 7 P<<0.1 8, I*>50% I
B FH Bt AL 07 A2 T8, 5 D SR FH 781 R0y A5 28, 3 DU 22
= B N (deviation information criterion, DIC ) {E % Bl ]
Wil A DL . R Y A B R AT SR A — S M 50
(P<<0.054 @ FA—2rE) , [al iy il i b — B 58
—EPEROI Y DIC{H AT 2R A — Bk A5 %5 (ADIC>5
R EA—EME) o B — 5 B E S A B A
R, UEE B FRHESY £ T 1 R (surface under the cumula-
tive ranking curve, SUCRA) HEJF i A2 & 1 , APPAL 24516
AR

S PEAG T A T AR ALK A 17 0 25 A T s, AR
WFFEEIEAT T PR 7347 - (1)0.32 mg/kg TNK J7
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FAA —TUMEARBIFE (n=55) , ABFFOR HHIBR 5 ®1 BREEBRERESSHSH

B A B U525 45 ) SUCRA FIF T 284k (2)0.1 %meWmemmﬁwﬁ 15
mg/kg TNKJy S84 SICH S 1 311 s SR IE A7 22 10 (;J9 /kA PA Rslu(;z M(J)\:ﬁof : (EE% 0%@%) ;hl [1-13 22 3]
e .9 mgfkg t- mRS - X . richlet —1,2—
HA B HABR IR TS SO, U5 SICH K2 mRS3S 0220 0098 0242 Dirichlet [7-13,22-33]
FHEF AR wRS6 0080 007 008  Dirchlet [1—13,22-3]
1.2 M 0. mgkg TNK mRS02 0610 059 0671 Dirichlet NMA
1.2.1 *ﬁﬂﬁ’ﬂ*@@ mRS 3-5 0.280 0.252 0.308 Dirichlet NMA

mRS6 010 00% 0021  Dinchler  NVA
b ed \ N Lp e
AW i TreeAge Pro 2022 H {44 # Markov £ 025 mgkg TNK mR$02 0710 0639 0781 Dirchlt  NMA

RUEAT 2 G VA, AU F6 2 & JE 35 % % (mRS mRS3S 0210 0189 0231 Diichlt  NMA
0-2) I EPEFE S (mRS 3-5) FET-(mRS 6)4 kA (Fi WRS6 0080 0072 008  Dirchlt  NMA

. e — y TS N 0.32 mg/kg TNK mRS (-2 0.670 0.603 0.737 Dirichlet NMA
i Mark TR 75 R PN i i -
T i, Markov #5275 7 72 P il A SO oL — 4Ehg , 1F B 0% 00 D\

A SR R I AR B 1) o AR A A A wRS6 010 0099 012 Dirchlt  NMA
AR 65 519 1 3R [ J2 RSP F 6y 79 B Ui dE | A 0.4 mgkg TNK mRS02 0660 05% 076  Dirchlt  NMA
PEALL RS PR 34 B R 1A 4 R ERJEI0IM L AR . AR5 AT i mRs;: gﬁg gégg gfi g‘mzﬁ Eﬁi

m 5 A . richlel
VR fir4F (quality-adjusted life year, QALY ) ff:Jy fE B¢ 06 mgkg riPA WRS02 060 061 079 Diichle  NMA
PR bR, X HEAS T 58 B B AR B8R e ( mcremental mRS3S 040 0216 0264  Diichlet  NMA
cost-effectiveness ratio, ICER) , 2% (T [E 25 ¥ & 5527 RS 6 0070 0063 0077 Dirichlet NMA

- ) - " DmglmgA mRSG2 0610 063 077  Dincllt  NMA
e (2025 HhSNRRRD) )™, BA 2 fF 2025 4\ /jIEW WRSIS 0240 0216 0264 Dirchlt  NMA

He p7 i H (gross domestic product, GDP) , Bl 199 330 JtfE RS6 00 008l 00M  Dice  NMA
g JE S At (willingness-to-pay , WTP) F{E, FH T iEAl 4% SmgSmgPA  mRSO2 0710 0693 0847  Dirchlet  NMA
Fr g (LT ARSI 4.5% nRS3S 010 016 OIS Dkt NMA

mRS 6 0.09 0.081 0099 Dirichlet NMA
35 mg thPro-UK mRS 0-2 0.700 0.630 0770 Dirichlet NMA

