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Web Table 1 Comparison of baseline characteristics of patients scheduled for 18-month follow –up versus those not scheduled 
for such follow-up 

 
Planned 18-month follow-

up 
No planned 18-month 

follow-up 
 No. (%) No. (%) 
Age in years     
18-50 106 (5%) 21 (3%) 
51-60 164 (7%) 38 (6%) 
61-70 311 (13%) 54 (8%) 
71-80 595 (25%) 129 (19%) 
81-90 1035 (44%) 372 (54%) 
over 90 137 (6%) 73 (11%) 
Female 1188 (51%) 382 (56%) 
NIHSS     
0 to 5 471 (20%) 141 (21%) 
6 to 10 653 (28%) 199 (29%) 
11 to 15 479 (20%) 122 (18%) 
16 to 20 426 (18%) 117 (17%) 
> 20 319 (14%) 108 (16%) 
Delay in randomisation     
0-3 hours 627 (27%) 222 (32%) 
3-4.5 hours 952 (41%) 225 (33%) 
4.5-6 hours 767 (33%) 240 (35%) 
>6 hours 2 (0%) 0 (.%) 
Atrial Fibrillation 678 (29%) 236 (34%) 
Systolic BP     
<= 143 mmHg 760 (32%) 219 (32%) 
144 - 164 mmHg 784 (33%) 232 (34%) 
>= 165 mmHg 804 (34%) 236 (34%) 
Diastolic BP     
<= 74 mmHg 685 (29%) 222 (32%) 
75 - 89 mmHg 857 (37%) 272 (40%) 
>= 90 mmHg 787 (34%) 193 (28%) 
Blood glucose1     
<= 5 mmol/l 409 (20%) 130 (19%) 
6 - 7 mmol/l 986 (48%) 316 (46%) 
>= 8 mmol/l 671 (32%) 240 (35%) 
Treatment with antiplatelet drugs in previous 48hrs 1209 (51%) 353 (51%) 
Expert reader's assessment of acute ischaemic change     

Scan completely normal 201 (9%) 69 (10%) 

Scan not normal but no sign of acute  change 1130 (48%) 400 (58%) 

Signs of acute  change 1001 (43%) 216 (32%) 

Predicted probability of poor outcome at 6 months2     
< 40% 1273 (54%) 378 (55%) 
40% - 50% 243 (10%) 83 (12%) 
50% - 75%% 579 (25%) 163 (24%) 
>= 75% 253 (11%) 63 (9%) 
Stroke syndrome     
TACI 1000 (43%) 306 (45%) 
PACI 890 (38%) 256 (37%) 
LACI 270 (11%) 62 (9%) 
POCI 183 (8%) 63 (9%) 
OTHER 5 (0%) 0 (.%) 

 
NIHSS = National Institutes of Health Stroke Scale, TACI= Total Anterior Circulation Infarct, PACI = Partial Anterior Circulation 
Infarct, LACI = Lacunar Infarct, POCI = Posterior Circulation Infarct 
 

1. For the first 282 patients recruited in the study, pre-randomisation glucose was not recorded; as a result, glucose 
measurements were available for 2066/2348 (88%).  

2. Probability of a poor outcome calculated from a model based on age and  baseline NIHSS27 



                         Web Table 2 OHS at six months for patients with planned 18-month follow-up and  known disability status 

 
 rt-PA Control Adjusted analysis1 Unadjusted analysis2 (Control - rt-

PA) difference 
per 10003    
(95% CI)  No. (%) No. (%) 

OR rt-PA:Control (95% 
CI) P 

OR rt-PA:Control (95% 
CI) P 

No. planned 18 month follow-up 1169  1179       

Missing 6 month status4 29  41       

No. for 6 month analysis5 1140  1138       

0 115 (10%) 89 (8%)      

1 170 (15%) 155 (14%)      

2 157 (14%) 173 (15%)      

3 184 (16%) 154 (14%)      

4 82 (7%) 105 (9%)      

5 152 (13%) 193 (17%)      

Died before 6 months6 309 (27%) 310 (27%) 0.94 (0.76 , 1.16) 0.554 0.99 (0.83 , 1.19) 0.942 1 (-35, 38) 

Alive and independent (0+1+2) 437 (38%) 409 (36%) 1.18 (0.97 , 1.45) 0.101 1.11 (0.93 , 1.31) 0.237 -24 (-64, 16) 

