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Search Strategy

1) brain isch?emia/ or brain infarction/ or cerebral infarction/ or hypoxia-isch?emia, brain/ or
stroke$.tw.

2) cerebral vascular attack/ or cerebrovascular attack/ or cerebral vascular accident/ or
cerebrovascular accident/ or CVA.tw.

3) (lacun$ or small vessel$ or small infarct$ or microinfarct$ or subcortical lesion$ or subcortical
infarct$).tw.

4) leukoaraiosis/ or Binswanger’s disease.tw.

5) (white matter hyperintensit$ or WMH).tw.

) (small vessel disease or SVD).tw.

) (white matter lesion$ or WML).tw.

) vascular dementia.tw

) dementia.tw

10) Alzheimer’s disease/ Alzheimer$.tw

11) mild cognitive impairment / or MCI/ or cognitive impairment.tw
12)1or2or3or4or5or6or7or8or9or10or 11

13) cilostazol.tw.

14) pletal.tw.

15) 13 or 14
16)
17)
18)

6
7
8
9

12 AND 15
limit 16 to humans
remove duplicates from 17



Supplement Table I: Outcomes reported by each study

Study Outcome
Stroke reoccurrence MACE Adverse Functional | Death* | Cognition | Radiological
All stroke | Ischaemi | Haemorrhagic symptoms | outcome findings
c stroke stroke $ (mRS)
ARCC' v
CAIST? v 4 v v v v
CASID? v v
CAsSIsP* v v v v v v v
CATHARSIS® v v v v v v v v
CSPS68 v v v v v v
CsPs2° % % v v v v
CSPS.com’? 13 v v v v v v# v
ECLIPse'4 15 v v v v v
Guo'® v v v v v# v
Johkura'’ v v v v v
LACI-118-20 v v v v v v v
Lee?! v v v v v
Nakamura?? v v v v v v v
Ohnuki®? v v v v v
PICASSO%-26 v v v v v v
Sakurai?’ v v v v
Shimizu28 v v v v v v v
TOSS?® v v v v v
TOSS-2%° v v v v v v v
TOTAL 18 18 16 10 18 3 4

# = not reported; ®* = see Supplementary Table 2 for details of adverse symptoms; mRS = modified Rankin Scale




Supplement Table Il: Adverse symptoms reported by each study (references are given in Supplement Table 1)

Study Outcome
Adverse events

Headaches | Palpitations | Dizziness | Nausea | Constipation | Diarrhoea | Tachycardia | Bleeding
ARCC v v
CAIST v v v v v v
CASID v v v v
CASISP v v v v v
CATHARSIS
CSPS v v v v
CSPS2 v v v v v v v
CSPS.com v v v v
ECLIPse v v v
Guo v v v v
Johkura v v v
LACI-1 v v
Lee v v v v
Nakamura v v
Ohnuki v
PICASSO v v v v v v v
Sakurai
Shimizu v v v
TOSS
TOSS-2 v
TOTAL 14 10 9 4 3 5 5 12




Supplement Table Ill. Study Quality by CONSORT criteria section. CONSORT consists of 37 items rating
the presence (yes/no) of information included in each study. Where criterion is met, a score of one for the
item was given (possible scores ranged from 0 to 37). Overall study quality ranged from 14-35 (mean=24,

SD=5.88).

Number of Min Max Median IQR
items

Title & abstract 2 0 2 2 1-2
Introduction 2 2 2 2 2-2
Methods 17 4 16 9.5 5-11.25
Results 10 3 10 8 6.75-9
Discussion 3 1 3 3 2-3
Other information 3 0 3 1.5 0-2
TOTAL 37 14 35 23.5 20-27.5




Supplement Figure I. Effect of cilostazol on recurrent stroke, all types.

