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BI : Barthel index

mRS : modified Rankin scale
GOS : Glasgow Outcome Scale
NIHSS : National Institutes of Health stroke scale
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modified Rankin Scale (mRS)
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Low—dose (0. 6mg/kg) alteplase [Z &k Bt—PA

Standard—-dose (0. 9mg/kg) alteplase [Z &k Ht-PA
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Patient with a definite acute ischaemic stroke <4.5 hours, i.v. rtPA indicated
and planned, and has a systolic BP <185 mmHg
No definite indication or contraindication to either rtPA dose
SED
Standard-dose Eﬁ?ﬁ*&%
—| Randomisation arm [A] rtPA 0.9 mg/ke
Low- dose rtPA Bect
0.6 mg/kg rtPA i
practice
Systolic BP 2150 mmHg; no definite indication or contraindication care
to rapid intensive BP lowering to 130-140mmHg systolic target during
treatment
Standard BP control to and
——»| Randomisation arm [B] systolic <180 mmHg f':'"ﬂf'”;iu': 2018£(Z
periods & .
Intensive BP lowering to RTTE
systolic 130-140mmHg

1, 3, 7, 28 and 90 day review and follow-up
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Inclusion criteria Exclusion criteria
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Outcome
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Result



Trial flowchart

mHAfE - 201238 ~201548KH
69325 Patients were screened H 69325% 75§§ an
m33104 (11158E&. 13HE) AT 7 Lk~
W 16544 HLow—dose (0. 6mg/kg) &
164344 H'Standard-dose (0. 9mg/kg) %5

4
3310 Were randomized into the alteplase dose arm

13 Were excluded
O No consent and data not used
| Mistakenly randormized
3 Duplicate randomization

| I

1654 Were assigned to low-dose (0.6 1643 Were assigned to standard-dose (0.9
mg/kg) intravenous alteplase mg'kg) intravenous alteplase
26 Did not receive treatment 26 Did not receive treatment
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1654 Were assigned to low-dose (0.6

1643 Were assigned to standard-dose (0.9

mg/kg) intravenous alteplase mg/kg) intravenous alteplase
26 Did not receive treatment 26 Did not receive treatment
12 Were excluded 17 Were excluded
T Withdrew consent and data not used [+ » 12 Withdrew consent and data not used
5 Lost to follow-up 5 Lost to follow-up

1467 Were alive at 90 days and had an assessment of
function on the mRS
35 Were alive at 90 days and had no assessment of
function on the mRS
140 Were known to have died
12 Not known to be dead, disability unknown

1429 Were alive at 90 days and had an assessment of
function on the mRS
27 Were alive at 90 days and had no assessment of
function on the mRS
170 Were known to have died
17 Not known to be dead, disability unknown

| 1607 Were included in analysis of the primary outcome
| 47 |Were excluded from analysis (missing primary outcome)

| 1599 |Were included in analysis of the primary outcome
| 44 |Were excluded from analysis (missing primary outcome)

[ 1492 Were included in per-protocol population for analysis of

the primary outcome
Were excluded from analysis

1484 |Were included in per-protocol population for analysis of

the primary outcome

Were excluded from analysis

Standard-dose 14924
Low—dose 14844

=>per—protocol 7347
MR EEDEFT L L

Standard-dose 160744
Low—dose 15994

=>primary outcomeZ 44T
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Table 1. Characteristics of the Patients at Baseline and Their Treatment.*

Variable
Age —yr
Median
IQR
Female sex — no. (%)
Region of recruitment — no, (36)
United Kingdom, continental Europe, or Australia
Asia, other than China
South Armerica
Asian race — no.ftotal no. (%6)T
Medical history — no.ftotal no. (%6)1
Hypertension
Any stroke
Coronary artery disease
Atrial fibrillation
Diabetes mellitus
Hypercholesterolemia
Current cigarette use
Modified Rankin scale score of O before strokef
Use of antihypertensive agent
Use of statin or other lipid-lowering agent
Use of aspirin or other antiplatelet agent

Warfarin anticoagulation

Low-Dose
Alteplase
(N=1654)

68
58-76

634 (38.3)

708 (428

445 (26.9)
336 (20.3)
165 (10.0)

10431651 (3.2

10311648 (62.6)
287/1654 (17.4)
256/ 1648 (15.5)
330/1645 (20.1)
325/1648 (19.7)
2971648 (18.0)
377/1646 (22.9)
13491647 (81.9)
755/1648 (45.8)
333/1646 (20.2)
407/1647 (24.7)
48/1647 (2.9)

Standard-Dose
Alteplase
(N=1643)

57
58-76
614 (37.4)

711 (43.3

439 (26.7)
334 (20.3)
159 (9.7)

10361640 (63.2

1034/1640 (63.0)
302/1643 (18.4)
223/1640 (13.6)
306/1640 (18.7)
321/1640 (19.6)
258/1640 (15.7)
393/1638 (24.0)
1325/1639 (30.8)
743/1640 (45.3)
282/1638 (17.2)
345/1638 (21.1)
341638 (2.1)
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Table 1. (Continued.)