Alive and favourable outcome (0+1) 284 (25%) 244 (21%) 1.29 (1.04 , 1.61) 0.022 1.22 (1.00 , 1.48) 0.050 -35 (-69, -0) 

 

 
 
1 Logistic regression of outcome on treatment group, adjusted for age, NIHSS and delay (all linear) and visible infarct on baseline scan. For OHS an ordinal analysis  was 
also performed (with levels 0, 1, 2, 3 discrete and 4+5+6 grouped): adjusted common OR = 1·35 (95%CI 1·15 -1·59,  p=0·0004)   
2  Logistic regression of outcome on treatment group 
3 Standard binomial test with normal approximation 
4 Patients who did not return a 6 month form· Vital status at 6 months was known for all members of 18 month follow-up cohort·   
5 The percentages by OHS category are based on these totals·  
6 If all patients known to be alive (see note 4) are included in denominators percents dying by 6 months are : rt-PA 26·4%, Control 26·3% 

 



Web Table 3 :  EQ-5D and additional  questions at six months (in planned 18-month follow-up population) 

 rt-PA Control  (Control - rt-PA) 
difference per 1000 

(95% CI) 2                                                                                                                    No (%)          No· (%) Odds Ratio (95% CI)1 p 

Mobility (N= 815 rt-PA, 814 Control)      

No problems walking 320 (39%) 313 (38%) 1·14 (0·94 - 1·38) 0·189 -8 (-55, 39) 

Some problems walking 393 (48%) 386 (47%)   -8 (-57, 41) 

Confined to bed 102 (13%) 115 (14%)   16 (-17, 49) 

Self-care (N= 819 rt-PA, 813 Control)      

No problems with self care 429 (52%) 394 (48%) 1·37 (1·13 - 1·67) 0·002 -39 (-88, 9) 

Some problems washing or dressing 233 (28%) 211 (26%)   -25 (-68, 18) 

Unable to wash or dress self 157 (19%) 208 (26%)   64 (24, 104) 

Usual activities (N= 816 rt-PA, 804 Control)      

No problems with usual activities 271 (33%) 231 (29%) 1·39 (1·15 - 1·68) 0·001 -45 (-90, 0) 

Some problems with usual activities 299 (37%) 288 (36%)   -8 (-55, 39) 

Unable to perform usual activities 246 (30%) 285 (35%)   53 (7, 99) 

Pain or discomfort (N= 806 rt-PA, 802 Control)      

No pain or discomfort 389 (48%) 381 (48%) 1·03 (0·85 - 1·25) 0·74 -8 (-56, 41) 

Moderate pain or discomfort 366 (45%) 374 (47%)   12 (-36, 61) 

Extreme pain or discomfort 51 (6%) 47 (6%)   -5 (-28, 19) 

Anxiety or depression (N= 808 rt-PA, 801 Control)      

Not anxious or depressed 395 (49%) 377 (47%) 1·10 (0·91 - 1·33) 0·330 -18 (-67, 31) 

Moderately anxious or depressed 344 (43%) 350 (44%)   11 (-37, 60) 

Extremely anxious or depressed 69 (9%) 74 (9%)   7 (-21, 35) 

Additional questions on overall function     

Stroke left patient with problems (N= 827 rt-PA, 821 Control) 596 (72%) 648 (79%) 1·543(1·20 – 1·92) <0·0001 69 (27, 110) 

Needs help with everyday activities (N= 827 rt-PA, 820 control) 387 (47%) 423 (52%) 1·323 (1·06 - 1·64) 0·011 48 (0, 96) 

  

1 Logistic regression of outcome on treatment group, adjusted for age, NIHSS and delay (all linear) and visible infarct on baseline scan; odds ratio > 1 indicates treatment associated with 
greater odds of a lesser degree of problems 
2 Standard binomial test with normal approximation 
3.  Odds ratio > 1 indicates increases odds of not being left with problems or needing help 



 

 

Web Table 4 Treatment group difference in EQ utility and VAS  index at six and 18 months:  effects of different valuations 

 

 Adjusted differences Unadjusted differences 

 UK TTO UK VAS European VAS UK TTO UK VAS European VAS 

 Mean (SE) P Mean (SE) P Mean (SE) P Mean (SE) P Mean (SE) P Mean (SE) P 

EQ-5D Utility at Six months 0·040 (0·019) 0·033 0·031 (0·014) 0·025 2·9 (1·3) 0·024 0·031 (0·021) 0·150 0·024 (0·016) 0·129 2·2 (1·4) 0·123 