Cilostazol Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Year Peto, Fixed, 95% Cl
7.1.1 Acute/subacute Cil v no Cil
Subtotal (95% CI) 0 0 Not estimable
Total events ] ]
Heterogeneity: Mat applicahle
Test for overall effect: Mot applicable
7.1.2 Acute/subacute Cil+Asp or Clop v Asp or Clop
TOSS i 67 i 68 Mot estimable 2005
Makamura (1) 2 38 3 38 0.8% 066 [0.11,3.897] 2012 —
Shimizu (2) 5 251 6 256  1.9% 0.85 [0.26, 2.80] 2013 T
ECLIFse 1 100 1 103 03% 1.03[0.06 1654 2013
Ohnuki i 13 i 11 Mot estimable 2017
Subtotal {95% CI) 469 476 3.0% 0.81 [0.32, 2.08] i
Total events a 10
Heterogeneity: Chi®= 0.049, df= 2 (P = 0.96); F= 0%
Test for overall effect Z= 045 (P = 0.66)
7.1.3 Acute/subacute Cil v Asp or Clop
CAIST 5 23 9 227 23% 0.551[0.149,1.58] 2011 —
Lee (3) 1 40 1 40 0.3%  1.00([0.06 16.27] 2017
Subtotal (95% CI) 271 267 2.T% 0.59 [0.22, 1.59] ool
Total events 5] 10
Heterogeneity: Chi*= 016, df=1 (P = 0.69);, F= 0%
Test for overall effect: Z=1.04 (P = 0.30)
7.1.4 Acute/subacute Cil+Asp v Clop+Asp
TOSE-2 11 232 6 225  28% 1.78[0.68, 4.69] 2011 T
Subtotal (95% CI) 232 225 2.8% 1.78 [0.68, 4.69] sl
Total events 11 5]
Heteroneneity: Mot applicakle
Testfor overall effect: Z=1.17 (P =0.24)
7.1.5 Chronic Cil v no Cil
CEBPS 34 833 G4 534 153% 0.51[0.34, 0.77] 2006 —
Subtotal (95% CI) 533 534 15.3% 0.51 [0.34, 0.77] <
Total events 34 G4
Heterogeneity: Mot applicable
Test for overall effect: £= 317 (P =0.002)
7.1.6 Chronic Cil+Asp or Clop v Pla+Asp or Clop
CATHARSIS 4 a3 3 80 1.9% 047015, 1.52] 2015 —
CBPS.com (4) 34 932 71847 17.0% 0.481[0.33,0.71] 2019 —
LAC-1 (8) 1 42 i 15  01% 3.88[0.05 332.98] 2019 *
Subtotal {95% CI) 1057 1042 19.1% 0.49 [0.34, 0.71] <
Total events 38 78
Heterogeneity: Chi®= 0.84, df= 2 (P = 0.66);, F= 0%
Test for overall effect £= 3.78 (P = 0.0002)
7.1.7 Chronic Cil v Asp or Clop
CASISP 12 360 22 388 5E6% 0.54 [0.27,1.07] 2008 — T
Guo (6) 2 34 1 34 08%  1.89([0.20,19.78] 2009
CBP52 82 1337 118 1335 31.8% 0.67 [0.50,0.89] 2010 -
Jahkura i a7 i 49 Mot estimahble 2012
Sakurai (7) ] 11 ] ] Mot estimable 2013
PICASED 48  TEB 73 TEE 191% 0.64 [0.44, 093] 2018 —=—
Subtotal (95% CI) 2565 2554 57.1% 0.65 [0.53, 0.81] *
Total events 144 215
Heterogeneity: Chi*=1.25 df=3(FP=074) F=0%
Test for overall effect: £=3.89 (P =< 0.0001)
Total (95% CI) 5127 5008 100.0% 0.61 [0.52,0.72] L
Total events 242 384
Heterogeneity: Chi*= 9.85, df=13 (P =071}, F= 0% e T s a0

Testfor overall effect Z=5.89 (P = 0.00001)

Testfor subgroup differences: Chi*= 7 52 df=5(FP =018}, *=33.5%

Footnotes
(1) Cilostazol group received aspirin AND Cilostazol.

(2)
(3)
(4)
(5)
(6)
(7)

Comparison group received placebo OR no treatment.
Comparison group received aspirin OR placebao.
Comparison group treated with aspirin OR Clopidogrel.
Comparison group received aspirin OR Clopidogrel.
Includes TIA.

Comparison group received aspirin AND Clopidogrel.