1.2.2 1A ASH

07 BV I I A R RS 40 A i NMA fIr 5 OR (H mRS3S 0200 018 0231 Diichlt  NMA
15.0.9 me/ke rt-PA 21 [ PR W bR i f 704 L HL a8 A mRS6  00% 008 0099 Diichlet  NMA

RCT l:]:l )H:z'_(i% j( (n=7807)1Y igxﬂ— Ha 77—;2'}‘;] {%{ﬁ}a 50 mg thPro-UK mRS 0-2 0.650 0.585 0715 Dirichlet NMA

mRS 3-5 0270 0243 0297 Dirichlet NMA

(R BRI A MRS AR S A S S R R e A1 RS 6 0:080 0:072 0:088 Dirichlet NMA
z% I E j(#jj( 18] Z'Kﬁﬁﬁﬁﬂ:& lﬂ]}‘d:ﬁg/%: ﬁ E ’ ’flélj‘] a: 12 mg rPAFHIKIEF 21K ;b 18 mg rPAFRIKAEE2YK
A BT A (2550 3% A I B Be 2 i f&uFJ%%E?F
3% A RGO MEAT AT . 25 3R A 25 #2 REBMEREMERSH
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S _ * JAN K
2026 4E £, thPro-UK 5 rt-PA \20?6 AR A AT mRS 0-2 55 KR EH IR 0.103 0.093 0.113 Beta 18]
R 20254F 4 . A9 5] A SCHK[19—20], mRS 0-2 RS 3-5818 KA AR 0 0 0156 B [I8]
FImRS 3-5 FRCRE IR T B B A b s 2 b B K% RS 01K 035 035 0435 Diichlet  [1§]
S ﬁt_m%m L HASHE AME S, Wk 1~%4, R I EmRS 3-SR IR 0395 0356 0435 Dirichlet ~~ [18]
123 fR ﬁj\ﬁ? RRERTREHH IR 0210 0.189 0231 Dirichlet ~~ [18]
) mRS 0-2 FFE-REHB R 0.009 0.008 0010 Beta [18]
PR AU A B R ERERZS (mRS 0-2 .mRS 3- RS 35 B IAT B IR 0016 0014 0018 B [1§]
5) FIRRAE BT BIR A0 531 BSUXT g A% i 55 0% ) B S 0 2 RS 1.030 1020 140 logNomal  [1§]
(mRS 0.mRS 3% FFE, mRS 2. mRS 5K FIR), His LEip e 4500 0 5000 - 17
B A5 33 BB R FERR A + 10%, 235 5 LUjie XU L 31 *®3 HEARKAGT)
MEARBURAE S A iFE AT 10 000 PSR RIEALALL , H b A " " y HBRATER -
M Gamma 437 R B B B A M Beta ohh W g g U W
I BT VA TE i BEAR 2540 45 HE 2% IR M Dirichlet 43 R fEREIK mRSO-2 122090 97754 1466630  Gamma  [19]
y mRS3S 1668769 1335015 2002523 Gamma 9]
A SR VLR SOR AT 2 25 B 5 S S A mRS6 1351765 1081412 1622118 Gamma [20]
0 FE R U A WL 1~k 4, HEFEEAEA  nRS02  89%51 718120 1077181 Gamma (0]
1.2.4 [EES T mRS3S 1379600 1103680 1655520 Gamma [20]
SHUSIESE S I Ra M AN BF ST TT R T W6 000 15 40 LR Vtiic - 04640 439012 365368 Gamma (2]
FRAMEELI  TNK 17592 14074 21110 Gemma 25
Bro BT — BT AR RCT AEZ5 4 ) i AR o B o4 % Gama  HEN
T7 AR — R B RS B , BOCAS I 52 R FH B L350 0 A A 7384 50,07 8861 Gamma wEN
HINMA BRI EAE il A S50 RSB 8. hPro-UK 10160 818 1192 Gamma 4N
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&4 HAYAE

P MR - ‘
rE ] 550
s i R T Boovi kR

mR$ (-2 0.860 0.679 0.983 Beta [21]
mR§ 3-5 0.340 0.058 0.566 Beta [21]
mRS 6 0 - - Beta [18]
Tk 0.340 0272 0.408 Beta [18]

