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sFig.1 Risk of bias summary: each risk of bias item for each included study.

Fostamatinib Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
MCTO0326339 a 142 1] ar Mot estimable
MNCTOOBRSEZE a 146 1 73 250% 005000, 318 * -
MCTOOBES92S a 304 o 1a3 Mot estimahle
MCTOO0831922 a 22 ] 18 Mot estimable
MCTO11974521 a 614 1 304 249% 0.05[0.00, 3.14] * -
MCTO1197534 a GOB o 302 Mot estimable
MNCTO1197755 1 213 1 108 a0.2% 0.491[0.03, 9.11] —
MCTO1 264770 a 1549 a a2 Mot estimahle
MCTO1 563978 a o] 1] 6T Mot estimable
MCTO1 56307 4 a 130 a 33 Mot estimahbla
MCTOZ092961 a 33 1] 29 Mot estimable
Total {95% Cl) 2437 1187 100.0% 0.16 [0.02,1.24] —~esE—
Total events 1 3

Heterogeneity, Chi*=1.16, df= 2 (P = 0.56); F= 0%
Testfor overall effect Z=1.76 (F = 0.08)
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sFig.2 Forest plot of all-cause death based on fostamatinib versus placebo.



Fostamatinib Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto. Fixed, 95% Cl Peto, Fixed, 95% CI
NCTO0326339 ] 142 0 47 Mot estimable

NCTOOBRSE26 1 146 0 T3 14.3% 448 [0.07, 286.49]

NCTOOBESY25 1] 304 1 183 143% 0.0%[0.00, 2.21] *

NCTO1197521 2 614 0 304 285%  447[0.23 85.04] — T ®& =
NCTO1197534 1 606 1 302 285% 0.47 [0.02, 8.93] ——
NCTO1197755 1 213 0 108 144% 4.53[0.07, 285.33)

NCTO1264770 il 159 0 52 Mot estimable

NCTO1563978 1] B8 0 6T Mot estimable

NCTO1563074 il 130 0 33 Mot estirmable

MCTOZ0925961 1] 33 0 29 Mot estimable

Total (95% CI) 2415 1169 100.0% 1.24 [0.26, 5.97]
Total events ] 2

Heterogeneity, ChiF= 4.17, df = 4 (P = 0.38); F= 4% '
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Testfor overall effect 2= 0.27 (P = 0.79) Favours Fostamatinio Favours Placebo

sFig.3 Forest plot of MACE based on fostamatinib versus placebo.

Fostamatinib 100mg bid  Fostamatinib 150mg qd Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
MCTO0326339 a 43 0 47 Mot estimable
MNCTODBES925 1] 182 1] 142 Mot estimahle
MCTO0831922 1] 22 1] 18 Mot estimahle
MCTO1197521 1] 614 2 04 246% 0.05[000,083 — &= |
MCTO1197534 2 610 i] 298 245% 4.44 [0.23, 85.06] -
MNCTO1197755 1] 105 1 108 139% 0.14 [0.00, 7.02]
MNCTO1242514 3 1343 1 3587 36.9% 0.79[0.07, 873 I E—
MCTO1264770 a a1 0 73 Mot estimable
MCTO1569074 1] H 1] 33 Mot estimahle
Total (95% CI) 3007 1390 100.0% 0.48 [0.11, 2.05] s
Total events L} 4
Heterogeneity: Chi*= 5.04, df= 3 (P=0.17); F= 40% n = n=1 150 snnl

Testfor overall effect 2=1.00 (F = 0.32) Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.4 Forest plot of MACE based on fostamatinib 100mg bid versus fostamatinib
150mg qd.

