Supplemental Online Content

Hsu CY, Saver JL, Ovbiagele B, Wu YL, Cheng CY, Lee M. Association
between magnitude of differential blood pressure reduction and secondary

stroke prevention: a meta-analysis and meta-regression. JAMA Neurol.
Published online March 20, 2023. doi:10.1001/jamaneurol.2023.0218

eFigure 1.
eFigure 2.
eFigure 3.
eFigure 4.
eFigure 5.
eFigure 6.
eFigure 7.
eFigure 8.
eFigure 9.
eFigure 10

eFigure 11.
eFigure 12.
eFigure 13.
eFigure 14.
eFigure 15.
eFigure 16.
eFigure 17.
eFigure 18.
eFigure 19.
eFigure 20.
eFigure 21.
eFigure 22.
eFigure 23.

Study selection

Risk of bias

Major cardiovascular events
Recurrent ischemic stroke
Hemorrhagic stroke

Fatal or disabling stroke
Myocardial infarction

Death from cardiovascular causes
Death from any cause

Heart failure

Sensitivity testing

Time interval from index stroke to randomization

Study duration

Ethnicity

Antihypertensive drugs used in more intensive treated group
Mean baseline SBP

Achieved SBP in more intensive treated group
Achieved SBP in less intensive treated group
Entry event

Sample size

Study design

Definition of differential blood pressure reduction
Publication bias

eTable. Grading of Recommendations, Assessment, Development and
Evaluations (GRADE)
eReferences

This supplemental material has been provided by the authors to give readers

additional information about their work.

© 2023 Hsu CY et al. JAMA Neurology.



eTable. Grading of Recommendations, Assessment, Development and Evaluations (GRADE)
Legends: Summary of the quality assessments and summary finding for the primary and secondary outcomes

Quality assessment

Summary of findings

Event, No./Total, No. |Effect
Outcomes, Less .
Publication [More Relative Quality
No. of Design |Limitations (Inconsistency |Indirectness |[Imprecision intensive Absolute
bias intensive (95% CI)
studies
Recurrent RCT No serious [some No serious No serious  |[Undetected 0.83 17 fewer
stroke, n=10 limitations  |inconsistency |indirectness |imprecision 1704/20344 |12061/20366 |(0.78-  |per 1000 [High
0.88) (12-22)
Maijor RCT No serious |some No serious No serious |Undetected 0.88 16 fewer
cardiovascular limitations  |inconsistency |indirectness [imprecision 2348/19582 |12679/19608 |(0.83- per 1000 |High
events, n=9 0.92) (11-23)
Ischemic No serious [some No serious  |some Undetected 0.87 11 fewer
stroke, n=6 RCT limitations  |inconsistency |indirectness |imprecision 1217/16134 (1403/16189 ((') 81 per 1000 |Moderate
' (5-17)
0.94)
Hemorrhagic No serious |some No serious some Undetected [114/16134 |212/16189 (0.54 6 fewer per
stroke, n=6 RCT limitations  |inconsistency |indirectness [imprecision (0.43- 1000 (4-7) |Moderate
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0.68)

Fatal or No serious [some No serious some Undetected 0.76

disabling RCT limitations  |inconsistency |indirectness [imprecision 253/8537 |334/8539 |(0.64- ?;S:Zij)

stroke, 0.89) Moderate

n=6

Myocardial No serious |Serious No serious Serious Undetected 0.89 Not

infarction, n=9 |RCT limitations  |inconsistency |indirectness [imprecision 365/20344 1409/20366 |(0.78- significant Moderate
1.03)

Death from No serious |No serious No serious  |some Undetected 0.86

cardiovascular | RCT limitations  |inconsistency |indirectness |imprecision 629/19711 |728/19736 |(0.78- ?(:g\(/)vc(a:p;r Moderate

causes, n=9 0.96)

Death from any No serious |Some No serious some Undetected 0.97 Not

cause, n=10 RCT limitations  |inconsistency |indirectness [imprecision 1511/20344 |1554/20366 |(0.91- significant Moderate
1.04)

Heart failure, No serious |Serious No serious  |Serious Undetected 1.05 Not

n=2 RCT limitations  |inconsistency |indirectness |imprecision 126/10779 |120/10816 |(0.82- significant Low
1.35)

RCT: randomized clinical trial
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eFigure 1. Study selection

Legends: Flow of study selection.

