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Table S1 Baseline characteristics 

Study Study Name Phase 

Follow-

up 

duration 

(months) 

Treatment 

setting 

No of 

patients 

No of 

control 

Treatment 

regimen 

Control 

regimen 

Median 

age 

Median 

age 

control 

Rob 2 

Bias 

Ghia, et al 2020 (1) ASCEND 3 16.1 R/R 154 153 ACA PC 68 67 Low 

Sharman, et al 2020 

(2) 
ELEVATE-TN 3 28.3 TN 178 179 ACA + O O + Chl 70 71 Low 

Sharman, et al 2020 

(2) 
ELEVATE-TN 3 28.3 TN 179 179 ACA O + Chl 70 71 Low 

Byrd, et al 2021 (3) N/A 3 40.9 R/R 266 263 ACA Ibr 66 65 Low 

Elter, et al 2011 (4) N/A 3 29.5 R/R 164 165 Ale + F F N/A N/A Low 

Geisler, et al 2014 (5) HOVON68 3 42.8 TN 133 136 Ale + F + C F + C N/A N/A Low 

Wendtner, et al 2004 

(6) 
GCLLSG 3 21.4 Consolidation 1L 11 10 Ale Observation 60 60 Low 

Michallet, et al 2018 

(7) 
MABLE 3 23.5 TN, R/R 177 178 R + B R + Chl 73 72 Low 

Burger, et al 2019 (8) N/A 2 36 TN, R/R 104 104 Ibr Ibr + R 65 65 Low 

Shanafelt, et al 2019 

(9) 
E1912 3 33.6 TN 352 158 Ibr + R F + C + R N/A N/A Low 

Woyach, et al 2018 

(10) 
Alliance A041202 3 38 TN 180 176 Ibr R + B 71 70 Low 

Woyach, et al 2018 

(10) 
Alliance A041203 3 38 TN 181 176 Ibr + R R + B 71 70 Low 

Langerbeins, et al 

2022 (11) 
CLL12 3 31 TN 155 158 Ibr Placebo 64 64 Low 

Chanan-Khan, et al 

2016 (12) 
HELIOS 3 17 R/R 287 287 Ibr + R + B 

Placebo + 

R + B 
64 63 Low 

Byrd, et al 2014 (13) RESONATE 3 9.4 R/R 195 191 Ibr OFA 67 67 Low 

Wierda, et al 2021 

(14) 
CAPTIVATE 2 31.3 TN 43 43 Ibr Placebo 58 58 Low 

Wierda, et al 2021 

(14) 
CAPTIVATE 2 31.3 TN 31 32 Ibr Ibr + VEN 58 58 Low 

Furman, et al 2014 

(15) 
N/A 3 18 R/R 110 107 IDELA + R 

Placebo + 

R 
71 71 Low 
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Study Study Name Phase 

Follow-

up 

duration 

(months) 