BEAYH - FERBRE R R mRS IR A ALVF N B4 1] %Ak
D7 57 | R gz Ak s e 15 - Bl far , AT 5T 5 |
A mRS 3-5 [1] mRS 0-2 [ 54 # 42, IF W B WA T
B—C() MR ACGEKE R , Z B ie =
T P FE AR th e A S 58 AR, IS R A2 1Y R RE
AR, OB E SR 1A R R 2.9% 1 4F 5 2y 07
(2) FIEE BRI Z 165, e 5 1 AR N i 77
A 25%, 55 2~5 AR RIS F N 10.6%, SE K
5T OXVASC 5T (— T 5L T 5[5 A= HERR AR By 2 e i
Ji A BABIBIFGE) ™ I A5 1 B AR 5L T “mRS 2L
=190 % RIT BRI mRS 3-5 [ mRS 0-2 2L
8 LTERN  ARRIUA UESE N S iR E G B, LA
L TE N IUBUR o Y/ e
2 HFR
2.1 BYEMRZEMEITNER
2.1.1  SCHRKRE IR

AT ILKE R 6 774 55 30, A0 e 5 9 A 20
T RCT (PR T MR, SCHR O 2B VR 37 42 4 A SO o — 4k
T, N HER H RR OTH A A FRTAL 2) , 9 K 10 Bl bk
¥ 7 % . 0.1 mg/kg TNK . 0.25 mg/kg TNK . 0.32 mg/kg
TNK. 0.4 mg/kg TNK 0.6 mg/kg rt-PA 0.9 mg/kg rt-PA |
12 mg+12 mg rPA | 18 mg+18 mg rPA .35 mg rhPro-UK
50 mg rhPro-UK"™*#7 g A\ Yy 20 T RCT b A4 e 12y
AU AT, 22 B8R 9 S AR XU, TC e XU B 9 (PR T
WRE , A SR B BEZARRAIE i far XU 5 1R 2R 0E IS 4
FHAS SCE UL AR, B AR T I A A B R 1L
13 B 4) .
2.1.2 HRMETHras R

TEmRS 0-1 457 (] 1A) I, 18 mg+18 mg rPA /7 %
AT ZEE R AT se Pl i, 3% = T 0.1 mg/kg TNK
(OR=2.07, 95%CI & 1.10~3.88) . 0.25 mg/kg TNK
(OR=1.44, 95%CI N 1.12~1.84) . 0.4 mg/kg TNK
(OR=1.67, 95%CI H 1.22~227) . 0.6 mgkg rt-PA
(OR=1.76, 95%CI 4 1.34~2.30) . 0.9 mg/kg rt-PA
(OR=1.62, 95%CI } 1.28~2.04) ) &% 35 mg rhPro-UK
(OR=1.44, 95%CI } 1.07~1.93) J7 % . 0.25 mg/kg
TNK J5 AR 45 Jry () T e i 2 = T 0.6 mg/kg rt-PA
77 % (OR=1.23,95%CI & 1.04~1.45) F10.9 mg/kg rt-PA
)72 (OR=1.13,95%CI } 1.03~1.24) ,

7E mRS 0-2 45 )5 (& 1B) |-, 5 18 mg+18 mg rPA J5
ZAH L, 0.25 mg/kg TNK (OR=0.75, 95%CI H 0.56~
0.99).0.4 mg/kg TNK(OR=0.59,95%CI }j 0.42~0.84) |
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0.6 mg/kg rt-PA (OR=0.68, 95%CI & 0.50~0.92) . 0.9
mg/kg rt-PA (OR=0.70, 95%CI 24 0.53~0.91) LA K 35
mg rhPro-UK (OR=0.72,95%CI 2} 0.51~0.99) /5 £ $k15
LS R I AT RETE A . 0.25 mg/kg TNK J7 % 3K 151% 4%
Ja B AT BEE S 2 8 T 0.4 mg/kg TNK )7 % (OR=1.27,
95%CI}1.01~1.61),

TE mRS 3-545 5 (I 1C) |-, 18 mg+18 mg rPA )7 %
PAFZES ) Al et s I, 12350 T°BR 50 mg thPro-UK
K 12 mg+12 mg rPA SN TR %

7E mRS 6 45 )5 (& 1D) | ,0.6 mg/kg rt-PA J7 %3545
%45 J5 1) T fiE I 5 Ik (SUCRA=0.836) , 1fij 0.4 mg/kg
TNK J7 23R 191% 45 7 (0 ] fig P #x i=5 (SUCRA =0.263) ,
{HAZ 0.6 mg/kg rt-PA J5 % i FIK T 0.4 mg/kg TNK J5 5
(OR=0.58,95%CI 4 0.37~0.92) ,