Title and abstracts review, n= 4171

(Pubmed, n=876; EMBASE, n=1048;

CENTRAL, n=2131; Clinicaltrials.gov,
n=116)

4150 were excluded because articles were
case-controlled, cross sectional, observation
cohort, review, or duplication

21 articles retrieved for detailed
assessment

11 were excluded due to

5 no data on patients with stroke
history

2 no blood pressure reduction data

2 antihypertensive therapy in acute
ischemic stroke

1 no outcome of recurrent stroke

1 achieved SBP higher in more intensive

group than in less intensive group after

treatment

10 studies were included®10
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Legends: Risk of bias for included trials.

eFigure 2. Risk of bias
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eFigure 3: Major cardiovascular events

Legends: Relative risk with 95% confidence interval of major cardiovascular events in more intensive vs less

intensive blood pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
PAST-BF * 1 266 ] 263 0.2% 0.20[0.02,1.68] * .i
PROFESS? 1289 10146 1377 10186 51.3% 0.94 [0.58, 1.01]
TEST 2 97 372 92 348 35% 0.99 [0.77,1.26] -1
PROGRESS, single4 227 1281 237 1280 8.49% 0.96 [0.81,1.13] T
DUTCH TIA® 97 732 495 741 3.5% 1.03[0.79,1.359] -
RESFECT & 46 633 59 B30 22% 0.781[0.54,1.12] - |
PATS7? 198 2840 255 2825 9.5% 0.78[0.65,0.93] -
FODCASTS 1 41 4 42 01% 0.26[0.03,2.20] *
SP53° 160 1501 188 1819 7.0% 0.86 [0.71, 1.04] -1
PROGRESS, combination® 23 1770 367 1774 137% 0.631[0.54,0.73] -
Total (95% CI) 19582 19608 100.0%  0.88[0.83, 0.92] *
Total events 2348 26749 . .

Heterogeneity: Chi®= 30.82, df=9 (P = 0.0003); F=71% ID.2 015 i 3

Testfor overall effect: 2= 3.00 (F < 0.00001) Favors more intensive  Favors less intensive
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eFigure 4. Recurrent ischemic stroke

Legends: Relative risk with 95% confidence interval of recurrent ischemic stroke in more intensive vs less intensive

blood pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive
Study or Subgroup Events Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio

PROFESS? 7T4 10148 811 10186
RESFECT® 38 633 4 630
FROGRESS" 246 3091 3149 3054
PODCAST ® 0 41 2 42
SP53° 112 1801 131 1419
Liuetal*® 47 762 k] 7a8
Total (95% CI) 16134 16189
Total events 1217 1403

Heterogeneity: Chif= 2013, df=5 (P=0001), F=75%
Test for averall effect Z=3.70(F=0.0002)
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28%  0.92[060,1.41]
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3

0.2%  0.20[0.01,4.14]
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eFigure 5. Hemorrhagic stroke

Legends: Relative risk with 95% confidence interval of hemorrhagic stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack.

More intensive Less intensive Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
FPROFESS? 59 10146 69 10186 32.5%  0.86 [0.61,1.21] —
RESPECT® 1 B33 11 630 &52%  O09@pOt,o0F0 Y——————
FROGRESSH 7 3051 74 3054 3409%  0.501[0.34,0.74] —
FODCAST® 1 41 1 42 05% 1.02[0.07, 1584 * >
SPS 3° § 1501 16 1519 7.5% 088015087 *
Liu etal 10 762 41 TS 10.4%  024[012,048 Y —
Total (95% CI) 16134 16189 100.0%  0.54 [0.43, 0.68] -
Total events 114 212
Heterogeneity, Chi*= 15.98, df= 5 (P = 0.007); F= 69% Inz u=5 i 2 5‘

Testfor overall effect: 2= 5.36 (P = 0.00001;
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eFigure 6. Fatal or disabling stroke

Legends: Relative risk with 95% confidence interval of fatal or disabling stroke in more intensive vs less intensive

blood pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive Risk Ratio Risk Ratio
Stuily or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C1 M-H, Fixed, 95% CI
TEST? 18 ar2 17 348 5.3% 0.99 [0.52,1.84] -1
DUTCH TI& 11 73z A 741 24% 1.39 [0.86, 3.44]
PATS? B0 2840 74 2825 237% 0.76 [0.584,1.09] - =
PROGRESS® 123 3051 181 3054 540% 0.65 [0.54, 0.85] ——
PODCASTS 1 41 a 42 01% 3.07[0.13,73.29) * *
5P5 3° 40 1501 449 1519 14.5% 0.83[0.585,1.29] - 1
Total (95% CI) 8537 8529 100.0%  0.76 [0.64, 0.89] -
Total events 253 334
Heterogeneity, ChiF= 4,21, df= 5 (P = 0.52); F= 0% qu U’S } 2 5’