Favours Cilostazol Favours Control



Supplement Figure Il Effect of cilostazol on Major Adverse Cardiovascular Events (MACE)

Cilostazol Control Peto Odds Ratio Peto Odds Ratio

Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Year Peto, Fixed, 95% Cl
7.5.1 Acute/subacute Cil v Pla
TOSS (1) 2 BY 2 it 0.5% 1.02[014,7.37] 20048
Shimizu (2 5 2481 8 256 1.8% 064 [0.21,1.91] 2013 1
Subtotal {95% CI) 318 324 2.3% 0.71 [0.27, 1.86] e
Total events 7 10
Heterogeneity: Chi*= 016, df=1 (P = 0.68); F=0%
Testfor overall effect Z=0.70 (P = 0.459)
7.5.2 Acute/subacute Cil v Asp
CAIST (3 [TICH LE R 2.0% 065023, 1.82] 2011 I
Makamura {4} i 38 1 38 01% 0.14[0.00, 682 2012 4
Subtotal (95% CI) 269 265 2.2% 0.59 [0.22, 1.59] e
Total events 3] 10
Heterogeneity, Chi®= 088, df=1{F=048); F=0%
Testfor overall effect: Z=1.05 (P =0.29)
7.5.3 Acute/Subacute Cil v Clop
TOSS-208) 15 232 10 224 3.3% 1.48 [0.66, 3.31] 2011 -1
Subtotal (95% CI) 232 225 3% 1.48 [0.66, 3.31] B
Tatal events 15 10
Heterogeneity: Mot applicable
Testfar averall effect Z=095 (P =0.34)
7.5.4 Chronic Cil v Pla
ZEPS (B) 48 A33 T3 O834 151% 0.63[0.43, 092 2006 —
Subtotal (95% CI) 533 534 151% 0.63 [0.43, 0.92] <D
Total events 48 T3
Heterogeneity: Mat applicable
Testfor overall effect Z=2 40 (P =0.02)
7.5.5 Chronic Cil v Asp
ZSP5 2 (7 138 1337 186 1335 400% 0.71[0.96, 0.90] 2010 L
CATHARSIS (8) 5 a3 11 a0 2.0% 0.42[015,1.18] 2015 T
FICASSO (4) B3 TEG g0 TFEE 18.1% 0.77[0.95, 1.09] 2018 -
ZEPS.com (10) 38 43z 90 947 168% 0.43[0.30,061] 20149 —
Subtotal (95% CI) 318 30 TTA% 0.64 [0.54, 0.76] [
Total events 244 367
Heterageneity, Chi®= 7.87, df= 3 {P = 0.06); F= 60%
Testfor overall effect: Z=522 (P = 0.00001)
Total (95% CI) 4470 4478 100.0% 0.66 [0.57, 0.76] +
Tatal events 320 470

H _ _ E— 1 | ;
Heterogeneity: Chi®=12.41, df =9 (F=019); *F= 27% 'D.D1 0!1 1'D 1DD'

Testfor overall effect: Z=95.61 (F = 0.00001)

Testfor subgroup differences: Chi*= 410, df= 4 (P=0.38), F=25%

Footnotes
(1) Includes acute coronary events.

Favours Cilostazol

Favaurs Control

(2) Includes cerebral infarction, intracranial haemorrhage and congestive heart failure. Comparison group received placebo OR no treatment.
(3} Includes non-fatal stroke, non-fatal MI, vascular death or other cardiovascular events requiring hospitalisation.

(4) Cilostazol group received aspirin AMD Cilostazol.

(8) Includes non-fatal stroke, non-fatal Ml and vascular death.
(6) Includes cerebral infarction, TIA, MI, intracranial hemarrhage and other vascular events.
(7)Includes cerebral infarction, ischaemic cerebrovascular disease and death from any cause.
(8) Includes ischaemic stroke, cerebral hemorrhage and other vascular events.

(9) Includes stroke, Ml and vascular death.

(10) Includes stroke, Ml and vascular death. Comparison group treated with aspirin OR Clopidogrel.