2.1.3 RIS

TE 24 PE 45 R sICH (B 1E) |, 35 mg rhPro-UK J5
W sICH & 4R I Z L T 12 mg+12 mg rPA (OR=
0.12, 95%CI & 0.01~0.99) #1 0.4 mg/kg TNK (OR=
0.18,95%CI 4 0.06~0.48) J7 %, 0.4 mg/kg TNK J5 %1
SICH % £ R I % 7 T 0.25 mg/kg TNK (OR=2.36,
95%CI & 1.33~4.28) . 0.6 mg/kg rt-PA (OR=3.47,
95%CI Jg 1.93~6.40) Fl 0.9 mg/kg rt-PA (OR=2.52,
95%C1 J 1.50~4.35) 77 % . 1A kL 0.9 mg/kg rt-PA J7
%, 0.6 mg/kg rt-PA J5 % (OR=0.73, 95%CI A 0.55~
0.95) i) sICH & A H A%

2.1.4 NMABRIER:  — B K- 5 8UsE /b2 R

FER R BEPE 7 18, [ 7 A5 N AR A 1) DIC {H 4R T
BEHLEW AL (41 % mRS 0-1 . mRS 0-2 . mRS 3-5.mRS 6
JesICH 5445 [md8hr, 43 )k 70.81 vs. 72.35.76.09 vs.
77.60.70.32 vs. 72.28 .77.06 vs. 77.30.76.12 vs. 76.64) ,
B FH T RN AR

4 JRy— B B0 25 S R, 4545 R — SO R Y
DIC {E IR T A — SR (X 3k 5445 Jm 48 b, 4
A 70.81 vs. 75.98.76.09 vs. 78.40,70.32 vs. 72.25,
77.06 vs. 77.84.76.12 vs. 80.38) , JCilF i 2 b — M
Wo FEJRTRA—E R g, 4> mRS 45 = T A A
I TC AR (P>0.05) ; SICHZ5 )5 H1{ 0.1 mg/kg
TNK J7 % 5 0.9 mg/kg rt-PA J7 E 1M & HAF1E B EA
— 3 (P=0.0402)

NMA B SUBE 4> T 285 5 o« (1) BIBR 0.32 mg/kg
TNK 5 %5 ,mRS 0-1 ., mRS 3-5.mRS 6 } sICH % /) )
SUCRA HEJ7#55K K& A= 52 it 48 , mRS 0-2 25 )=y HP{3HE
2 8 TR T 097 2R IR B B, HEA SRR R Rk
AR RRREE L (2) HIBR 0.1 mg/kg TNK )5 %5 , sSICH & 4=
T 6 S HT 5 AR AT e 43
22 ZEFMHITMER
2.2.1  FEREHTEE R

