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Search Strategies

Ovid MEDLINE

1 |ibrutinib.af.

2 | randomized controlled trial.pt.

3 | controlled clinical trial.pt.

4 | randomized.ab.

5 | placebo.ab.

6 | randomly.ab.

7 | clinical trials as topic.sh.

8 | trial.ti.

9 |2or3o0r4or50r6o0r7or8

10 | exp animals/ not humans.sh.

11 (9 not 10

12|1and 11

EMBASE

1 | ibrutinib.

random*:ab,ti OR placebo*:de,ab,ti OR (double NEXT/1
blind*):ab,ti.

3(1and?2

Ovid CENTRAL

1 | ibrutinib.af.




Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (aftrition bias)

Selective reporting (reporting bias)

Other bias
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Figure A: Overview of trials’ risk of bias.
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Figure B: Funnel plot for publication bias evaluation — hypertension.
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Figure C: Funnel plot for publication bias evaluation — atrial fibrillation.



Subgroups/studies Hypertension - RR (95% CI) Ibrutinib Control :

HELIOS 2.600 (0.939,  7.199) 13/289  5/289 e

INNOVATE 3.333 (0.955, 11.633) 10/75 3/75 —

Subgroup Placebo (1*2=0.4 % , P=0.763) 2.871 (1.302, 6.334) 23/364  8/364 _

Huang et al. 1.000 (0.260, 6/104 352 — gL

ILLUMINATE 3.867 (1.495, 19/113 5/115 —.

RAY 3.200 (1.205, 16/139  5/139 —

RESONATE 2.449 (0.781, 10/195  4/191 -

RESONATE-2 40.096 (2.450, 20/135  0/132

Woyach et al. 2.204 (1.486, 3.268) 113/361 25/176 -

Subgroup Active control (1*2=76.08 % , P=0.221) 2.876 (1.240, 6.669) 184/1047 42/805 _

Overall (142=66.07 % , P=0.406) 2.819 (1.521, 5.226) 207/1411 50/1169 e
—_—
02 052 13 26 s 1302 2605 5200 13023 26045 52081

Relative Risk (log scale)

Subgroups/studies Atrial fibrillation RR (95% CI) Ibrutinib Control :
HELIOS 4.000 (0 18.675) 8/289 2/289 [ B
iINNOVATE 5.500 (1 23.975) 11/75 2/75 S
Subgroup Placebo (142=0.35 % , P=0.770) 4.724 (1.626, 13.723) 19/364  4/364 ———————
Huang et al. 6.562 (0.377, 114.286) 6/104 0/52 —
ILLUMINATE 29.509 (1.781, 488.825) 14/113 0/115 .
RAY 2.500 (0.493, 12.669) 5/139 2/139 L n
RESONATE 10.774 (1.405, 82.644) 11/195 1/191 T =
RESONATE-2 7.822 (0.992, 6€1.678) 8/135 1/132 : L
Woyach et al. 2.633 (1.031, 6.720) 27/361 5/176 .
Subgroup Active control (1*2=28.54 % , P=0.486) 4.895 (2.030, 11.802) 71/1047 9/805 —_—
Overall (1*2=22.82 % , P=0.710) 4.689 (2.368, 9.285) 90/1411 13/1169 —_———
T T T T T T T ™)
03 075 188 377 s7ea 7535 18838 37676

754 8.
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Figure D: Forest plot of risk associated with ibrutinib according to the controls
used in the trials. P-value for interaction between groups regarding hypertension:
p=0.99; P-value for interaction between groups regarding atrial fibrillation:
p=0.96.
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Figure E: Meta-regression evaluating the association of hypertension risk and
follow-up (p=0.93).
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Figure F: Meta-regression evaluating the association of atrial fibrillation risk and
follow-up (p=0.158).



Control
Events Total

Ibrutinib
Study or Subgroup  Events Total

Hypertension

HELIOS 13 289 5 289 10.0%
Huang et al. 6 104 3 52 5.9%
ILLUMINATE 19 113 5 115 11.3%
iINNOVATE 10 75 3 75 6.8%
RAY 16 139 5 139 10.8%
RESONATE 10 195 4 191 8.1%
RESONATE-2 20 135 0 132 14%
Woyach et al. 113 361 25 176 457%
Subtotal (95% CI) 1411 1169 100.0%
Total events 207 50

Heterogeneity: Tau® = 0.02; Chi*=7.70,df =7 (P = 0.36); I’ = 9%
Test for overall effect: Z = 5.50 (P < 0.00001)

Atrial fibrillation

HELIOS 8 289 2 289 135%
Huang et al. 6 104 0 52 3.9%
iLLUMINATE 14 113 0 15 41%
iINNOVATE 1 75 2 75 148%
RAY 5 139 2 139 121%
RESONATE 11 195 1 191 77%
RESONATE-2 8 135 1 132 7.5%
Woyach et al. 27 361 5 176 364%
Subtotal (95% Cl) 1411 1169 100.0%
Total events 90 13

Heterogeneity: Tau? = 0.00; Chi* = 4.89, df = 7 (P = 0.67); I = 0%
Test for overall effect: Z = 5.03 (P < 0.00001)

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

2.60 [0.94, 7.20]
1.00 [0.26, 3.84]
3.87 [1.50, 10.00]
3.33[0.96, 11.63)
3.20 [1.21, 8.49]
2.451[0.78, 7.67]
40.10 [2.45, 656.20]
2.20 [1.49, 3.27]
2.56 [1.83, 3.59]

4.00 [0.86, 18.67]
6.56 [0.38, 114.29]
2951 [1.78, 488.83]
5.50 [1.26, 23.97]
2.50[0.49, 12.67)
10.77 [1.40, 82.64]
7.82[0.99, 61.68]
2.63[1.03, 6.72]
4.27 [2.42, 7.51]
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Figure G: Forest plot with meta-analyses using the Mantel-Haenszel method and

random effects models.
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