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Strongly recommend rehabilitation
therapy should start as early as

possible, once medical stability is
\feached. (VA Grade A)

)
4 )

Recommend that the patient receive as much therapy
as  ‘“needed” and tolerated to adapt, recover,
and/or reestablish the premorbid or optimal level of
functional i1ndependence.

\- /

VA/DoD Clinical Practice Guideline for the Management
of Adult Stroke Rehabilitation Care

J Rehabil Res Dev. 2010;47(9) :1-43.




/Eeople with stroke should be offered ‘\\

N IZ frequent opportunity to practise

functional activities (eg getting out
Z II E of bed, sitting, standing, and

walking) by an appropriately trained
\healthcare professional. 4//

4 N

People with acute stroke should be mobilised within
24 hours of stroke onset, unless medically unstable,
by an appropriately trained healthcare professional
with access to appropriate equipment.

o J

National clinical guideline for stroke 2012, fourth editio
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(Cerebrovasc Dis. 2014;37:401-408)
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(JAMA 2014;311:469-70)
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modified Rankin Scale(mRS)
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プレゼンター
プレゼンテーションのノート
表を作り直す
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プレゼンター
プレゼンテーションのノート
国際他施設→外的妥当性
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Inclusion criteria |Exclusion criteria
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プレゼンター
プレゼンテーションのノート
介入スタッフは盲検化本当にされてるの？
リハを介入する人は、盲検化されている　そのほかの医療スタッフは盲検化されている。

Intervention staff were masked to treatment allocationとかいてある。
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プレゼンター
プレゼンテーションのノート
mRSのassumption-free ordinal shiftをどう表現？
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プレゼンター
プレゼンテーションのノート
mRS→Wilcoxon、50m by 3M→Cox回帰分析、
Motality→２値ロジスティック回帰
Serious adverse event→負の２項回帰モデル
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25237 admitted within 24 h
of stroke onset

23133 ineligible*

h 4

2104 enrolled

5588 had premorbid mRS>2
1136 were enrolled in other clinical trials
7080 were medically unstable or unwell
7414 had no recruiter or were admitted
on a weekend
8151 for other reasons

v

[ 746 refused

2104 randomised

v

1054 allocated to very
early mobilisation

—P

12 never mobilised
13 not stroke

h 4

1038 assessed at 3 months
950 alive
88 dead
6 unknown
10 refused follow-up

v

v

A (FAMR U

1050 allocated to usual care

—p

14 never mobilised
21 not stroke

h 4

1045 assessed at 3 months
973 alive
72 dead
5 refused follow-up

1054 included in
intention-to-treat
primary analysis

v

1050 included in
intention-to-treat
primary analysis

‘--.

Figure 1: Trial profile

mRS=modified Rankin Scale. *More than one reason possible per patient.
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プレゼンター
プレゼンテーションのノート
拒否が少ない＝患者に関心の高い研究である


Very early Usual care t PA 2 4%

mobilisation (n=1050)
(n=1054)
Lacunar infarct 255 (24%) 268 (26%)
26% 73\\ Age (years) 723(62:3-803)  72:7(63-4-80-4) Ln:er?ncce;::;je 142 (14%) 116 (11%)
<65 331 (31%) 298 (28%)
>80ﬁ\§, 65-80 448 (43%) 481 (46%) rtPA treatment
>80 275 (26%) 271 (26%) ves 247 (23%) 260 (25%)
el it
Hypertension 707 (67%) 717 (68%) walking score)
Ischaemic heart disease 235 (22%) 251 (24%) Independent 439 (42%) 416 (40%)
Hypercholesterolaemia 419 (40%) 423 (40%) Supervised or assisted 522 (49%) 538 (51%)
Diabetes mellitus 239 (23%) 228 (21%) Unable to walk 91 (9%) 96 (9%)
Smoking Unknown 2 (<1%) 0 (0%)
Never smoked 454 (43%) 491 (47%)
Smoker* 227 (22%) 204 (19%)
Ex-smoker* 352 (33%) 341 (33%)
Unknown 21 (2%) 14 (1%) 2 EEFFEﬁ O)/\\—Z(j:la%
Atrial fibrillation 229 (22%) 237 (23%)

45%b\‘ Stroke history

First stroke 878 (83%) 843 (80%)

(

N I HSS>7 NIHSS score 7 (4-12) 7 (4-12)
(> |:|:| }"_ ) Mild (1-7) 592 (56%) 578 (55%)
(
(1

18 TS >4 AL

Moderate (8-16) 315 (30%) 328 (31%)
Severe (>16) 147 (14%) 144

Stroke type (Oxfordshire
Stroke Classification)

4%)

Total anterior circulation 224 (21%) 232 (22%)
infarct

Partial anterior 340 (32%) 328 (31%)
circulation infarct

Posterior circulation 93 (9%) 106 (10%)

infarct
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Very early mobilisation (n=1054) Usual care (n=1050) p value Median shift (95% Cl)
Time to first mobilisation (h) 185 (12-8-22-3; n=1042*) 22-4 (16-5-29-3; n=1036%) <0-0001 4-8 (4-1-5-7)
Frequency per persont ?5 (4-0-9-5) 3_(2-0—4-5) <0-0001 3(3-35)
Daily amount per person (min)i 31 (16:5-50-5) 10 (0-18) <0-0001 21.0 (20-22-5)
Total amount per person (min)§ 201.5 (108-340) 70 (32-130) <0-0001 117 (107-128)

WEET 7EF CH24h(CEER. POYBEDZE
($#9 5 h.