Testfor overall effect =343 (P = 0.0008)
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eFigure 7. Myocardial infarction
Legends: Relative risk with 95% confidence interval of myocardial infarction in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup  Pvents  Total Events  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
FAST-BP 1 266 1 J63  02% 099006157 ¢ j
PROFESS? 168 10146 169 10186 41.2% 1.00[081,1.29]
TEST 2 13 3rd 14 348 35% 0.87[0.41,1.82]
DUTCH TIAS 445 732 40 4 9.7% 114 [0.75,1.73] -
RESPECT ® 1] 633 L] 630 1.0% 1.24 [0.34, 4.61]
paTS’ 26 2840 23 2825 A56% 112 [0.64,1.97] - 1
PROGRESS” G0 3051 496 3054 234% 063 [0.45, 0.86] - =
PODCAST 8 1] a1 1 42 04% 034 [001,814] + *
SpPs 3° 36 1501 40 1519 9T% 081058147 I
Liuetal® 11 TE2 21 AR A% 0.52[0.251.07]
Total (95% CI) 20344 20366 100.0%  0.89[0.78, 1.03] -
Total events 364 409 ) ,

Heterogeneity: Chi®=10.58, dfi=9{P=0.31); F=152% !

- 10. 4 0.2 0.5 1 7
Testfor averall effect Z=1.58 (F=0.11) Favors more intensive  Favors less intensive

© 2023 Hsu CY et al. JAMA Neurology.



eFigure 8. Death from cardiovascular causes

Legends: Relative risk with 95% confidence interval of death from cardiovascular causes in more intensive vs less

intensive blood pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events  Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% Cl
PasT-BP* 0 J6B 1 263  02%  033[0.01, 805 * *
PROFESS® 223 10146 263 10186 36.0%  0.85[0.71,1.02] —
TEST? 34 a7z 39 348 55%  0.82[0.53,1.26]
DUTCH TIA® 4 73z 33 741 45%  1.26[0.80,1.97]
PaTS’ 86 2840 102 2825 140%  0.84[0.63 1.11]
PROGRESS * 181 3081 198 3054 27A%  0.82[0.75,1.11] =
PODCASTS 1 41 1 42 01% 1.02[0.07,15.84] * *
gP53° 3/ 1501 41 1818 56%  0.89[0.57,1.38]
Liu et ake 7 762 50 758 B.O%  0.54[0.34,0.85]
Total (95% Cl) 19711 19736 100.0%  0.86[0.78, 0.96] &>
Total events 628 T28
Heterogeneity, Chiv= 7.71, df = & (P = 0.46); 7= 0% :uz 0:5 ; 2 5‘

Test for overall effect: Z= 277 (F = 0.006)
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eFigure 9. Death from any cause

Legends: Relative risk with 95% confidence interval of death from any cause in more intensive vs less intensive

blood pressure lowering in patients with stroke or transient ischemic attack.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup  Events  Total FEwents  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
PAST-BF 2 26R 1 263 04% 198018, 2168 * _L_
PROFESE? a5 10146 740 10186  47.58% 1.021[0.93,1.13]
TEST? a1 arz B0 348 40% oan[nas 113 -
DUTCH TIA° 4 T3z a8 74 3T7% 112 1[0.79, 1.47] -1
RESPECT® 30 B33 ar 30 4% 0.81 [0.50,1.248] - 1
FATS? 145 2840 161 2825 104% 0.80100.72,1.11] -
PROGRESS® 306 3051 My 3084 208% 0.96 [0.83,1.11] "
PODCAST® 4 41 3 42 02% 1.37[0.33, 573 *
5PE 30 106 1601 101 1519 EA% 1.06[0.82, 1.38] -1
Liu et al* 48 TB2 T4 a8 4 8% 065 [0.46, 0.91] -
Total (95% CI) 20344 20366 100.0% 097 [091, 1.04]
Total events 1511 1554
Heterogeneity Ghif= 10,581, di= 8 (P = 0.31); F=14% ‘D > D=5 7 2

Testfor overall effect Z=0.80 (F=0.42) Favors more intensive  Favors less intensive
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eFigure 10. Heart failure

Legends: Relative risk with 95% confidence interval of heart failure in more intensive vs less intensive blood pressure

lowering in patients with stroke or transient ischemic attack.