Fostamatinib Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto. Fixed, 95% Cl Peto, Fixed, 95% CI
NCTO0326339 ] 142 0 47 Mot estimable
NCTOOBRSE26 il 146 0 73 Mot estirmable
NCTOOBESY25 1 304 1 183 Z61% 0.48 [0.03, 8.99] —
NCTO1197521 1 614 0 304 130% 4.46[0.07, 287.06]
NCTO1197534 1 606 0 302 13.0% 4.47[0.07, 286.68]
NCTO1197755 1 213 1 108 262% 0.49[0.03, 8.11] T
NCTO1264770 2 159 0 52 21.7%  3.79[0.15,85.30] —F = =
NCTO1563978 1] B8 0 6T Mot estimable
NCTO1563074 il 130 0 33 Mot estirmable
NCTOZ092961 il 33 0 29 Mot estimable

Total (95% CI) 2415 1169 100.0% 1.34 [0.30, 6.03]
Total events G 2
Heterogeneity, Chi®=1.98, df= 4 (P=074); F=0%

Testfor overall effect Z=0.39 (F=0.70)
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sFig.5 Forest plot of ischaemic heart disease based on fostamatinib versus placebo.



Fostamatinib 100mg bid Fostamatinib 150mg qd Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
MNCTOD326339 1] 49 1] 47 Mot estimahle

MNCTODBES925 1] 142 1 182 11.2% 0.14[0.00, 6.82]

MCTO0831922 a 22 ] 18 Mot estimable

MCTO1197521 1] 614 1 304 9.9% 0.05[000,3.14] *

MCTO1197534 2 B10 il 298 197% 4.44 [0.23, 85.06] —
MCTO1197755 a 108 1 108 11.2% 0.14 [0.00, 7.02]

MCTO1242514 4 1343 1 3a7 IT0% 1.06[012, 9.16] .

MCTO1 264770 1 g1 1] T3 OMMA%  6.69[013, 339.16]

MCTO1563074 a kil 0 33 Mot estimable

Total (95% CI) 3007 1390 100.0%  0.81[0.22, 2.99] -

Total events 7 4

Heterogeneity: Chi®= .77, df =5 (P=0.33); F= 13% 0001 01 10 PR

Testfor averall effect 2= 0.32 (F = 0.74) Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.6  Forest plot of ischaemic heart disease based on fostamatinib 100mg bid
versus fostamatinib 150mg qd.

Fostamatinib Placebo Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto. Fixed, 95% Cl Peto, Fixed, 95% CI
MNCTO0326339 a 142 a L Mot estimahbla
MNCTOOBESEZ6 1 148 1] 73 333% 443[007, 286.49] =
MNCTOOBRS925 a 304 1 1583 334% 0.05 [0.00, 3.21] * .
MCTO1197521 1 614 0 204 33.2% 4.46[007, 287.06] =
MCTO1197534 a GOR o 30z Mot estimahble
MCTO11 97755 a 213 o 108 Mot estimahle
MCTO1 264770 a 1549 1] 52 Mot estimable
MNCTO1 563978 a 63 a Gy Mot estimahbla
MCTO1 56307 4 a 130 1] 33 Mot estimable
MCTOZ092961 a K] a 28 Mot estimahbla

Total (95% CI) 2415 1169 100.0%  1.00 [0.09, 11.02]
Total events 7 1

Heterogeneity, Chi®= 298, df=2(P=023,F=33% T

i 2 0.001 XL 1000
Testfor overall effect: 2= 0.00 (P = 1.00) Favours Fostamatinib  Favours Placebo

sFig.7 Forest plot of stroke based on fostamatinib versus placebo.

Fostamatinib 100mg bid  Fostamatinib 150mg gd Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
MNCTOD326339 1] 49 1] 47 Mot estimahle
MNCTODBES925 o 142 1] 142 Mot estimahble
MCTO0831922 a 22 ] 18 Mot estimable
MCTO1197521 1] 614 1 304 572% 0.05[0.00,2.14] * L
MCTO1197534 1] B10 ] 298 Mot estimahle
MCTO1197755 a 108 0 108 Mot estimable
MCTO1242514 1 1343 1] 387 428%  3.55[0.03, 436.08] L]
MCTO1 264770 1] g1 1] T3 Mot estimahle
MCTO1563074 a kil 0 33 Mot estimable
Total (95% CI) 3007 1390 100.0%  0.31[0.01,7.13] R ——
Total events 1 1

T = L 19 2= ; 4 + |
Heterogeneity: Chi®=1.74,df =1 (P=0.19); F= 43% 0001 01 10 PR

Testfor averall effect 2= 0.74 (7 = 0.46) Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.8 Forest plot of stroke based on fostamatinib 100mg bid versus fostamatinib
150mg qd.