— FeiThRZE(E. >30h (Stroke 2010:;41:2632-36)
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プレゼンター
プレゼンテーションのノート
中央値の差は、必ずしも引き算ではなし　Mann-ホイットニーU検定で算出されいてると考えられる。
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<12h 241 (23%) 148 (14%)
<24h 965 (92%) 623 (59%)
<48h 1038 (98%) 977 (93%)
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Very early Usual care Adjusted analysis Unadjusted analysis
mobilisation (n=1045%)
(n=1038%)
OR, generalised OR,  pvalue OR generalised OR, p value
or HR (95% CI) or HRt (95% Cl)
. IEA N —on=
Primary Fhn EEAEEIRE CHE
Favourable outcome# 480 (46%) 525 (50%) 0-73 (0:59-0-90) 0-004 0-85 (0-72-1-0) 0-068
mRS category 0-94 (0-85-1-03) 0-193 0-94 (0-85-1-03) 0-202
0 90 (9%) 96 (9%)
1 200 (19%) 204 (19%)
2 190 (18%) 225 (22%)
3 238 (23%) 218 (21%)
4 140 (14%) 127 (12%)
5 92 (9%) 103 (10%)
6 88 (8%) 72 (7%)
Walking 50 m unassisted§ 6 (5-7; n=1051) 7 (6-8;n=1049) 1.04(0-94-1-15) 0-459 1.05 (0-95-1-16) 0-331


プレゼンター
プレゼンテーションのノート
assumption-free ordinary analysis 
超早期離床群の、良好な転帰は約50%と非常に多い


MRS(ZMEXBE CHEER U

No symptoms

9 19 18
Very early

Usual care

mobiisaton | N | ]

Bl mRS=0 MM mRS=1 [ mRS=2 [E mRS=3 [ mRS=4 [ mRS=5 [ mRS=6

Death

Proportion (%)

Figure 2: Patients achieving each mRS score at 3 months
mRS=modified Rankin Scale.



プレゼンター
プレゼンテーションのノート
mRS　 2で切ると有意差出ているが、２群間で比較すると全体的には差がなかった


100

— Usual care
—— Very early mobilisation

- CORFRE(E.

25+

Proportion walking 50 m unassisted (%)
Ui
[e]

p=0-459

0 T | | | 1
0 20 40 60 80 100
7d Time since stroke (days) 90d
Number at risk* y
Usual care 1049 359 276 231 200 0
Very early mobilisation 1051 342 263 215 198 0

Figure 3: Time to walking unassisted 50 m by 3 months

*Number of patients who had not achieved walking.

adjusted OR 0.83, 95% CI 0.64-1.07, p=0.143
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プレゼンター
プレゼンテーションのノート
これまでのtrialと比較して、死亡率半分以下→相対的に軽症の脳梗塞が入っている
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128 (6%)

> EBRHEIRE ®ET R

Very early Usual care ORorIRR* (95%Cl) pvalue
mobilisation (n=1050)
(n=1054)
[ )
Non-fatal serious adverse events 0-88 (0-72-1-07)
0 853 (81%) 842 (80%)
1 157 (15%) 146 (14%)
2 32 (3%) 41 (4%)
3 10 (1%) 16 (2%)
4 2 (<1%) 4 (<1%)
5 0 1 (<1%) -
Immobility serious adverse 0-92 (0-62-1-35)
eventst
0 1000 (95%) 997 (95%)
1 50 (5%) 46 (4%)
2 4 (<1%) 5 (1%)
3 0 <6% 2 (<1%)
4 0 0
5 0 0 .
Neurological serious adverse 1-26 (0-95-1-66)
eventst
0 947 (90%) 967 (92%)
1 104 (10%) 78 (7%)
2 3 (<1%) 4 (<1%)
3 0 1(<1%)
i o <12%

12 56
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OR (95% Cl)

Age (years)

<65 614 — 074 (0-49-111)
65-80 924 —— 0-70 (0-52-0-96)
>80 545 — 076 (0-50-1-14)
Stroke severity

Mild 1157 - 0.75 (0-57-0-98)
Moderate 635 = 0-76 (0-53-1-08)
Severe 201 4—=— 035 (0-11-1-18)
Stroke type S
Infarct 1828 ] 077 (0-62-0.97)
Haemorrhage 255 — 0-48 (0-25-0-92)
rtPA treated

No 1580 B 074 (0-58-0-94)
Yes 503 — 071 (0-46-1-09)
Time to first mobilisation

<12h 374 — 1.02 (0-62-1-68)
12-24 h 1194 - 0-56 (0-42-0.75)
>24 h 515 — 0-78 (0-42-1-43)
Recruitment region

Asia 244 — 0-74 (0-40-135)
Australia and New Zealand 1238 pe. 0-73 (0-55-0-96)
UK 601 e | 074 (0-51-1-08)

I T 1
0125 025 05 1
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プレゼンター
プレゼンテーションのノート
サブグループ解析では、決して脳出血が有害とは結論付けられないが、臨床的には要注意
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プレゼンター
プレゼンテーションのノート
実用的にするために、通常ケア群では、運動量を制限しなかった
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