More intensive Less intensive
Study or Subgroup Events Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed. 95% CI

PRoFESS? 121 10148 117 10186
RESFECT® ] 633 3 630
Total (95% CI) 10779 10816
Total events 126 120

Heterogeneity: Chi*=0.40,df=1{P=053); F=0%
Testfor owerall effect: Z=0.41 (P =0.68)

© 2023 Hsu CY et al. JAMA Neurology.
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eFigure 11. Sensitivity testing

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack among trials with recurrent stroke being the

primary outcome in the original trial design.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
PROFESS 880 10146 934 10186 485% 0.95[0.87 1.03] =
FROGRESS, single” 167 1281 165 1280 96%  0095[0.781.17) T
RESPECT © 34 633 52 630 2.7% 0.75[0.50,1.11] I
PATS 154 2840 219 2825 114% 0.72[0.59, 0.88] -
SPS3° 135 1501 142 15149 T.9% 0.83 [0.66, 1.04] -1
PROGRESS, combination” 160 1770 266 1774 133%  0.69[0.48,071] —
Liuetal® 67 TE2 147 it T.7% 0.45[0.35, 0.59] -
Total (95% CI) 18933 18972 100.0% 0.82 [0.77, 0.88] ’
Total events 1677 1924
Heterogeneity, Chi®= 43.86, df= & (P = 0.00001); *= 86% In.z n?s ; 2

Test for overall effect: 2= 6.08 (F = 0.00001)

© 2023 Hsu CY et al. JAMA Neurology.
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eFigure 12. Time interval from index stroke to randomization
Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack with randomization within 6 months from stroke

vs within 3-5 years from stroke.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events  Total Evenmts  Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
12.1.1 within 6 months T
PROFESE? 880 10146 934 10186 76.5% 0.95 [0.87,1.03]
TEST?® 74 372 G4 348 58% 1.00([0.75,1.35] - 1
DUTCH TIAS 52 732 G2 741 51% 0.85[0.60,1.21] .
PODCAST 8 1 41 3 42 0.2% 0.34[0.04, 315 *
P53’ 125 150 152 1818 12.4% 0.83[0.66,1.04] -7
Subtotal (95% CI) 12792 12836 100.0%  0.93 [0.86, 1.00] &
Total events 1132 1220

Heterogeneity: Chi®= 2.37, df= 4 (P= 067}, F=0%
Testfor averall effect: Z=1.88 {F = 0.06)

12.1.2 within 3-5 years

PROGRESS, single” 187 1281 164 1280 267% 0.95[0.78,1.17] "
RESPECT ®© 39 633 52 630 B.4% 0.75[0.60,1.11] -
PROGRESS, combination 150 1770 254 1774 41.1% 0.59[0.49,0.71] ——
Liuetal® 67 762 147 TAE  23.8% 0.45[0.35, 0.59] -

Subtotal (95% CI) 4446 4442 100.0%  0.67 [0.59, 0.75] <>

Total events 413 619

Heterogeneity: Chi*= 21.28, df= 3 (P = 0.0001); F = 86%
Test for averall effect: Z=6.77 {F = 0.00001)

,
t

0z ns 1 2

. ’ Favars more intensive Favors less intensive

Trst for subnrmon differenees Chit= 21 47 df=1 (P =N OMNN1TY F= 95 3%
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eFigure 13. Study duration

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack with study duration < 3 years vs = 3 years.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
13.1.1 < Jyears
FAST-BPL 1} 266 3 263 0.3% 0.141001,2.72]
PROFESS? 880 10146 934 10186 TB.5% 0.95[0.87,1.03] =
TEST? T4 372 69 348 5.8% 1.00100.75,1.29] -1
DUTCHTIA® 52 73z G2 T4 5.1% 0.85 [0.60,1.21] I
PODCAST ® 1 41 3 42 0.2% 0.34 [0.04, 3.15] +
Liu et al*® 67 TEZ 147 TEE 121% 0.45[0.35, 0.59] -
Subtotal (95% CI) 12319 12338 100.0%  0.88 [0.81, 0.95] L g
Total events 1074 1218

Heterogeneity: Chi®= 28.549, df= 45 (P < 0.0001); F= 83%
Testfar overall effect Z= 319 (P =0.001}

13.1.2 = Jyears

PROGRESS, single® 147 1231 164 1280 19.6% 0.85[@7Fe1.17] I
RESPECT © 39 633 52 630 6.2% 0.75[0.50,1.11] .
PATS” 159 2840 214 2825 161% 0.72[0.49, 0.88] -
SP53® 124 1401 152 1519 17.9% 0.83[0.66, 1.04] -7
PROGRESS, carmbination ® 150 1770 285 1774 30.2% 0.591[0.49,0.71] ——
Subtotal (95% CI) 8025 8028 100.0%  0.75[0.68, 0.83] <&

Total events 630 843

Heterogeneity: Chi®=12.26, df= 4 (P=002); F=67%
Testfor overall effect Z= 4579 (P = 0.00001)

02 0.5 1
Favaors more intensive  Favors less intensive

et

Testfor subinrnun differencers Chif= R A4 df=1 P =01M"Y P= R4 7%
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eFigure 14. Ethnicity