10 7075 % 14 4E YIRS LA 47 167.33 70 (18 mg+
18 mg rPA 77 %) ~50 408.18 7. (50 mg rhPro-UK 5% ) ;
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0.1 mg/kg TNK
0.69(039,1.24) | 0.25 mg/kg TNK
0.71(034,148) | 1.01(0.51,2.01) | 0.32 mgkg TNK
080(043,149) | 1.16(094,144) | 1.14(056,232) | 04 mgkgTNK
085(047,155) | 1.23(1.04,145)" | 1.21(061,243) | 1.06(0.82,135) | 0.6 mgkg rt-PA
0.78(043,140) | 113(1.03,1.24)* | 1.11(0.57,220) | 097(0.79,1.19) | 0.92(0.80,1.06) | 0.9 mgfkg rt-PA
0.73(029,1.83) | 105(0.51,2.12) | 1.03(039,274) | 091(043,1.86) | 0.86(041,1.74) | 094(0.45,1.86) | 12mg+12 mgrPA
0.48(0.26,091)* | 0.70(0.54,090)* | 0.69(0.33,1.41) | 0.60(0.44,082)* | 057(043,0.75)* | 0.62(049,0.78)* | 0.66(0.33,136) 18 mgt18 mg rPA
0.69(0.38,1.28) | 1.000.82,1.22) | 0.99(0.49,2.00) | 0.87(0.66,1.13) | 0.82(0.65,1.02) | 0.89(0.75,1.06) 0.95(047,2.01) 1.44(1.07,193)* | 35 mg rhPro-UK
0.620023,1.70) | 090(0.41,2.03) | 0.89(031,256) | 0.78(0.34,1.79) | 0.74(0.33,1.66) | 0.80(0.36,1.77) 0.86(0.29,2.5) 129(0.56,2.97) 0.90(040,2.00) | 50 mg rhPro-UK 0.632
0.178 0.642 0.538 (343 0229 (.388 0498 0.936 0.616 0.632 SUCRA
A. mRS 0-1
0.1 mglkg TNK
0.64(0.33,1.26) | 0.25 mgkg TNK
0.78(034,1.71) | 120(0.57,2.51) | 0.32 mgkg TNK
082(041,1.66) 1270101, 1.61)* | 1.06(049,231) | 04 mglkg TNK
0.71(036,142) | 1.10(0.93,131) | 0.92(043,198) | 0.86(0.66,1.12) | 0.6 mg/kg rt-PA
069(035,1,36) 1.07(097,1.18) | 0.89(0.43,1.90) | 0.84(0.68,1.05) 097(084,1.12) 0.9 mg/kg rt-PA
0.79(028,2.19) | 122(0.54,2.69) | 1.02(034,3.02) | 096(0.42,2.16) 11(049,247) | 1.14(0.51,250) | 12 mg+12 mg rPA
0.48(0.24,1.00) | 0.75(0.56,099) | 0.62(0.29,139) | 0.59(0.42,0.84) 068(050,0.92)‘ 0.70(0.53,091)° | 0.61(0.28,1.37) 18 mg+18 mg rPA
0.67(034,136) | 105(0.84,1.30) | 0.87041,190) | 0.82(0.61,1.11) | 095(0.75,122) | 098(0.80,1.19) 0.86(0.38,1.97) 1.40(1.01,1.96)* | 35 mg rhPro-UK
0.88(029,260) | 136(0.59,3.14) | 1.13(037,346) | 107(045,2.50) | 124(0.53,288) | 127(0.55,2.92) 1.11(035,3.58) 1.81(0.76,4.36) 130(0.55,2.97) | 50 mg rhPro-UK 0.340
0.204 0.720 (442 0277 0493 (.546 0425 0955 0.599 (.340 SUCRA
B. mRS 0-2
0.1 mg/kg TNK
150(0.72,3.04) | 0.25 mglkg TNK
139(058,3.58) | 0.93(041,226) | 032 mglkg TNK
129(0.60,276) | 0.86(0.66,1.12) | 0.93(0.37,2.18) | 04 mg/kg TNK
122(058,2.55) | 082(0.68,0.99)* | 0.88(0.36,2.03) | 095(0.71,127) | 0.6 mg/kg rt-PA
139(0.67,2.86) | 093(0.83,1.04) | 1.00(0.41,228) | 1.08(0.84,138) | 1.14(097,133) | 0.9 mgkgrt-PA
123(039,3.79) | 0.82(0.35,2.02) | 0.88(0.26,2.97) | 096(0.39,238) 100(042,2.48) 0.89(0.38,2.15) | 12 mgt12 mg rPA
235(1.07,5.13) | 1.58(1.14,2.18)* | 1.69(0.67,4.12) 183(124 2.70)¢ 93(138,2.71)* | 1.70(1.25,231) | 192(0.79,4.56) 18 mgt18 mg rPA
145(068,3.04) | 097(0.77,124) | 1.04(042,243) 13(0.82,1.56) 119(091.1.55) 1.05(0.85,1.29) 1.18(0.48,2.86) 0.62(0.43,089)* | 35 mg rhPro-UK
103(033,329) | 0.69(0.28,1.75) | 0.75(021,2.55) 080(032 209) | 085(0.34,2.14) | 0.75(030,1.87) 0.84(0.24,3.00) 0.44(0.17,1.16) 0.71(0.29,1.80) | 50 mg rhPro-UK 0.303
0237 0.690 0528 0409 0309 0.529 0412 0.969 0.614 0.303 SUCRA
C. mRS 3-5
0.1 mg/kg TNK
136(0.38,4.64) 0.25 mg/kg TNK
1.01(0.25,3.86) 0.73(021,2.65) 0.32 mg/kg TNK
0.98(0.26,3.49) 072(048,1.06) 098(0.26,3.55) | 0.4 mg/kg TNK
1.68(0.46,5.85) 23(0.93,1.64) 1.69(046,585) | 1.72(1.09,2.69)* | 0.6 mg/kg rt-PA
134(0.37,4.56) 099(084,1.15) 135(0.38,4.56) 1.37(0.93,202) | 0.80(0.63,1.02) | 0.9 mg/kg rt-PA
123(0 18,10.14) | 0.90(021,5.07) 1.24(0.18,9.88) | 126(0.28,7.29) | 0.73(0.17,4.13) | 0.91(022,507) | 12 mg+12 mgrPA
10(0.28,4.18) 0.81(048,1.37) 1.100028,4.13) | 1.13(0.61,2.10) | 0.66(0.38,1.14) | 0.82(0.50,135) | 0.90(0.16,3.73) 18 mg+18 mg rPA
123(032 4.54) 090(056,1.46) 124(032,451) | 1.26(0.69,2.29) | 0.73(0.44,122) | 091(0.58,144) | 099(0.17,4.58) 1.11(0.57,2.18) 35 mg rhPro-UK
139(0.20,10.87) 01(0.23,5.64) 140(020,1083) | 141(031,8.02) | 0.83(0.19,4.57) | 1.03(0.24,5.61) | 1.11(0.12,10.22) 125(027,748) 113(0.26,6.20) 50 mg rhPro-UK 0.569
0380 0.608 0.381 0263 0.836 0.581 0.510 (384 (488 0.569 SUCRA
D. mRS 6
0.1 mglkg TNK
2 72(0.38,24.09) | 05 mgfkg TNK
2000.16,11.15) | 044(0.04,447) | 032 mglkg TNK
15(0.15,10.81) | 0.42(0.23,0.75)* | 095(0.09,10.29) | 0.4 mg/kg TNK
399(055 36.76) | 147(1.00,219) | 332(0.32,3394) | 347(1.93,640)* | 0.6 mgfkg rt-PA
290(041,2621) | 1.07(080,142) | 2.41(024,2385) | 2.52(150,435) | 0.73(0.55,0.95)* | 0.9 mg/kg rt-PA
0.75(0.04,1401) | 028(0.03,2.02) | 0.62(0.03,12.59) | 0.65(0.07,5.06) | 0.19(0.02,1.37) | 0.26(0.03,1.85) | 12 mg+12 mg rPA
243(030,23.89) | 0.89(0.42,190) | 2.03(0.18,2221) | 2.11(087,5.12) | 0.61(0.28,131) | 0.84(041,1.69) | 3.22(0.46,3053) 18 mg+18 mg rPA
6.39(0.77,66.53) | 2.33(0.98,598) | 539(0.46,62.62) | 5.53(2.06,15.87)* | 1.58(0.68,4.00) | 2.19(0.97,540) | 849(1.01,97.51)° 2.62(0.87,8.34) 35 mg rhPro-UK
201(0.03,140.86) | 0.70(0.02,28.84) | 1.62(0.02,127.67) | 1.68(0.04,7140) | 0.48(0.01,19.70) | 0.66(0.02,27.17) | 2.65(0.04,192.78) | 0.80(0.02,34.23) | 0.30(0.01,12.77) | 50 mg rhPro-UK 0488
0.265 0.566 0336 0237 0.825 0.620 0.206 0.527 0.928 (488 SUCRA
E. sSICH& %R
a:P<<0.05,
Bl HIERFNMALER
Il R 3 25 f e oA 18 mg+18 mg rPA 5% (3.11 QALYs), 222 ZB &HJFME’J@ZM B ITERES
A h 0.1 mg/kg TNK J7 % (2.85 QALYs) ; #H X} T 18 A FERT 10 Ffr 7 G AT B R B ABURRAE 23 B, 52 Wi I