Fostamatinib Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NCTO0326339 ] 142 ] 47 Mot estimahle

NCTO0BES626 0 146 i 73 Mot estimahle

NCTO0GGA5925 0 304 0 153 Mot estimahle

NCTO1197521 1 B14 0 304 47.3% 149 [0.08, 36.66] &
NCTO1197534 0 BOA o a0z Mot estimahle

NCTO1197755 ] 213 o 109 Mot estimahle

MNCTO1264770 1 159 ] a2 B2.7% 0499[0.04, 2477] i
NCTO15635978 0 68 il 67 Mot estimahle

NCTO1569074 0 130 ] 33 Mot estimahle

NCTO2092961 0 33 0 29 Mot estimahle

Total (95% CI) 2415 1169 100.0% 1.23[0.13,11.87] ——w
Total events 2 a

Heterogeneity, Chi*=0.03, df=1 {F = 0.86); F= 0% ID.D1 0!1 1ID 1DD'

Testior overall effect 2= 018 (F = 0.86) Favours Fostamatinib  Favours Placebo

sFig.9 Forest plot of pulmonary heart disease and disease of pulmonary circulation
based on fostamatinib versus placebo.

Fostamatinib 100mg bid  Fostamatinib 150mg qd Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
MCTO0326339 a 43 0 47 Mot estimable
MNCTODBES925 1] 182 1] 142 Mot estimahle
MCTO0831922 1] 22 1] 18 Mot estimahle
MCTO1197521 1] 614 1 04 572% 0.05[0.00, 3.14] L
MCTO1197534 i} 610 ] 298 Mat estimahble
MNCTO1197755 1] 105 1] 108 Mot estimahle
MNCTO1242514 1 1343 ] 3587 428%  3.595[0.03, 436.08] L)
MCTO1264770 a a1 0 73 Mot estimable
MCTO1569074 1] H 1] 33 Mot estimahle
Total (95% CI) 3007 1390 100.0% 0.31 [0.01,7.13] S ——
Total events 1 1

i == 1= s I } | |
Heterogeneity: Chi*=1.74 df=1{P=019); F= 43% 0001 01 10 1000

Testfor overall effect 2= 0.74 (P = 0.46) Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.10 Forest plot of pulmonary heart disease and disease of pulmonary circulation
based on fostamatinib 100mg bid versus fostamatinib 150mg qd.



Fostamatinib Placebo Peto Odds Ratio Peto Odds Ratio

Study or Subgroup Events Total Events Total Weight Peto. Fixed, 95% Cl Peto, Fixed, 95% CI
NCTO0326339 ] 142 0 47 Mot estimable

NCTOOBRSE26 il 146 0 73 Mot estirmable

NCTOOBESY25 i] 304 0 1483 Mot estimable

NCTO1197521 5 614 1 304 350%  211[0.38 11.61] T
NCTO1197534 7 606 0 302 408% 4452093 21.89] —
NCTO1197755 1 213 0 108 549% 4.53[0.07, 285.33]

NCTO1264770 2 159 0 52 98%  379[0.15, 85.30] O T
NCTO1563978 1] B8 0 6T Not estimable

NCTO1563074 il 130 2 33 85% 0.01 (000,022 =
MCTOZ0925961 1] 33 0 29 Mot estimable

Total (95% CI) 2415 1169 100.0% 1.96 [0.72, 5.38] -
Total events 15 3

Heterogeneity, ChiF= 11.62, di= 4 (P = 0.02; F= 66%

Testfor overall effect Z=1.31 {F=0.19) 0.001 o5 1 1o 500

Fawours Fostamatinio Fawvours Placebo

sFig.11 Forest plot of other forms of heart disease based on fostamatinib versus
placebo.