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack in Asians vs mostly non-Asians.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.1.1 Asians
RESPECT® 39 633 52 B30 12.4% 0.75[0.50,1.11] I
FaTs’ 148 2840 218 2825 52.4% 0.72[0.59, 0.88] ——
Liu etal®® 67 762 147 TEE  35.1% 0.45[0.35, 0.59] —
Subtotal (95% CI) 4235 4213 100.0%  0.63 [0.54, 0.73] -
Tatal events 265 418

Heterogeneity: Chi*=8.18, df= 2 (P=0.02), F= T6%
Testfor averall effect: Z=6.13 (P < 0.00001)

14.1.2 Mostly non-Asians

PAST-EP 1 i 266 3 263 0.2% 014[001,2.72]

FPROFESS? 880 10746 934 10186 496.8% 0.95[0.87,1.03] Ll
TEST? 74 372 Jage] 348 43% 1.00[0.75,1.35] - 1
FROGRESS, single * 157 1281 169 1280 10.0% 0.95[0.78,1.17] T
DUTCH TIA® 52 732 62 T4 3.8% 0.85 [0.60,1.21] I
PODCAST & 1 41 3 42 0.2% 0.34[0.04,3.15] 4

sp53°® 125 1401 152 1819 9.2% 0.83 [0.66, 1.04] -
PROGRESS, combination * 140 1770 259 1774 15.8% 0.59[0.49,0.71] -

Subtotal (95% CI) 16109 16153 100.0%  0.88 [0.82, 0.94] L g

Tatal events 1439 1643

Heterogeneity: ChiF= 23.32, df= 7 (P = 0.0017; = 70%
Test for overall effect Z= 3.84 (P = 0.0001)

I t }
0z (18] 1 2
) ) Favors more intensive  Favors less intensive
Test far subnrnun differences Chis= 15 90 df=1 (P = N ONNTY F= 93 7%
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eFigure 15. Antihypertensive drugs used in more intensive treated group

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack for antihypertensive drugs used in the more

intensive treated arm (angiotensin-converting enzyme [ACE] inhibitors vs angiotensin receptor blockers vs beta

blockers vs diuretics vs ACI inhibitors plus diuretics).

Risk Ratio

Total Events Total Weight WM H. Fixed, 95% CI

More i Less int
Study or Subgroup Events
15.1.1 ACE inhibitors
FROGRESS, Single4 1487 1281 165
Subtotal (95% CI) 1281
Total events 1467 165
Heterogeneity: Mot applicable
Test for overall effect Z=0.48 (P=0.63)
15.1.2 Angiotensin receptor blockers
PROFESS? ag0 10146 934
Subtotal (95% CI) 10146
Total events 880 934
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.24 (P=0.21)
15.1.3 Beta blockers
TEST? 74 37z 69
DUTCH TIa® 52 Taz 62
Subtotal (95% CI) 1104
Total events 126 131

Heterogeneity: Chi®=0.591, df="1 {F = 0.48); F= 0%

Test for overall effect: Z=061 (F=054)

15.1.4 Diuretics

PATS7 159
Subtotal (95% CI)
Total events 159

Heterogeneity: Mot applicable
Testfor overall effect Z=3.23 (P = 0.001)

15.1.5 ACE inhibitors plus diuretics

PROGRESS, combination® 150
Liu et al 10 B7
Subtotal (95% CI)

Total events 217

2840 219
2840

2148

1770 255

TE2 147
2532

402

Heterogeneity: Chi®= 242, df=1 (F = 0.12); F= 58%
Testfor overall effect: Z=7.77 (P = 0.00001)

1280
1280

10186
10186

348
741
1089

2825
2825

1774
758
2532

100.0%
100.0%

100.0%
100.0%

S53.6%
46.4%
100.0%

100.0%
100.0%

63.3%
36.7%
100.0%

Teast for subnrnun differences: Chif=d42 40 df=4 /P =0 ONNO1Y P= AN A%

© 2023 Hsu CY et al. JAMA Neurology.
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M_H, Fixed, 95% CI

085 [0.78,1.17]
0.95 [0.78, 1.17]

0.95[0.87,1.03]
0.95 [0.87, 1.03]

1.00[0.75, 1.35]
0.85 [0.60, 1.21]
0.93 [0.74, 1.17]

0.72 [0.59, 0.88]
0.72 [0.59, 0.88]

0.59 [0.49, 0.71]
0.45 [0.35, 0.59]
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eFigure 16. Mean baseline SBP

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack with mean baseline SBP levels = 150 mmHg vs

140-149 mmHg.