Supplement Figure lll Effect of cilostazol on death from all causes by the end of follow-up

Cilostazol Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Year Peto, Fixed, 95% Cl
7.4.1 Acute/subacute Cil v no Cil
Subtotal (95% CI) 0 0 Not estimable
Total events a a
Heterogeneity: Mot applicable
Testfor overall effect: Mot applicable
7.4.2 Acute/subacute Cil+Asp or Clop v Asp or Clop
TOSS 1 67 1 63 0.9%  1.02[0.06, 16.40] 2005
Makamura a 38 a 38 Mot estimable 2012
Shimizu 2241 1 286 1.3%  1.99[0.21,19.24] 2013
ECLIPze o 100 o 103 Mot estimable 2013
Chnuki a 13 a 11 Mot estimable 2017
Subtotal {95% CI) 469 476 2.2% 1.52 [0.26, 8.83] ——e——
Total events 3 2
Heterogeneity, Chi*=0.14, df=1 {P=071), F=0%
Testfor overall effect. Z= 047 (P=0.64)
7.4.3 Acute/subacute Cil v Asp or Clop
CAIST 1 23 ooar 04% 726014 3686.08] 2011 *
Lee i} 40 i} 40 Mot estimable 2017
Subtotal (95% CI) 27 267 0.4% 7.26 [0.14, 366.05] e —
Total events 1 i}
Heterogeneity: Mot applicahle
Testfor owerall effect: Z=099 (P =032
7.4.4 Acute/subacute Cil+Asp v Clop+Asp
TO8S-2 1 232 i 1.3% 0.50[0.048, 4800 2011
Subtotal (95% CI) 232 225 1.3% 0.50 [0.05, 4.80] — e ——
Total events 1 2
Heterogeneity: Mot applicahle
Testfor overall effect: Z= 061 (P=054)
7.4.5 Chronic Cil v Pla
8PS o a33 4 a34 1.8% 013 [0.02 096 2006 -
Subtotal {95% CI) 533 534 1.8% 0.13 [0.02, 0.96] ——e i —
Total events i} 4
Heterogeneity: Mot applicahle
Testfor overall effect: 2= 2.00 (P =0.08)
7.4.6 Chronic Cil+Asp or Clop v Asp or Clop
Subtotal (95% CI) 0 0 Not estimable
Total events a a
Heterogenaity: Mat applicabla
Testfor overall effect: Mat applicable
7.4.7 Chronic Cil v Asp or Clop
CASISP o 360 o 354 Mot estimable 2008
Gun a 34 2 34 0.9% 03001, 214] 2009 #
8PS 2 13 1337 13 1335 11.5% 1.00[0.46, 216] 2010 I
Jahkura a a7 a 48 Mot estimable 2012
Sakurai a 11 a ] Mot estimable 2013
CATHARSIS a Ta o 74 Mot estimable 20145
PICASSO 28 TEE I TR 253% 0.90[0.54,1.52] 2018 =
CSPS.com 47 832 90 947  G6.6% 0.52[0.37,0.73] 2019 3
LACI-1 a 42 a 15 Mot estimable 20149
Subtotal (95% CI) 3618 4240  94.2% 0.64 [0.49, 0.84] L 2
Total events aa 136
Heterogeneity, Chi*=563, df=3{(P=013;F=47T%
Testfor overall effect; 2= 3.22 (P =0.001)
Total (95% CI) 5123 5742 100.0% 0.64 [0.49, 0.83] L 3
Total events 93 144
Heterogeneity, Chi*=10.64 df=8{P=022), F= 25% 'D.EI1 051 1-0 1DD'

Testfor overall effect; 2= 3,33 (P =0.0009)

Testfor subgroun differences: Chi*= 4,88, df= 4 (P=0.30), F=18.0%

Favours Cilostazol

Favours other



Supplement Figure IV Effect of cilostazol on cognition by the end of follow-up

Cilostazol Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
7.7.1 MMSE
Sakurai M2 a2 11 201 449 9 131% 0.21 [-0.68,1.09] 2013
CASID 1539 39 18 1622 449 18 238% -0.18 [-0.84,0.47] 2018
Subtotal (95% CI) 2 27 36.9% -0.04 [-0.57, 0.48]
Heterogeneity: Tau®=0.00; Chi*=0.49, df=1 {P = 0.49), F= 0%
Testfor overall effect: Z=017 (P=0.87)
7.7.2TMT-A
Sakurai TBE 395 11 851 2245 9 131% -0189 [F1.07,0069] 2013 T
Subtotal {95% CI) 1 9 131% -0.19 [-1.07, 0.69] <
Heterogeneity: Mot applicable
Testfor averall effect Z=042 (P = 0.68)
7.7.3 ADASCog
Sakurai 203 1045 11 201 83 9 132% 0.02 [-0.86,0.80] 2013 -
CASID 2578 84 18 2478 74 18 239% 013053 078 2019 -+
Subtotal {95% Cl) 29 27 37.0% 0.09 [-0.44, 0.61] L 3
Heterogeneity: Tau®=0.00; Chi*=0.04, df=1 {P = 0.88), F= 0%
Testfor averall effect Z=033{F=0.74)
7.7.4 WSM-R (logical memory)
Sakurai 86 47 11 42 345 9 13.0% 0.32 [[0.87,1.21] 2013 T
Subtotal (95% CI) 1 9 13.0% 0.32 [-0.57,1.21]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.70{F = 0.48)
Total (95% CI) 80 72 100.0% 0.03 [-0.29, 0.35]