EQ-5D Utility at Six months 
(survivors to 18 months) 

0·044 (0·019) 0·022 0·033 (0·015) 0·024 3·0 (1·3) 0·024 0·032 (0·022) 0·131 0·024 (0·017) 0·147 2·2 (1·5) 0·142 

EQ-5D Utility at Eighteen months 0·060 (0·019) 0·002 0·047 (0·015) 0·002 4·3 (1·3) 0·001 0·049 (0·022) 0·028 0·038 (0·017) 0·025 3·5 (1·5) 0·024 

Change : Eighteen minus Six months 0·007 (0·015) 0·650 0·008 (0·011) 0·478 0·7 (1·0) 0·462 0·005 (0·015) 0·735 0·007 (0·011) 0·551 0·6 (1·0) 0·535 

 

TTO= Time trade-off, VAS= Visual analogue scale· The valuations are described and reported in EQ-5D value sets: Inventory, comparative review and user guide12 



 

Web Table 5 Living circumstances at six and 18 months 

 

  rt-PA  Control 

N % N % 

 6 months 

 Own home  639 76·9 626 75·6

Relative's home  49 5·9 56 6·8

Residential home 45 5·4 41 5·0

Nursing home  93 11·2 96 11·6

Still in hospital  5 0·6 9 1·1

All 831 100·0 828 100·0

 18 months 

 Own home  574 81·0 553 78·2

Relative's home  29 4·1 40 5·7

Residential home 45 6·3 42 5·9

Nursing home  60 8·5 69 9·8

Still in hospital  1 0·1 3 0·4

All 709 100·0 707 100·0

 

 



 
Web Table 6. Adjusted subgroup effects on OHS at 18 months: Ordinal analysis 

 Ordinal analysis 

 Alive and independent / Total Adjusted 1 Unadjusted 

 rt-PA Control OR (99% CI) 2 P 3 OR (99% CI) 2 P3 

Age 4  ·  · 

<= 80 years 243/547 (44%) 249/569 (44%) 1·10 (0·82, 1·47) 0·032 1·07 (0·81, 1·42) 0·123 

> 80 years 148/570 (26%) 103/553 (19%) 1·57 (1·11, 2·23) · 1·38 (1·00, 1·90) · 

Delay 4  ·  · 

<= 3 92/308 (30%) 63/300 (21%) 1·54 (0·96, 2·47) 0·492 1·47 (0·95, 2·26) 0·266 

>3 - =<4·5 144/450 (32%) 145/449 (32%) 1·16 (0·81, 1·66) · 1·06 (0·77, 1·48) · 

>4·5 - =<6 155/359 (43%) 144/371 (39%) 1·32 (0·91, 1·92) · 1·15 (0·81, 1·63) · 

NIHSS 4  ·  · 

0 to 5 157/224 (70%) 152/224 (68%) 1·23 (0·80, 1·90) 0·021 1·20 (0·78, 1·85) 0·025 

6 to 15 194/539 (36%) 185/535 (35%) 1·14 (0·84, 1·54) · 1·07 (0·80, 1·44) · 

16 to 24 35/293 (12%) 15/315 (5%) 2·33 (1·28, 4·25) · 1·99 (1·13, 3·49) · 

>= 25 5 5/61 (8%) 0/48 (0%) 7·81 (0·82, 74·1) · 5·21 (0·67, 40·8) · 

Respondent  ·  · 

Patient 263/318 (83%) 240/308 (78%) 1·36 (0·94, 1·97) 0·551 1·26 (0·87, 1·82) 0·631 

Proxy 128/390 (33%) 111/401 (28%) 1·59 (1·12, 2·27) · 1·32 (0·94, 1·85) · 

Trial phase  ·  · 

Blinded 34/131 (26%) 31/136 (23%) 1·29 (0·64, 2·58) 0·955 1·17 (0·61, 2·22) 0·994 

Open 357/986 (36%) 321/986 (33%) 1·30 (1·02, 1·65) · 1·17 (0·94, 1·46) · 

1 Analysis by age adjusted for linear effects of delay and NIHSS; analysis by delay adjusted for linear effects of age and NIHSS; analysis by NIHSS 
adjusted for linear effects of age and delay; analysis by proxy group and trial phase adjusted for linear effects of age, NIHSS and delay. Additionally all 
analyses adjusted for visible ischaemia on baseline scan. 