SBP: systolic blood pressure

Risk Ratio
M-H, Fixed, 95% CI

More intensive  Less intensive Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI
16.1.1 = 150 mmHg
TEST® 74 372 59 348 20.2% 1.00[0.75,1.35]
DUTCH TIAS 52 732 62 741 17.8% 0.85[0.60,1.21]
PATS? 159 2840 219 2835 B23% 0.72[0.59, 0.88]
Subtotal (95% CI) 3944 3914 100.0%  0.80 [0.69, 0.93]
Total events 285 380
Heterogeneity: Chi*= 342 df=2(P=018);F=41%
Test for overall effect £=2.92 (P =0.003)
16.1.2 140-149 mmHg
PAST-BP! i 266 3 263 0.1% 0.14[0.01,2.737]
PROFESS? 880 10146 934 10186 54.8% 0.85[0.87,1.03]
PROGRESS, single® 187 1281 165 1280 9.7% 0.95[0.78,1.17]
RESPECT © 39 633 52 B30 3.0% 0.75[0.50,1.11]
PODCASTS 1 41 3 42 0.1% 0.34 [0.04,3.15]
SPS 39 . 128 1801 182 1818 8.8% 0.83 [0.66, 1.04]
PROGRESS, combination 180 1770 285 1774 14.8% 0.58[0.48, 0.71]
Liuetal™ 67 762 147 7e8 BE% 0.45[0.35, 0.59]
Subtotal (95% Cl) 16400 16452 100.0%  0.83[0.78,0.89]
Total events 1419 1711

Heterogeneity, Chi®= 4395, df=7 (P = 0.00001); F= 34%

Test for overall effect: £=5.39 (P = 0.00001)

Trst for subnrmun diferences Chif= 0090 df=1 P =NFEA F=N%
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eFigure 17. Achieved SBP in more intensive treated group

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack with achieved SBP levels in the more intensive
blood pressure lowering group (= 140 mmHg vs 130 to < 140 mmHg vs < 130 mmHg).

SBP: systolic blood pressure

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IM-H. Fixed, 95% C1 M-H. Fixed, 95% CI
17.1.1 = 140 mmHg
TEST? 74 372 69 348 13.8% 1.00[0.75,1.35] - T
FROGRESS, single 187 1281 165 1280 31.9% 0.95[0.78,1.17] —
DUTCH TIAS 52 732 62 741 11.9% 0.85[0.60,1.21] N
PATS? 158 2840 219 2825 424% 0.72[0.59, 0.88] ——
Subtotal (95% Cl) 5225 5194 100.0%  0.85[0.75, 0.96] <>
Total events 442 515

Heterogeneity: Chi*=5.00, df=3 (FP=017); F=40%
Testfor overall effect £= 2.67 (P =0.008)

17.1.2 130 to < 140 mmHg

PROFESS? 880 10146 934 10186 78.3% 0.95[0.87,1.03] .
PODCAST § 1 41 3 42 0.2% 0.34 [0.04,3.15] 4

PROGRESS, combination® 160 1770 258 1774 21.4% 0.59[0.49, 0.71] -
Subtotal (95% Cl) 11957 12002 100.0%  0.87 [0.80, 0.94] <
Total events 1031 1182

Heterogeneity: Chi*= 2017, df= 2 (P = 0.0001); F=90%
Testfor overall effect. £= 3.49 (P = 0.0005)

17.1.3 < 130 mmHg

PAST-BP* 0 266 3 263 1.7% 0.14 10,01, 2.72] ¢

RESFECT ® 39 633 52 630 252% 0.751[0.50,1.11] - =
SPS3° 125 1501 182 1818 731% 0.83[0.66,1.04] —
Subtotal (95% Cl) 2400 2412 100.0%  0.80[0.66, 0.97] i
Total events 164 207

Heterogeneity: Chi®=1.55, df= 2 (P = 0.46); F= 0%
Testfor overall effect 2= 225 (P =002

,
I t

0.2 048 1
. i Favors maore intensive  Favaors less intensive
Testfor subnarmun differences Chif=NE? df= 2 P=N73 F=N%

© 2023 Hsu CY et al. JAMA Neurology.



eFigure 18. Achieved SBP in less intensive treated group

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack with achieved SBP levels in the less intensive
blood pressure lowering group (= 140 mmHg vs 130 to < 140 mmHg vs < 130 mmHg).