Heterogeneity: Tau®=0.00; Chi*=1.29, df=5 (P =0.94), F= 0%
Testfor averall effect Z=020{F =0.84)
Testfor subaroup diffierences: Chi*= 0.77, df= 3 (P = 0.86), F=0%

1 1 o

-5
Favours Cilostazol

-0
Favours Control



Supplement Figure V. Adverse symptoms including systemic bleeding

Cilostazol Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl Year Peto, Fixed, 95% CI
7.6.1 Headache
CSPS 68 533 17 534 84% 369[237 574 2008 -
CASISP 49 360 19 350 BE% 264 [1.60,4.35 2008 —_
Guo g 34 1 34 09% 400[1.06,15.16 2009
ARCC T o125 T 119 0.9% 300[078,11.33] 2010 T
C8PE2 313 1337 217 1336 458% 167 [1.30,1.800 2010 L
CAIST 4 23 71227 1148% 211[1.46,3.07 2011 -
Johkura o 57 1] 49 MNotestimable 2012
ECLIPse 17 100 4 103 20%  4.08[1.66,10.06) 2013
Shimizu 4 251 1 256 05% 347[058,19.88] 2013 -
Lee 14 40 3 40 15%  507[1.75 1468 2017
PICASSO 114 7BB 72 7BB 1TE% 168[123 228 2018 -
CASID o 18 1 18 01% 0.14[0.00,8.82] 2019
CSPS.com 26 910 0 8n 28% 7.B9[3.5516.68) 2019 —
LACI-1 9 42 4 16 0.9% 075[018,3.01] 2019 T
Subtotal (35% Cl} 4804 4778 100.0% 2.00[1.76, 2.28] [}
Total events 743 413

Heterageneity: Ghif= 38.61, df= 12 (P = 0.0001); F = 9%
Testfor overall effect: Z= 10.58 (P < 0.00001)

7.6.2 Dizziness

CSPS 19 533 18 534 B3% 1.06[0.55, 2.04] 2008 T
CASISP 32 380 17389 81% 1.92[1.08 3.43] 2008 —
Guo 2 34 a 34 03% T7EB2[047,12434] 2008 B —
C8PE2 128 1337 47 1336 365% 1.36[1.04,1.78) 2010 -
CAIST 36 231 8 227 87% 131[077,2.22) 2011 T
ECLIPse 2 100 1102 05%  202[0.21,19.65) 2013 ]

Lee 4 40 2 40 1.0%  2.04[039,10.65 2017

FICASSO 124 7EB 129 768 373% 086[073,1.25] 2018

CASID 1 18 i} 18 02% 7.39[015 372.38) 2018

Subtotal {(85% Cl} 3419 3418 100.0% 1.22[1.04, 1.44]

Total events 349 202

Heterogeneity: Chif= 9,36, df= 8 (P =0.31); F=15%
Testfor overall effect 7= 238 (P=002)

7.6.3 Palpitations

CEPE 28 533 2 534 7% 5959[2.88,12.30] 2008 _—
CASISP 5 360 35359 100% 0.200011,0.39] 2008 —

C8PS 2 166 1337 71 1336 548% 2261722497 2010 E
CAIST 23 4227 38% 257[082 7.149) 2011 —
MNakamura 3 38 i} 38 08% T781[078 7738 2012 T

Shimizu T 0 256 18% T.72[1.74,34.28 2013

ECLIPse 1100 0 103 03% 761[015383.89 2013

Lee El 40 3 40 27%  320[084, 10.82] 2017

PICASS0 28 7BB 4 768 85% 287[150,551] 2018

CSPS.com 33 91 098 96% 7.79[3.88,15.43 2019

Subtotal (95% Cl} 4566 4581 100.0% 2.29[1.87,2.80]