Treatment 

setting 

No of 

patients 

No of 

control 

Treatment 

regimen 

Control 

regimen 

Median 

age 

Median 

age 

control 

Rob 2 

Bias 

Jones, et al 2017 (16) N/A 3 16.1 R/R 173 86 
IDELA + 

OFA 
OFA 68 67 Low 

Zelenetz, et al 2017 

(17) 
N/A 3 14 R/R 207 209 

IDELA + R 

+ B 

Placebo + 

R + B 
62 64 Low 

Fink, et al 2017 (18) CLLM1 3 17.9 M 1L 56 29 L Placebo 64 64 Low 

Chanan-Khan, et al 

2017 (19) 
CONTINUUM 3 31.5 M 2L 157 154 L Placebo 63 63 Low 

Jindal, et al 2021 (20) N/A 2 22 M 1L 25 15 L Observation 60 62 Low 

Goede, et al 2014 (21) CLL11 3  TN 336 321 O + Chl R + Chl 74 73 Low 

Hillmen, et al 2016 

(22) 
COMPLEMENT1 3 28.9 TN 217 227 OFA + Chl Chl 69 70 Low 

Robak, et al 2017 (23) COMPLEMENT2 3 34 R/R 181 178 
OFA + F + 

C 
F + C 62 61 Low 

van Oers, et al 2015 

(24) 
PROLONG 3 19.1 M 2L 239 241 OFA Observation 64 64.5 Low 

Hallek, et al 2010 (25) CLL8 3  TN 396 404 F + C + R F + C 61 61 Low 

Robak, et al 2010 (26) REACH 3 25 R/R 274 272 F + C + R F + C 63 62 Low 

Greil, et al 2016 (27) 
AGMT CLL-8a 

Mabtenance 
3 33.7 M 134 129 R Observation 63 63 Low 

Eichhorst, et al 2016 

(28) 
CLL10 3 37.1 TN 279 278 F + C + R R + B 62 61 Low 

Dartigeas, et al 2018 

(29) 
CLL 2007 SA 3 47.7 M 1L 198 207 R Observation 

mean 

71.7 
71.1 Low 

Fischer, et al 2019 (30) CLL14 3 28.1 TN 212 214 VEN + O Chl + O 72 71 Low 

Seymour, et al 2018 

(31) 
MURANO 3 23.8 R/R 194 188 VEN + R R + B 64.5 66 Low 

Hillmen, et al 2007 

(32) 
CAM 307 3 24.6 TN 147 147 Ale Chl 59 60 Low 

Huang, et al 2018 (33) N/A 3 17.8 R/R 104 52 Ibr R 65 67 Low 

Burger, et al 2015 (34) RESONATE-2 3 18.4 TN 135 132 Ibr Chl 73 72 Low 
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Study Study Name Phase 

Follow-

up 

duration 

(months) 

Treatment 

setting 

No of 

patients 

No of 

control 

Treatment 

regimen 

Control 

regimen 

Median 

age 

Median 

age 

control 

Rob 2 

Bias 

Moreno, et al 2019 

(35) 
iLLUMINATE 3 31.3 TN 113 115 Ibr + O Chl + O 70 72 Low 

Foa, et al 2014 (36) N/A 2 34.2 M 1L 34 32 R Observation 70 70 Low 

Hillmen, et al 2011 

(37) 
N/A 2 29 R/R 26 26 

R + F + C + 

Mi 
F + C + Mi 66 68 Low 

Sharman, et al 2021 

(38) 
GENUINE 3 41.6 R/R 59 58 

Ibr + 

Ublituximab 
Ibr 66 67 Low 

Osterborg, et al 2016 

(39) 
N/A 3 12 R/R 79 43 OFA PC 62 63 Low 

Flinn, et al 2018 (40) DUO 3 22.4 R/R 158 155 Duvelisib OFA 69 69 Low 

Abbreviations: 1L, first line, 2L, second line, ACA, acalabrutinib, Ale, alemtuzumab, B, bendamustine, C, cyclophosphamide, Chl, chlorambucil, 

F, fludarabine, Ibr, ibrutinib, IDELA, idelalisib, L, lenalidomide, M, maintenance, Mi, mitoxantrone, O, Obinutuzumab, OFA, ofatumumab, PC, 

physician’s choice, R, rituximab, R/R, relapsed or refractory, TN, treatment naïve, VEN, venetoclax 
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Table S2 Treatment naive versus Relapsed/Refractory 

Drug class Treatment naïve Relapsed/Refractory 

BTKi 
16.22% 

(12.50 - 20.31%) 

25.84% 

(20.65 - 31.39%) 

2nd generation anti-

CD20 

11.11% 

(8.54 - 13.97%) 

17.97% 

(12.91 - 23.65%) 

Rituximab 
21.02% 

(13.20 - 30.09%) 

21.28% 

(18.88 - 23.78%) 

PI3Ki N/A 
30.89% 

(24.33 - 37.85%) 
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Figure S1 Cumulative incidence rate of severe infections with BTKi monotherapy
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Figure S2 Cumulative incidence rate of severe infections for BTKi not-monotherapy 

  



8 
 

Figure S3 Cumulative incidence rate of severe infections for Rituximab 
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Figure S4 Cumulative incidence rate of severe infections for BCL2 inhibitors 
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Figure S5 Cumulative incidence rate of severe infections for lenalidomide 
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