SBP: systolic blood pressure

More int; Less intensr Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
18.1.1 = 140 mmHg
TEST 3 74 372 649 348 13.8% 1.00[0.75,1.349] - 1T
FROGRESSE, single s 157 1281 1685 1280 31.9% 095[0.78,1.17] .
DUTCH TIA® 52 732 62 41 1M.8% 0.85 [0.60,1.21] I
FPATS? 1549 2840 219 2825  424% 0.72[0.59,0.88] ——
Subtotal (95% CI) 5225 5194 100.0%  0.85[0.75, 0.96] &
Total events 442 415

Heterogeneity: Chi®=5.00, df= 3 {P=017), F= 40%
Testfor overall effect: Z= 267 (F = 0.008)

18.1.2 130 to < 140 mmHg

PROFESS? 880 10148 934 10186 BBH9% 0.95[0.87, 1.03] 1
RESPECT® 34 B33 a2 630 3T7% 0.78[0.580,1.11] - 1
PODCAST S 1 41 3 42 0.2%  0.34[0.04315 *

SP53? 125 130 182 1519 10.8%  0.83[0.66,1.04] -1
PROGRESS, combination® 180 1770 255 17F4 183%  0.59[0.49,071] e
Subtotal (95% CI) 14091 14151 100.0%  0.86 [0.80, 0.93] L 4
Total events 1184 1396

Heterageneity: Chi® = 20.80, df= 4 (P = 0.0003); F=81%
Testfor overall effect: £=4.03 (P = 0.0001)

18.1.3 < 130 mmHg

FAST-EP* 0 26 3 283 100.0%  044[0.04,277 ¢
Subtotal (95% CI) 266 263 100.0%  0.14[0.01, 2.72] | ———
Total events 1] 3

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.30F =019}

0.2 05 1 2 5
Favors more intensive  Favors less intensive

Testfor subnrnun diferences Chit=1 46 df= 2P =04/ F=N%
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eFigure 19. Entry event

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack with ischemic stroke vs hemorrhagic stroke as

an entry event

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
19.1.1 Ischemic stroke
PROFESS? 880 10146 934 10186 A&7.8% 0.85[0.87,1.03]
RESPECT® 35 532 43 842 2.6% 0.83[0.54,1.27] _
PATS’ 130 2127 185 2118 11.5% 0.70[0.56, 0.87] -
PROGRESS™ 229 2135 302 2137 187% 0.76 [0.64, 0.88] —_
gpg3°® 125 1501 152 1519 9.4% 0.83 [0.66,1.04] T
Subtotal (95% CI) 16441 16492 100.0%  0.87 [0.81, 0.93] *
Total events 1389 1616

Heterogeneity: Chi®=10.53, df= 4 (F = 0.03); F= 62%
Testfor overall effect 2= 4.06 (F = 0.0001}

19.1.2 Hemorrhagic stroke

RESPECT® 4 101 9 83 10.4% 039m121.21 ¢4

PATS’ 28 4110 29 404 31.4% 0.85[0.58,1.47] =
PROGRESS ™ 32 306 54 305 88.2% 0.59[0.38, 0.89] L
Subtotal (95% CI) 817 797 100.0%  0.68 [0.51, 0.92] -
Total events 64 92

Heterageneity: Chi*= 312, df=2 (F=021) = 36%
Testfor overall effect Z=2.48 (P = 0.01)

y ,
t }

0.z 0.5 1 2 L]

. . Favors more intensive Favors less intensive

Test for subnron differences Chif= 231 df=1 P =013 = Ak 7%
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eFigure 20. Sample size

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood

pressure lowering in patients with stroke or transient ischemic attack with sample size < 3000 vs = 3000 patients.

More intensive  Less int

Study or Subgrou Events Total Events
20.1.1 < 3000

PAST-BF* 0 266 3
TEST? T4 a7z 69
PROGRESS, single® 157 1281 165
DUTGCH TIA® 82 732 fi2
RESPECTS a9 £33 a2
PODCAST® 1 41 3
Liu et a1 &7 762 147
Subtotal (95% CI) 4087

Total events 3480 am

Heterogeneity: Chi®= 23.98, df = 6 (P = 0.00048); F= 75%
Test for overall effect 2= 4.14 (P = 0.0001)

20.1.2 = 3000

PRoFESS 2 880 10146 934
PATS? 189 2840 219
3PS5 3° 125 1501 152
PROGRESE, combination * 150 1770 255
Subtotal (95% CI) 16257

Total events 1314 1560

Heterogeneity: Chi®= 22,47, df= 3 (P = 0.0001); F= 87%
Test for overall effect: Z=4.71 (P = 0.00001)

Risk Ratio

Total Weight M-H, Fixed, 95% CI

263 0.7%
248 141%
1280 328%
741 12.3%
630 10.3%
42 06%
758 29.2%
4062 100.0%

10186 59.8%
2825 141%
1518 97%
1774 16.4%

16304 100.0%

Test for subharnun differencrs Chif=1 K4 df=1/P=n2M F=391%

© 2023 Hsu CY et al. JAMA Neurology.