Total events 281 124

Heterageneity: Chi*= 7880, df= 9 (P < 0.00001); *= 88%
Testfor overall effect Z= 8.06 (P < 0.00001)

7.6.4 Tachycardia

CASISP 27 380 7 353 164% 293[1.38,6.15] 2008
Gua 8 34 5 34 B3% 1.75[063 683 2008
CSPE2 89 1337 21 1335 B22% 362[247,531] 2010
Johkura o 57 1] 49 MNotestimable 2012
CSPE.com 26 910 0 921 181% T7.E9[3.5516.68) 2019
Subtotal (95% CI) 2698 2698 100.0% 3.74[2.77, 5.06]

Total events 145 33

Heterogeneity: Chi#= 531, df= 3 (P =0.15); 7= 43%
Testfor overall effect Z= 8.60 (P = 0.00001)

7.6.5 Diarrhoea

CSP82 164 1337 85 1335 582% 201[1.55 2.61] 2010
CAIST 32 23 16227 111% 206113378 2011
Lee 1 40 1 40 05%  1.00[0.06 16.27] 2017
PICASSO 95 766 14 768 283% 365[251,4.31] 2018
LACGI-1 10 42 o 16 1.7% 6.04[1.08 23.42) 2018
CASID 1 18 i} 18 03% 7.39[015 372.38) 2018
Subtotal {(85% Cl} 2434 2403 100.0% 2.42[1.99, 2.96]

Total events 303 126
Heterogeneity: Chi*= 8.46, df= 5 (P=0.13);F=41%
Testfor overall effect Z= 8.72 (P < 0.00001)

7.6.6 Constipation

csPE2 10 1337 155 1335 58.7% 0.68[053 0.88 2010
CAIST 400 231 49 237 1T T% 076[0481.21] 2011
PICASSO 38 766 G4 76E  236% 060[040,0.80] 2018
Subtotal (35% Cl} 2334 2330 100.0% 0.68 [0.56, 0.82]

Total events 189 268

Heterogeneity: Ghi*= 0.B5, df= 2 (P = 0.72); F= 0%
Testfor overall effect 7= 3.06 (P < 0.0001)

7.6.7 Nausea

CSPS 14 533 7534 1TE% 1.98[0.83, 4.69] 2008
CAIST 39 I3 300227 A00% 1.330080,2.227 201
FICASSO 22 7EB 16 768 308% 1.48[077,2.84] 2018
CASID (1) 1 18 1 18 17% 1.00[006 16.65 2018
Subtotal {(85% Cl} 1548 1547 100.0% 1.47[1.02, 2.11]

Total events 78 53

Heterogeneity: Ghi= 0.67, df= 3 (P = 0.88); = 0%
Testfor overall effect Z= 2.07 (P = 0.04)

7.6.8 Bleeding

CASISP 15 301 7299 228% 0.54[0.29,1.01] 2008
Guo o 34 8 34 L% 012[0.02 0.73) 2009
C8PE2 21 1337 & 1335 167% 247[118,614] 2010
ARCC o 125 o 114 Mot estimahble 2010
TOS5-2 2 232 6 225  46% 0.35[0.08,1.42] 2011
Makamura o 38 1 38 0E% 0.14[000,6.82] 2012
Johkura o a7 a 49 Motestimahle 2012
Shimizu 0 251 0 256 MNotestimable 2013
CATHARSIS 3 83 1 80 23% 267[03719.31] 2015
Ohnuki o 13 1] " MNotestimable 2017
PICASSO 27 TEB 49 7BE 422% 0.55[0.34, 0.87] 2018
LACIH1 4 42 3 16 28% 0.38[006,2.28) 2019
CBPE.cam (2) 7 832 2 847 52%  310[0.84,11.40) 2018
Subtotal {(85% Cl} 4211 4176 100.0% 0.73 [0.54, 0.99]

Total events 8 102

Heterogeneity. Chi*= 25.97, df= 8 (P = 0.001); = 69%
Testfor overall effect £= 2.02 (P = 0.04)

om 100

01 10
Favours Cilostazol Favours Control
Testfor subaroup differences: Chi*=183.50, df= 7 (P < 0.00001), P = 968.2%