mg+18 mg rPA 7 58, HiAh 4 T R ICER W3R 5, Jr,
18 mg+18 mg rPA J7 %8 (1 A B AR FLIG PR AR 25 97 1,y

R PHTTE
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PR, A SCAUR 7R I DR FFJ 4 Fp 5% (0.25 mg/kg TNK
0.9 mg/kg rt-PA | 35 mg rhPro-UK 5 18 mg+18 mg rPA)
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F5 10MARKCUALR

DL S AL IFHE QALY ICER/(JL/QALY )
18 mg+18 mg rPA 47167.33 311 -

0. mgkg TNK 4763825 285 -18n.78
032 mgkg TNK 4784183 291 ~333659
12 mg+12 mg iPA 4791097 295 —461721
04 mgkg TNK 4844047 289 —5833.17
35 mg thPro-UK 48481.04 300 — 1165248
025 mgkg TNK 85358 303 ~ 1780476
0.9 mgkg rt-PA 4953627 30 —25695.15
0.6 mglkg it-PA 4991679 304 —4091085
50 mg thPro-UK 50408.18 294 ~18763.26

Ji mRS 6 5 mRS 3-5 R M /3 A2 . mRS 3-54RAEK
JHAEL, A B2 mRS 3-5 PR ) B J Bl S 47 #1281 245 i B
WMAER T B EEIRSIA R . S SECEI N,
18 mg+18 mg rPA S AR J7 58 o AR BURE 3 B R
FHH Y WTP {4 199 330 JC/QALY H, 18 mg+18 mg
rPA Jr S BA G PERIE AR 100% (1813) .