Risk Ratio
M-H, Fixed, 95% CI

014 [0.01,2.77]
1.00 [0.75, 1.35]
0.85[0.78,1.17]
0.85 [0.60, 1.21]
0.75 [0.50,1.11]
0.34 [0.04, 3.15]
0.45 [0.35, 0.59]
0.77 [0.68, 0.87]

0.85 [0.87,1.03]
0.72 [0.58, 0.89]
0.83 [0.66, 1.04]
0.59 [0.48, 0.71]
0.85 [0.79, 0.91]

0.z

, ,
} }
0.4 1
Favaors more intensive  Favors less intensive



eFigure 21. Study design

Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack, antihypertensive drugs vs placebo and a lower

blood pressure target vs a higher blood pressure target.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events  Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
21.1.1 Antihypertensive drugs vs Placebo
PROFESS” 880 101486 934 10186 50.3% 0.95[0.87,1.03]
TEST? 74 372 69 348 348% 1.00[0.75,1.35] - 1
PROGRESS, single® 1587 1281 165 1280 8.48% 0.85[0.78,1.17] 1
DUTCH TIA® 52 732 62 TH 33% 0.85[0.60,1.21] - 1
PATS7 158 2840 214 2825 11.49% 0.72[0.59, 0.88] -
PROGRESE, comhbination 150 1770 255 1774 13.8% 0.59[0.48,0.71] -
Liu et al*® 67 TB2 147 TEE  BO% 0.45[0.35, 0.59] -
Subtotal (95% CI) 17903 17912 100.0%  0.83 [0.78, 0.89] *
Total events 1534 1851

Heterogeneity: Chi®= 45.23, df= 6 (P = 0.00001); = 87%
Testfar overall effect: £= 567 (F = 0.00001)

21.1.2 A lower BP target vs A higher BP target

PAST-BPT 0 266 3 263 17%  044[0.01,277 *

RESPECT® 38 633 52 B30 248%  0.75[0.40,1.11] —
PODCAST® 1 11 3 42 14%  0.34[0.04,3.15) *

sps3° 125 1501 152 1518 721%  0.83[0.66,1.04] ——
Subtotal (95% Cly 2441 2454 100.0%  0.79 [0.65, 0.96] e
Total events 165 210

Heterageneity: Chi*= 212, df=3 (P =055, F=0%
Testfor overall effect: £Z=2.34 (P = 0.02)

nz 0.5 1 2
i i Favaors maore intensive  Favors less intensive
Testfnr subnrnun differences CGhiz= 020 df=1 (P =NHE F=N%
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eFigure 22. Definition of differential blood pressure reduction
Legends: Relative risk with 95% confidence interval of recurrent stroke in more intensive vs less intensive blood
pressure lowering in patients with stroke or transient ischemic attack with, average difference throughout the studies

vs other definitions.

More intensive  Less intensive Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
22.1.1 Average difference throughout the study
PAST-BPL 0 266 3 263 0.2% 014001, 272 * i
PROFESS? 880 10146 934 10186 59.9% 0.95[0.87,1.03]
PROGRESS, single® 157 1281 165 1280 10.6% 0.95[0.78,1.17] T
RESFECT® 39 633 52 630 3.4% 0.75[0.50,1.11] -
PROGRESS, combination * 150 1770 285 1774 16.4% 0.59 [0.49,0.71] -
Liu etal ©© 67 762 147 7a8 9.5% 0.45[0.34, 0.59] -
Subtotal (95% CI) 14858 14891 100.0%  0.83[0.78, 0.89] L
Total events 1282 1556

Heterogeneity: Chi*= 43.32, df= 5 (P = 0.00001); F= 88%
Testfor overall effect: =512 (P = 0.00001)

22.1.2 Other definitions

TEST® 74 3r2 649 348 141% 1.00[0.74, 1.34] -1
DUTCH TIA 52 732 62 741 12.1% 0.85 [0.60, 1.21] - 1
PATS? 159 2840 219 2835 43.3% 0.72[0.59,0.88] ——
PODCASTS 1 41 3 42 06% 0.34 [0.04,3.15) ¢

5P5 39 125 1401 182 1519 29.8% 0.83 [0.66, 1.04] — =
Subtotal (95% CI) 5486 5475 100.0%  0.81[0.71,0.91] <>

Total events EXR a0s

Heterogeneity: Chi®=4.05, df= 4 {P=040); F=1%
Testfor overall effect: £=3.38 (P =0.0007)

I t
0.2 0.5 1
) ; Favors more intensive Favors less intensive
Testfor subharnun diferenees Chif=N18 df =1 P=0HF7 F=N%
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eFigure 23. Publication bias

Legends: Trim-and-fill analysis for included trials to explore potential publication bias

Filled funnel plot with pseudo 35% confidence limits

theta, filled
[
|

=
T

—

—

s.e. of: theta, filled
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