Fostamatinib 100mg bid  Fostamatinib 150mg qd Peto Odds Ratio Peto Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
MCTO0326339 a 43 0 47 Mot estimable
MNCTODBES925 1] 182 1] 142 Mot estimahle
MCTO0831922 1] 22 1] 18 Mot estimahle
MCTO1197521 1 614 5 04 306% 0.10[0.02, 0.56] e
MCTO1197534 B 610 ? 298 406% 1.43[0.32, 65.249] —
MNCTO1197755 1] 105 1 108 5.8% 0.14 [0.00, 7.02]
MNCTO1242514 4] 1343 ] 3E7 23.0% 3.56 [0.50, 25.46] I
MCTO1264770 a a1 0 73 Mot estimable
MCTO1569074 1] H 1] 33 Mot estimahle
Total (95% CI) 3007 1390 100.0% 0.69 [0.27, 1.76] e _
Total events 12 2
Heterogeneity: Chi*= 8.06, df= 3 (P = 0.03); F= 67% nl = 011 1=n snln

Testfor overall effect 2= 078 (P = 0.44) Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.12 Forest plot of other forms of heart disease based on fostamatinib 100mg bid
versus fostamatinib 150mg qd.



Fostamatinib Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% Cl M-H. Fixed, 95% Cl
1.1.1 4 weeks
MCTO156349748 3 68 1 67 1.8% 296 [0.32,27.71] T
Subtotal (95% Cl) 68 67 1.5% 2.96 [0.32, 27.71] = CEEERRE——
Total events 3 1
Heterogeneity: Mot applicable
Testfor overall effect. Z2=085 (P =034
1.1.2 12 weeks
MCTO03263349 ] 142 a 47 11% 368 [0.21, B5.54]
MCTOOBEAE2G 14 146 3 T3 5.8% 347 [0.97,10.36] R
MCTO1569074 23 130 2 33 4.6% 2920072, 11.76] T
Subtotal (95% Cl) 418 153 11.4% 312132, 7.38] -
Total events a7 L]
Heterogeneity: Chi*=0.02, df=2{F=099); F=0%
Testfor overall effect £2= 259 (P =0.010)
1.1.3 24 weeks
MNCTO0BESY24 kL] 304 Too183 134% 2801.28 617 S S
MCTO1187754 8 M3 9 109 17.21% 1.65[0.81, 3.36] =
MNCTO1264770 14 159 1] 52 1.1% 1027 [0.63, 168.69] *
MCTO2052961 4 33 1 28 1.8% 352042 29649 B
Subtotal (95% Cl) 709 343 33.2% 2.48[1.51,4.10] <>
Total events ar 17
Heterogeneity: Chi*= 2. 46, df=3{F=048); F=0%
Test for overall effect. £=3.56 (P = 0.0004)
1.1.4 52 weeks
WCTO11587521 148 f14 12 304 231% B.11[3.45 10.82] T
MCTO1187534 123 FOA 16 302 308% 3.83[2.32 B.37] —&—
Subtotal (95% CI) 1220 606 53.9% 4.81 [3.30, 7.01] . 4
Total events 271 28
Heterageneity: Chit=146, df=1(P=023,F=31%
Testfor overall effect: Z=8.17 (P = 0.00001)
Total {95% CI) 2415 1169 100.0% 3.82 [2.88, 5.05] L
Total events 408 a1 . .
Heterageneity: Chis=9.31, df=9(F = 0413 F= 3% ] 1'0 1DD'

Test for overall effect. £=9.35 (P = 0.00001)

Testfor suboroup differences Chif=4 48 dfi=3 (P =021 F=331%

Fawours Fostamatinib

Fawours Placebo

sFig.13 Forest plot of hypertension based on fostamatinib versus placebo.



