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METHODS



Trial Design

Alnternational(9 ), multicenter(114
), cluster randomized, crossover,
open label trial

ANational Health and Medical Research
Council of Australia
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Outcomes

Primary outcome | Secondary outcomes

A 7 MRS
A 7 NIHSS
90 mRS||A 90 |
MRS:3~6
A 90 EQ5D
A
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Statistical Analysis

AmRS 16% relative shift
power=0.9 h =0.05 120 100
12000

A Cluster randomization, cross over randomization
A Intention-to-treat

A SAS software, version 98AS
Institute



Cluster randomization,

Cross over randomization

STUDY SITES

T
Randomisation

Lying Flat Head Positioning Sitting Up Head Positioning
- 0° for first 24 hours 230° for first 24 hours
Standard
Nursing and
Medical Care
c c (Local
rossover rossover Guidelines)
Sitting Up Head Positioning Lying Flat Head Positioning
>30° for first 24 hours 0° for first 24 hours
Central blinded assessment of outcome at 90 days
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Table 1. Characteristics of the 11,093 Patients with Acute Stroke at Baseline.*

Characteristic

Age —yr

Female sex — no. (%)

Region of recruitment — no. (%)
Australia and United Kingdom
China and Taiwan
South America, Indiz, and 5ri Larnka

Wedical history — no. (%)
Hypertension
Any stroke
Coronary artery disease
Agrial fibrillation
Heart failure
Diabetes mellitus
Tobacco use

A score of 0 (no symptoms) on the modified Rankin scale before
strake

Aspirin or other antiplatelet agent use
Anticoagulant use
Median MIHSS score [IQR) T
Wedian time from stroke onset to intervention {I1QR) — hr
WMedian time from haspital admission to intervention [IQR] — hir
Final diagnosis at time of hospital discharge — no. (%) §
Condition mimicking stroke
Transient ischemic attack
Acute ischemic stroke
Large-artery ecclusion due to substantial atheroma
Small-vessel or perforating arteriole lacunar disease
Cardioembolism
Crther or uncertain cause

Primary intracerebral hemorrhage

Lying Flat Sitting Up
el s7oo [l CTgo
2214 (41.8) 2547 [43.9)
2211 (41.8) 2441 [42.1)
870 (16.4) 810 [14.0)
2711 (51.2) 2906 [50.1)
1238 (21.4) 1393 [24.0)
690 {13.0) 549 [14.6)
555 {10.5) 621 [10.7)
166 {3.1) 246 [4.2)
1065 {20.1) 1156 [19.9)
3353 (61.3) 3656 [63.0)
428 (3.1) 522 {9.0)
7.0 [2.0-25.0} 7.0 (2.0-27.0)
e e
1390 {30.7) 1558 [31.5)
TIoE (26.4] T2o0 120.0] 33
420 (7.9) 511 (8.8)




Primaryoutcome

Odds Ratio
with Sitting Up
Lying Flat Sitting Up as Reference
(N=4676) (N=5072) (95% €I P Value
Levels of disability on the modified Rankin scale at 90 days* 1.01 (0.92-1.10)} 0.84
0 — No symptoms at all 745/4676 (15.9) 922/5072 (18.2)
1 — No clinically significant disability despite symptoms 1704/4676 (36.4) 1703/5072 (33.6)
2 — Slight disability 41 00 mR 3
3 — Moderate disability requiring some help 71
4 — Moderately severe disability requiring assistance with 44 N o
daily living

5 — Severe disability, bed-bound, and incontinent 283/4676 (6.1) 326/5072 (6.4)
6 — Death 379/4676 (8.1) 417/5072 (8.2)

Modified Rankin Scale Score
m 4

1 EH2 B3 B> Es

33.6

36.4

0
Sitting Up 18.2
Lying Flat 15.9
1 ]
0 10 20

Patients (26)
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Primaryoutcome

e Lying-flat | Sitting-up |  OR(95% CI) o Lying-flat | Sittingq-up | OR(¥%CH |
Outcome MD (95% CI) | Pvalue  Outcome MD (95% C1) | Pvalue
Primary - mRS at Day 90 N=4027 N=4356 Primary - mRS at Day 90 N=374 N=445
Ordinal analysis — no. (%) Ordinal analysis — no. (%)
O(mosymptoms) | 603(150) | 773(17.7) | 1.03(0.94t01.13) | 0.52f 0 (no symptoms) 47(126) | 62(139) | 0.99(0.71101.39) | 097¢
1 (no significant disability) 1500 (37.3) | 1481(34.0) | 1.08 (0.97t0 1.19) | 0.15% 1 (no significant disability) 118 (31.6) 140 (31.5) | 0.99(0.72to0 1.34) | 0.93%
2 (slight disability) 365 (9.1) 390 (9.0) 1.05(0.95t0 1.16) | 0.35§ 2 (slight disability) 25 (6.7) 23 (5.2) 0.95(0.71t01.27) | 0.73§
3 (moderate disability) 617 (15.3) 701 (16.1) 1.05(0.95t0 1.16) | 0369 3 (moderate disability) 57(15.2) 75(16.9) 1.02 (0.78 to 1.33) | 0.901
4 (moderate/severe disability) 386 (9.6) 384 (8.8) 4 (moderate/severe disability) 43 (11.5) 51(11.5)
5 (severe disability) 247 (6.1) 284 (6.5) 5 (severe disability) 30 (8.0) 36 (8.1)
6 (dead) 309 (7.7) 343 (7.9) 6 (dead) 54 (14.4) 58 (13.0)
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Primaryoutcome

MRS at 90 days
Odds Ratio (95% CI) P value

NIHSS at baseline ’ 0.71

0-1 - 1.13 (0.93-1.36)

2 n} 0.98 (0.80-1.21)

34 B 1.00 (0.851.18)

5.9 - 097 (063-1.13)

10.42 [ | 095 (081-1.12)
Time to therapy 0.56

0-3 hrs = 108 (089-132)

4-Bhrs 2 091 (0 78-1.08)

9-20 hrs 4 096 (0.81-1.13)

21-47 trs : B 1.05 (0.89-1.25)

48+ hrs . 1.05 (0.88-1.25)

v ; .

05

Favors Lying Fist  Favors Sating Up

NIHSS

90 MRS 36




Secondary outcome

Odds Ratio
with Sitting Up
Lying Flat Sitting Up as Reference
(N=4676) (N=5072) (95% CI) P Value
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