18 mg+18 mg rPA mRS 6 IRZS /IR
35 mg thPro-UK mRS 6:{R 4553 fii fif 5
RERJHE
1

mRS 3-5

mRS 02k

rhPro-UK #

mRS 0-2 RS BE J5 HESL 29

rPA HLff

35 mg rhPro-UK mRS 3-5 4R A3 i %

mRS 3-5 REAEBE 2

18 mg+18 mg rPA mRS 3-5:{RZ5 /i i 5
PR

mRS 0-2 KRB 2%

ICER/(JL/QALY)
A. 35 mg rhPro-UK vs. 18 mg+18 mg rPA

18 mg+18 mg rPA mRS 6:(R A5 At R
mRS 3-5 4R AA

0.25 mg/kg TNK mRS 6 IRZS 5 ilf 5
mRS 0-2AREH (i

mRS 3-5 (RS B¢ 5 HESL 9

0.25 mg/kg TNK mRS 3-5 KA/
TNK Hiff

mRS 0-2 4R BE J5 HESL 319

rPA Hiff

18 mg+18 mg rPA mRS 3-5 R/ i %
mRS 3-5 RAAERE 2

- mRS 0-2REH L KRB RMEH

- mRS 0-2RAAERE 2

HERAH: —17824.76

—50 000.00
—45000.00
—40 000.00
—35000.00
—30000.00
—25000.00
—20 000.00
—15000.00
—10 000.00

—5000.00

ICER/(JE/QALY)
B. 0.25 mg/kg TNK vs. 18 mg+18 mg rPA

mRS 3-5 R EHH

18 mg+18 mg rPA mRS 6RZS/ M i k%
0.9 mg/kg rt-PA mRS 6 IRZSSMAHER
mRS 0-2 KX

0.9 mg/kg rt-PA mRS 3-5 4R A fER
mRS 3-5 4R H B f5 HER P 9

1t-PA iy

18 mg+18 mg rPA mRS 3-5 4R A4 HE R
mRS 0-2 4R HBE f5 HESL 38 92

rPA Hiff

mRS 0-2 RAFN R HLR MR

mRS 3-5 R A 2%

HELR{: —25 695.15

—25000.00 l I

—60 000.00

55000.00
—50 000.00
—45 000.00
—40 000.00
—35000.00
—30000.00
—20 000.00
—15000.00

ICER/(JG/QALY)
C. 0.9 mg/kg rt-PA vs. 18 mg+18 mg rPA

B2 HRERGREMESTHERE
2.2.3  [HEEAHTEER
P IIUIE 58 04T 389 SRR LRl A AT P 2538 o I BE o0 pT
— R BEHLE N AR NMA 2505 , 18 mg+18 mg rPA 1/}
KX TTS & IT R A TR ARAS . 5T —
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1.0 - ~o-0.4 mg/kg TNK

0.9 4 -o-0.9 mg/kg rt-PA
0.8 ~-0.6 mg/kg rt-PA
=07 4 —=0.1 mg/kg TNK
= 06 ++0.25 mg/kg TNK
= 0.32 mg/kg TNK
% 091 <12 mg+12mg rPA
& 041 18 mg+18mg rPA
J'IE 0.3 1 =35 mg rhPro-UK
m 8? 1 % =50 mg thPro-UK

04

0 4000 8000 12000 16000 20000
WTP [#{t/(JT/QALY)

B3 M-SR ATEE

7| A mRS 3-5 [1] mRS 0-2 R EEAZ 5 , #4577 % QALY &
s ICER HE/F 72 | 18 mg+18 mg rPA J7 243
PERERATE R 100% (BR T 08, AS [ 58 T A9 AR R v]
P52 I A SOy T 2R, A 385 R T
EEFES),