Fostamatinib 100mg bid  Fostamatinib 150mg qd Risk Ratio Risk Ratio

Study or Subaroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 12 weeks

MCTO0326339 3 95 2 47 1.0% 0.74 [0.13, 4.29] s
MNCTO156907 4 17 97 3] 33 4% 0.96 [0.41,2.24] Tl
Subtotal (95% CI) 192 80  44%  0.91[0.43,1.95] e
Total events 20 g

Heterogeneity: Chi®= 0.07, df=1 (P =0.79); F=0%
Testfor overall effect: £=0.24 (P = 0.81)

1.3.2 24 weeks

MNCTO0BES5925 21 152 18 152 B.7% 1.7 [0.65, 2.10] A
MCTO1197755 14 108 15 108 5.5% 0.96 [0.49,1.89] T
NCT01264770 11 81 10 T3 39%  0.99[0.45 2.20] e
Subtotal (95% CI) 338 333 16.2%  1.05[0.72,1.55] <>
Total events 46 43

Heterogeneity: Chi®=0.21, df= 2 {P = 0.90); F= 0%
Testfor overall effect Z=0.26 {P=0.79)

1.3.3 52 weeks

MCTO1197521 85 614 76 304 381% 0.55[0.42,0.73] -
MCTO1197534 85 610 54 298 377% 0.75[0.55,1.03] sl
Subtotal (95% CI) 1224 602 658%  0.64 [0.52,0.78] L 4
Total events 170 el

Heterogeneity: Chi*= 214 df=1{P=0.14) F=53%
Testfor overall effect: Z=4.27 (P = 0.0001)

1.3.4 109 weeks

MCTO1242514 187 1343 23 387 13.6% 2.2811.50, 3.49) ST
Subtotal (95% CI) 1343 357 13.6%  2.28 [1.50,3.45] R
Total events 197 23

Heterogeneity: Mot applicable
Testfor overall effect 2= 3.88 (P =0.0001)

Total {95% CI) 3097 1372 100.0%  0.94 [0.80,1.10] 4
Tatal events 433 205
Heterogeneity: Chi®= 33.95 df=7 (P = 0.0001); F= 749%

Testfor overall effect: Z=0.74 (P = 0.48)

Testfor subaroun differences: Chi®= 3017, df= 3 (P = 0.00001). F=90.1%

0.01 01 10 100
Fostamatinib 100mg bid Fostamatinib 150mg qd

sFig.14 Forest plot of hypertension based on fostamatinib 100mg bid versus
fostamatinib 150mg qd.

Fostamatinib 100mg bid  Fostamatinib 100mg qd Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% CI
MCTO1242514 197 1343 15 212 81.48% 2.07 [1.245,3.43]
MNCTO1264770 11 1 Lt a7 18.5% 1.55[0.57, 4.21] I O
Total {95% CI) 1424 269 100.0%  1.98[1.26,3.11] <>
Tatal events 208 20

i i i o I . \ )
Heterogeneity: Chi®= 0.26, df=1 (P = 0.61); F= 0% ID.D1 051 1'0 100'

Testfor overall effect. 2= 2.95 (P = 0.003) Fostamatinib 100mg bid Fostamatinib 100mg qd

sFig.15 Forest plot of hypertension based on fostamatinib 100mg bid versus
fostamatinib 100mg qd.

Fostamatinib Adamumab Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed, 95% Ci M-H, Fixed, 95% CI
MCTO1264770 26 211 b A4 B24% 1.33[0.54, 3.30]
MCTO2092961 g 55 1] 28 TE%  870[0.33 99.48]
Total {35% CI) 266 82 100.0%  1.66 [0.71, 3.91] -
Total events il g .

Heterogeneity: Chi*=0.94, df=1 (P=033), F=0%

Testfor overall effect Z=1.17 (P = 0.24) g0 o ! i 100

Favours Fostamatinib Favours Adamumab

sFig.16 Forest plot of hypertension based on fostamatinib versus adamumab.