Eootnotes
(1) Includes vomitting.
(2) Winor bleeding



Supplement Figure VI. Sensitivity analyses

A. Proportion with lacunar stroke

Cilostazol Control Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
7.12.1 <39% lacunar or unknown
TOSS o &7 0 B8 Mot estimable 2005
CASISP 11 360 15 359 5.0% 0.73[0.34,157] 2008 1
Gun 2 34 1 34 0.5% 2.00([0.19,21.03] 2009 h—
TOS5-2 1m 222 6 225 2.9% 162[080,4.37] 2011
Johkura o 57 i} 48 Mot estimable 2012
CATHARSIS 4 83 B BO 1.9% 064[019,2.19] 2015 - T
1 40 0 40 0.3% 300013, 7181 2017 —
PICASSO 6B 73 TEE  21.0% 0.55[0.38,0.80] 2018 -—
Subtotal (95% CI) 1639 1623 31.6% 0.72[0.49, 1.071 <
Total events g 1m
Heterogeneity: Tau?= 0.04; Chi*= 5.84, df= 5 (P = 0.32); |
Testfor averall effect: Z= 1.62 (P=010)
7.12.2 >40% lacunar stroke
CSPS 30 533 47 534 161% 053[0.34,0.81] 2006 -
CcgPs2 72 1337 88 1335 31.9% 0.82[060,1.11] 2010 i
CAIST 4 N 5 227 1.7% 0.79[0.21,289 2011 T
MNakamura 2 38 3 38 1.0% 0B7[012,377] 2012 I
ECLIPse 1 100 1 103 0.4% 1.03[0.07,16.24] 2013
Shimizu 3 1 4 256 1.3% 076[017,338 2013 e
Ohnuki o 13 0 11 Mot estirnable 2017
LACKT 1 42 0 15 0.3% 1.12[0.04,26.02] 2019
CSPS.com 29 932 64 947 158% 0.46[030,071] 2019 -
Subtotal (95% CI) 3477 3466 68.4% 0.64[0.52,0.79] »
Total events 142 222
Heterogeneity: Tau?= 0.00; Chi*= 5,85, df= 7 (P = 0.55); 7= 0%
Testfor overall effect: Z= 4.18 (P = 0.0001)
Total (95% CI) 5116 5089 100.0% 0.65 [0.55,0.77] (]
Total events 210 323
Heterogeneity, Tau?= 0.00; Chif=11.82, di= 13 (P = 0.54); F= 0%
Test for overall effect: Z= 4.94 (P < 0.00001) b DDZFanrs girus i Favuurlncuntrul 500
Testfor subaroup differences: Chi*= 027, df=1 (P = 0.60), F=0%
B Ischaemic stroke by time to treatment
Cilostazol Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Year Peto, Fixed, 95% CI
7.9.1 Acute/subacute any Cil v any no Cil
TOSS 0 B7 0 BB MNotestimable 2005
TO88-2 10 232 6 225 32% 1.62[0.60,4.40) 2011 T
CAIST 4 3 § 227 1.8% 0.78(0.21,2.93) 2011 T
MNakamura 2 38 3 38 1.0% 0.66(0.11,3.87) 2012 e e
Shimizu (1) 3 4 266 1.4% 0.76(0.17,3.39) 2013 o
ECLIPse 1 100 1 103 04%  1.03[0.06 1649 2013
Lee (2) 140 0 40 02% 730[015 37238 2017 —
hnuki 0 13 0 11 MNotestimable 2017
Subtotal (95% CI) 972 968 8.0% 1.10 [0.58, 2.05] <
Total events 27 19
Heterogeneity: Chi*=2.30, df=5 (P = 0.81); F= 0%
Testfor overall effect: Z= 0.28 (P = 0.78)
7.9.5 Chronic any Cil v any no Cil
GSPS 533 57 534 165% 0.51[0.33,0.79] 2006 -
GCASISP 11 360 15 359 52% 0.72[0.33,1.59] 2008 -
Guao 2 1 34 06% 1.99[0.20,19.78] 2009 h—
CSP52 72 1337 BB 1335 31.0% 0.81[0.59,1.11] 2010 -
Johkura 0 57 0 49 MNotestimahle 2012
Sakurai (3) ) " ) E) MNotestimable 2013
CATHARSIS 4 B3 B 80 1.9% 0.63[0.18,2.25] 2015 T
PICASS0O 0 TBB 55 TEB 18.4% 0.72[0.47,1.08] 2018 |
LACHT (9) 1 42 ) 15 0.2% 3.89[0.0% 33299 2019
CEPE.com (5) 8 932 B4 347 182% 0.46(0.30,0.70) 20149 -
Subtotal (95% CI) 4155 4130 92.0% 0.65 [0.54,0.78] +
Total events 189 286
Heterogeneity: Chi*=7.37, di=7 (P=0.38), F=5%
Testfor overall effect: Z= 4.59 (F < 0.00001)
Total (95% CI) 5127 5098 100.0% 0.68 [0.57,0.81] L]
Total events 305
Heterogeneity: Chi*=12.14, df=13 (P = 0.52); F= 0% Thoz w0
Testfor overall effect: Z=4.32 (P < 0.0001) Favours Gilostazol Favours Other
Testfor subgroup differences: Chi*= 247, df=1 (P=012), F= 53 5%