2  Odds ratio for effect of rtPA on an improvement shift of one level in OHS where this scale has been grouped into 5 levels (see text).  
3  Wald test of interaction between treatment and subgroup factor. 
4 Trend tests of treatment interaction give P=0·24, 0·004 and 0·41 for age, NIHSS and delay respectively, in each case adjusting for the other variables· 

Unadjusted trend tests give P=0·67, 0·006 and 0·34 respectively.  
5 Logistic model for this subgroup has quasi-complete separation, hence OR estimates are unreliable. 

 



Web Table 7. Adjusted subgroup effects on EQ utility index at 18 months 

 Mean Utility (SE) 1 Adjusted Analysis 2 Unadjusted Analysis 3 

 rt-PA Control
Adjusted 

difference (SE) P 
Interactio

n test 4 
Unadjusted 

difference (SE) P 

Age 5   ·   

<= 80 years 0·599 (0·020) 0·558 (0·020) 0·045 (0·025) 0.071 0·277 0·041 (0·028) 0·141 

> 80 years 0·480 (0·024) 0·409 (0·026) 0·087 (0·033) 0.009 · 0·071 (0·035) 0·043 

Delay 5   ·   

<= 3 0·475 (0·033) 0·423 (0·036) 0·081 (0·046) 0.080 0·717 0·051 (0·049) 0·297 

>3 - =<4·5 0·536 (0·025) 0·502 (0·026) 0·033 (0·032) 0.293 · 0·034 (0·036) 0·344 

>4·5 - =<6 0·617 (0·023) 0·546 (0·023) 0·081 (0·030) 0.008 · 0·071 (0·033) 0·030 

NIHSS 5   ·   

0 to 5 0·726 (0·024) 0·715 (0·020) 0·017 (0·031) 0.580 0·111 0·012 (0·031) 0·707 

6 to 15 0·537 (0·021) 0·499 (0·022) 0·055 (0·030) 0.070 · 0·039 (0·030) 0·198 

16 to 24 0·342 (0·037) 0·200 (0·035) 0·146 (0·050) 0.004 · 0·142 (0·050) 0·005 

>= 25 0·212 (0·089) 0·018 (0·137) 0·251 (0·164) 0.140 · 0·194 (0·168) 0·258 

Respondent   ·   

Patient 0·759 (0·015) 0·737 (0·016) 0·026 (0·021) 0.217 0·403 0·023 (0·022) 0·307 

Proxy 0·378 (0·021) 0·324 (0·021) 0·072 (0·028) 0.011 · 0·054 (0·030) 0·072 

Trial phase   ·   

Blinded 0·469 (0·051) 0·386 (0·052) 0·087 (0·068) 0.200 0·487 0·084 (0·073) 0·253 

Open 0·560 (0·016) 0·516 (0·016) 0·059 (0·021) 0.005 · 0·043 (0·023) 0·060 

 

1. Utility determined from EQ5D responses using UK valuations on time trade-off basis.  
2.  Linear regression of utility on treatment plus adjustment factors. Analysis by age adjusted for linear effects of delay and NIHSS; analysis by delay adjusted for linear effects of age 

and NIHSS; analysis by NIHSS adjusted for linear effects of age and delay; analysis by proxy group and trial phase adjusted for linear effects of age, NIHSS and delay. 
Additionally, all analyses adjusted for visible ischaemia on baseline scan.  

3.  t-tests of difference in mean utility between treatment groups within each subgroup.  
4.  F test of interaction between treatment and subgroup factor in linear model with adjustment variables. 
5. Trend tests of treatment interaction give P=0·21, 0·008 and 0·56 for age, NIHSS and delay respectively. 



 
 
 
 
 

Web Table 8 Recall at 18 months of thrombolytic drug administration on day of hospital admission among the cohort scheduled for 18-month follow-up 
 
 
 

  rt-PA control All 

Recall of thrombolytic therapy No. % OHS 0-2 No. % OHS 0-2 No. % OHS 0-2 

Remembered treatment correctly   273 66.7 156 55.1 429 62.5 

Remembered incorrectly or did not know  360 48.6 471 49.9 831 49.3 

Question not asked or in double-blind phase1  76 44.7 81 38.3 157 41.4 

 
 

 

1. The question about recall of treatment was first asked towards the end of the double blind phase of the trial.  Some patients who were 
recruited in the open phase were not sent the correct questionnaire, and  so were inadvertently not asked the question
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