3 Tt

IR IR s B 2 A R T B, H TRk
E 2T RCT Kk, Ay i A ki 18 0 8, AR5
FLEE T 10 FHATT 5 RIITRL L EMZTEE . NMA
ZEWL LR, 18 mg+18 mg rPA 7 RIEEZ AN IIRELS M | %
M A AE , 35 mg thPro-UK 7 1l Bij sICH J7 ifii i ffi . CUA
R BN, WTP BIE B E R 2 5 2025 43 B A 35
GDP i}, 18 mg+18 mg rPA J& £ X it Ifit M 4 Hh e L8 5%
PERIRIT T4

eSO I, SRR & B —2L, 18 mg+18 mg
rPA 77 Z1F mRS 0-1 Fl mRS 0-2 4% Jaj v i 3K 25 B oK, e
mRS 3-5 145 Ja) & A SRR AR, ATAE A e it A vp i) e
Ve % . ANBFGEIR VAN T AN  TNK B R AR 25 , 45
A 0.25 mg/kg & TNK AR R, Hyrsk 5%
SRR T 18 mg+18 mg rPA J5 %, 5 JE AT AY R A"
AAF s TEIZR T, TNK AR A I R 4K 5 5 1t XUR: 3k
F 91 .

FEE A T, BRAEAFSY & 3 35 mg rhPro-UK /7%
RE A5 aBE B0 STCH () 2 A1) AR 9% IR IESE TR Z5 8,
[} 2 3% )7 26 4E mRS 0-1 FlmRS 0-2 2% 5 R A —
EEH . 7ENMA 1,35 mg rhPro-UK 7 sICH 25 J) |- (1
SUCRA HEJF 4 A0 ) 55— , HL 76 50 b E 38 38 55 11 0.32
mg/kg TNK J57% % 0.1 mg/kg TNK 7 & )5 , HA e b7
RAS A5 AR . R, XA M RO ) e A
35 mg rhPro-UK AJ g2 E1E %

TE 2 GE T I, ASBF 9T 45 R 5 BE A g R B —
2, B B J5 AT P B R R R R S I R R Gk
oM AR rp R CE B S T BA T RE B A Y EL 438 75% ~
80% , Hirp B FE AR b Uit 409%™, S EURE H B ST
TARHBIMY R E 5K P9 . FRIE 2025 424
[ BB T 25 AR 29 6.3 T e, Hai AR TR
ANYIGDP 1 60%. HREVE" LI, B E i HeRE
O MR R R 2B B AR R . RIS, &5
VG mRS 3-5 A5 HE#E S mRS 3-5 RAERH
AT 25 5 22 5 1, IX R BHAEIE R PR A5k
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PR BB A T B s P ok SO AR B AP R H

R SNATT T R B BT RN R IR — e s

T BEE BEE LR IR AR B

A&, AL 0 245 o R 2 T R VEAN B A A

R, TWEURMHME, BT rhPro-UK 5 rt-PA 1) 2026 4E

Frp ARG AR 2025 4R A& A T 00T . AE

A2 B B i A RZ R, AR B ST thPro-UK 5 rt-PA [ 2}

i B I 28 0 T AT R o It , 45 2R B, 18 mg+18 mg

PA TR LR R T 58 . TEA TR -, WHO H¢

AR T 145 N34 GDP 9 T S it a0 A 22 o

ABFgE, BME WTP B{E T i 2 4 000 5T (252 2025 45

4[5 A\ ¥4 GDP e il 0y H ol & K10 7%) , 18 mg+18

mg rPA J7 B A S FF IR R 100% , HA& 1F 4

Y0 BBl A B AR R A . A AR SR A T

WU A B 38— D e T 4518 A gt

AR FEAFAE— 5 W R B < 85 56, NMA R XA
RCT B NI AFESA TR IE , AT BEAFZE WY ; [RIRT , 2
Wy 26 5 2 AR i (i A A 5 2 RS MR TR T P O R
5T, SMEZ P E B SRR T . HIK, SICH J2 /i
Wk e SRR T bR BB T R AL R A
JE AL B AR, X ] ESZ IR ICER AOAN RS B . LAh, 7E
SICH %5 J&) 19 Jey i AN — BPER 55 v, ©0.1 mg/kg TNK vs.
0.9 mg/kg rt-PA” % L # 5 [ HE UE 45 v 58 , i 152 B 200
T,

25 bR, BT NMA 5 CUA H# T 10 Fhi
ki e T TR H YRS ST 45 BN 18 mg+
18 mg rPA J& MR IT RS LT et U7 €, 35 mg
rthPro-UK 7] BB & A i i 1 78 78 OB &5 1 A 9 10
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MR AXAE FARGAEAN ZFR
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