Footnotes

(1) Comparison group received placebo OR no treatment

(2) Comparison group received aspirin OR placebo.

(3) Comparison group received aspirin AND Clopidogrel
(4) Comparison group received aspirin OR Clopidogrel
(5) Comparison group treated with aspirin OR Clopidogre!.

C Ischaemic stroke by additional antiplatelets

Cilostazol Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup _Events Total Events Total Weight Peto, Fixed, 95% CI_Year Peto, Fixed, 95% CI
7.10.1 Cil v no Cil, no antiplatelet

CcaPs 3 533 67 63 10.5% 051033079 2006 -
Subtotal (95% CI) 533 534 165%  0.51[0.33,0.79] >

Total events an 57

Heterogensity. Mot applicable

Testfor overall eflect: 2= 3.01 (P = 0.003)

7.10.2 Cil+Asp or Clop v Asp or Clop

Toss 0noa 0 68 Notestimable 2005

Nakamura 2 3 338 10%  066[011,3.97] 2012 —
ECLIPse 110 1103 04% 1,03 [006,18.59] 2013

Shirmizu (1) 3 28 4 256 14%  076[047,3.39 2013 —T
CATHARSIS 4 83 6 80 1.89% 063018225 2015

Ohnuki L RE] 01 Not estimable 3017

CSPS.com (2 2 4 182%  D46(0.30,070] 2019 -
LACH (3) 1 0 0.2% 3.88(0.05,332.68) 3019

Subtotal (95% CI) 234%  0.51[0.35,0.74] *

Total events

Heterogensity: Chi*=1.73, df

Testfor overall eflect 2= 3.57 (P

7.40.3 Cil v Asp or Clop

CAsISP 1 52%  072[0.3%1.50] 2008 —
Guo 2 06% 1.99(0.20,19.78] 2009 —
CSP5 2 72 1337 3.0%  031(0.69,1.11] 2010 -
Toss-2 10 32% 162060, 4.40] 2011 -
CcAIST 4 1.8%  078[0.21,2.83] 2011 —
Johkura 0 Not estimable 2012

Sakurai (4) 0 Notestimable 2013

Lee (5) 1 0.2% 7.38(015372.38) 3017 —
PICASSO 0 18.4%  072(0.47,1.08] 2018 -
Subtotal (95% Cl) 60.4%  0.81[0.65,1.02] L)
Total events 140

Heterogeneity. Chi*= 4.10, df= &

Testfor overall effect; 2= 1.77 (P

Total (95% C1) 5127 5098 100.0%  0.68[0.57,081] +

Total events 210 305

Heterogenaity: Chi*=12.14,df= 13 (F = 0.52), F= 0% Tz

Testfor overall effect: Z= 4.32 (P < 0.0001)

Test for subgroup diferences: ChiF = 6.31, or= 2 (P = 0.04), I*= 88.3%

Footnotes

omparison group received aspirin OR Clopidogrel.
(4) Comparison group received aspirin AND Clopidogrel.
(5) Comparison group received aspirin OR placebo.

omparison aroup received placebo OR no treatment
omparison group treated with aspirin OR Clopidogrel.

X 10
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