Variable

Any alteplase given to patients — no. (%6)
Bolus dose — mg
Infusion dose — mg

Concurrent inclusion in part of trial dealing with blood-pressure
control — no. (%)

Assigned to intensive blood-pressure lowering

Assigned to standard blood-pressure lowering
Blood pressure — mm Hg

Systolic

Diastolic
NIHSS score — median (IQR)Y]
Signs of cerebral ischemia on brain imaging — no Jtotal no. (%) |
Proximal vessel occlusion on CTA or MRA — no. ftotal no. (%) |
Final diagnosis at time of hospital discharge — no.ftotal no. (36)%*

Nnnstrnkediagmsis

Low-Dose
Alteplase
(N=1654)

1628 (98.4)
6.2+1.2
35.5+7.3

460 (27.3)

224 (13.5)
236 (14.3)

149420

84413

8 (5-14)
3881648 (23.5)
258/1622 (15.9)

50/1625 (3.1)

Standard-Dose
Alteplase
(N=1643)

1617 (98.4)
6.322.1
56.0+11.3
475 (28.9)

232 (14.1)
243 (14.8)

15020
8513
_8(5-14)
38371640 (23.4)
248/1624 (15.3)

47/1609 (2.9)

Large-artery occlusion due to clinically significant atheroma

Small-vessel or perforator lacunar disease

Cardioembalism

622/1625 (38.3)
334/1625 (20.6)
324/1625 (19.9)

64871609 (40.3)
339/1609 (21.1)
317/1609 (19.7)

Dissection
Other or uncertain cause of stroke
Time from stroke onset to alteplase administration — min{t
Median
IQR
Estimated body weight before alteplase administration — kg

141625 (0.9)
281/1625 (17.3)

170
125-218
69.6+14.4

11/1608 (0.7)
247/1609 (15.4)

170
127-219
69.9+14 .4
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TA

Low—dose Standard—-dose p Value
group group
(n=1654) (n=1643)

Asian & Non-Asian SRED Sri-PARS 17243 17043 -
CHREEGL % T O T LB
rt-PAOFEHIR G = 35. bmg 56. Omg p<0. 001
THZRFEFTOMERNARE 5. 5% 4. 9% p=0. 50
MERNBEEDBERBEER 64. 0% 63. 8% p=0. 97
90 B ¥ Moutcome;& B 84. 6% 83. 6%

& RN A&
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BE £ EETE 15%
B COFE 85%




Primary outcome

Fawors Favors P value far
Analysis low-dose alteplase | standard-dose alteplase Odds Ratio (95% CI) Moninferiority
ITT population - unadjusted i 1.09 (0.95-1.25)
ITT population - adjusted” = 113 (0.97-1.31)
ITT population shift analysis of mRS - adjusted* L E 099 (0.88-1.13)
PP population - adjusted" L 113 (0.96-1.32)
PP population shift analysis of mRS - adjusted” » ; 100 (088-114)

07 1.0 -

Odds Ratio

{ad justedx*)
RIEBND T UF LIEETOREE . NIHSS. .

ITT analysisT%Per—protocol analysisT

%
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Secondary outcome

Low-Dose Alteplase Standard-Dose Alteplase  Odds Ratio with Low-Dose Alteplase P Value for
Outcome (N=1654) (N=1643) (95% CI) PValuef Noninferiority}
Score on the modified Rankin scale — no. ftotal no. (%) 0.04
0: No symptors at all 403/1607 (25.1) 397/1599 (24.8)
1: No substantive disability despite symptoms 349/1607 (21.7) 385/1599 (24.])
2: Slight disability 250/1607 (15.6) 225/1599 (14.1) . =T .
3: Moderate disability requiring some help 211/1607 (13.1) 181/1599 (11.3) mRS3:'f—\-—'\ .l/,LJ:@ aﬂiﬂi T '?:
4 Moderate—severe disability requiring assistance with daily | 165/1607 (10.3)  154/1599 (9.6) Low—dose® IELE T HY
living =TH >
5: Severe disability, bed-bound and incontinent 89/1607 (5.5) 87/1599 (5.4) "IE ﬂ é ;h'f‘
140/1607 (8.7) 170/1599 (10.6)
| Death or major disability — no.ftotal no. (%) 11 | 605/1607 (37.6) 592/1599 (37.0) 1.03 (0.89t0 1.19) 0.73
| Death within 90 days — no. (%) | 140 (8.5) 170 (103) 0.80 (0.63 to 1.01) 0.07

Score on Modified Rankin Scale

Oo O1 Oz M3

ms W5

[

Low-Dose Alteplase 25.1 21.7 15.6
Standard-Deose Alteplase 24.8 241 141
! I I I | 1 I 1
] 10 20 30 40 &0 a 20 =0

Percent of Patients
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Secondary outcome

Low-Dose Alteplase Standard-Dose Alteplase  Odds Ratio with Low-Dose Alteplase P Value for
Outcome [N=1654) [N=1643) (95% Cl) PValuef Noninferiority}
Symptomatic intracerebral hemorrhage — no. (%)
By SITS-MOST criteria] 17 (1.0) 35 (2.1) 0.48 (0.27 to 0.86) 0.01
By NINDS criteria| 98 (5.9) 131 (8.0) 0.73 (0.55 to 0.95) 0.02

fhdDcriteriaz ALNT L RIBDIEER

s {LFEERE & Alteplase—doselZ

BEEZ L (p=0.71)
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Discussion&Limitation
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Conclusion
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2013 FEHELEF 2015 FE#RE&FH
AL
IMS-II1 ;;ﬁjzgfolfv MR RESCUE MR CLEAN EXTEND-IA ESCAPE
M1 B EE LSS 25
@ ﬁ‘ﬁ ﬁ. Y )ﬁ ﬁ)ﬁ
FHIE 5 mRS 0-2 |\mRS 0-1 |FZZmRS |mRS 0-2 |mRS 0-1 |mRS 0-2
A2t )
gf el 40.8% 30.4% 3.9 32.6% 53.0% 71%
90 H#
R FE I
PIELIEERE 138.7% 34.8% 3.9 19.1% 29.3% 40%
Pvalue 0.25 0.16 0.99 <0.001 0.01
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