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Evidence Base from Phase 3 Trials: Targeted Front-line Therapy Options

Continuous BTKi:  

Acalabrutinib, Ibrutinib, Zanubrutinib 

1950

patients

9 arms

median

follow-up

sum: 534 

months

median 

age ≈70: 

7 arms

445

patients

2 arms

median 

age ≈70: 

1 arm

Short-term BCL2 targeting:

Obinutuzumab

+ Venetoclax 

Ibrutinib / Acalabrutinib

+ Venetoclax 

943

patients

4 arms
follow-

up sum:

183 

monthsfollow-

up sum:

127

months

Barr et al. Blood Adv 2022; Woyach et al. Blood 2024; Moreno et al. Haematologica 2022; 

Ramakrishnan et al. ASH 2023; Sharman et al. ASH 2023; Hillmen Lancet Onc 2023; 

Shanafelt et al. Blood 2022; Al-Sawaf et al. Blood 2024; Fürstenau et al. Lancet Onc 2024; 

Moreno et al. ASH 2023; Munir et al. NEJM 2023; Brown et al. NEJM 2025

median 

age ≈70: 

1 arm



Safety: Grade 3 – 5 Adverse Events over Time

Ibrutinib (RESONATE-2)

Barr et al. Blood 2022

(CLL14, 2 years)
7%

11%

Al-Sawaf et al. Blood 2024



Safety: Summary of Product Characteristics (FDA):  

Contraindications, Warnings and Precautions, Adverse Reactions

Obinutuzumab Venetoclax Ibrutinib

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125486s029lbl.pdf

https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/208573s013lbl.pdf 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/217003s000lbl.pdf



BRUIN CLL-313: Adverse Events of Interest

Pirtobrutinib

(n=140)

BR 

(n=132)

Any Grade

n (%)

Grade ≥3

n (%)

Any Grade

n (%)

Grade ≥3

n (%)

Infection 80 (57.1) 19 (13.6) 44 (33.3) 11 (8.3)

Infection without COVID-19 72 (51.4) 19 (13.6) 38 (28.8) 9 (6.8)

Bleeding 36 (25.7) 1 (0.7) 2 (1.5) 0 (0)

Hemorrhage 17 (12.1) 1 (0.7) 2 (1.5) 0 (0)

Bruising 16 (11.4) 0 (0) 0 (0) 0 (0)

Petechiae and purpura 8 (5.7) 0 (0) 0 (0) 0 (0)

Neutropenia 21 (15.0) 13 (9.3) 68 (51.5) 60 (45.5)

Anemia 14 (10.0) 6 (4.3) 21 (15.9) 10 (7.6)

Thrombocytopenia 12 (8.6) 4 (2.9) 23 (17.4) 9 (6.8)

Atrial fibrillation and atrial flutter 2 (1.4) 1 (0.7) 2 (1.5) 1 (0.8)

≥75 years old 1 (5.0) 0 1 (4.3) 0

Hypertension 11 (7.9) 4 (2.9) 6 (4.5) 4 (3.0)

Jurczak et al. ASH 2025; Jurczak et al. JCO 2026



Burger et al, EHA 2025 

Why start with continuous BTK inhibitor? (courtesy A. Tredeschi)

Resonate 2 trial 10 years FU

✓ Median PFS With Ibrutinib Reached at 8.9 Years

49.7%

Shanafelt et al, Blood Advances 2025 

ECOG 1912 8 years FU

✓ Median PFS With Ibrutinib NR

64.4%

Efficacy irrespective of risk factors (IGHV, 17p deletion, TP53 mutation) 

Trials with significant OS improvement over chemoimmunotherapy: 

Continuous BTKi: RESONATE-2, ELEVATE-TN, ECOG1912 

Fixed duration BCL2i: (GLOW)?



cBTKi
continuous

ncBTKi1
continuous

Median TTNT

32.6 m

cBTKi
continuous

Ven based2,3

Median 

PFS2/TTNT

~30 m

3 

ncBTKi4
continuous

Median TTNT

20 m

4 Sharman J et al, JCO 2025 

5  Thompso et al, ASH 2024

Ven R5

Median PFS

23 m

24 m

Why start with continuous BTK inhibitor? (courtesy A. Tredeschi): 

Well-established 2nd and 3rd Line Teament Options

Ibrutinib Median PFS

8.9 y

Ibrutinib Median PFS

8.9 y
2 Hampel PH et al, ASH 2024 ; 
3 Ghosh et al, AmJ Hematol 2025 

1 Eyre T et al, ASH 2025



CLL17: STUDY DESIGN

Patients with 

previously 

untreated CLL

1:1:1 

randomization
Stratification 

according to fitness, 

del17p/TP53, IGHV

Ibrutinib 420 mg po daily until PD

Venetoclax 400 mg po daily (c1 d22 – c12)

Obinutuzumab 1000 mg iv (c1 d1(2)/8/15, c 2-6 d1) 

Venetoclax 400 mg po daily (c4 d1 – c15)

Ibrutinib 420 mg po daily (c1 d1 – c15)

Patient enrollment from 

February 2021 to 

November 2022. 

Median observation time: 34.2 months (IQR 30.3-39.3)

976 patients screened,

in 174 sites,

across 13 countries.

Al-Sawaf et al. ASH 2025;  Al-Sawaf et al. NEJM 2026



CLL17: PATIENT CHARACTERISTICS

VO VI I

N 303 305 301

D
e
m

o
g

ra
p

h
ic

s

Male (%) 216 (71.3) 204 (66.9) 196 (65.1)

Median age (range) 66 (40-90 ) 66 (37-83 ) 65 (34-85 )

Age >65 (%) 155 (51.2) 158 (51.8) 146 (48.5)

Median CIRS (range) 3 (0-17) 3 (0-18 ) 3 (1-15)

GFR <70 (%) 101 (33.6) 109 (35.7) 95 (31.7)

Unfit* (%) 134 (44.5) 136 (44.6) 130 (43.2)

R
is

k
 f

a
c

to
rs

High TLS risk (by ALC and LN) 76 (25.7) 70 (23.0) 67 (22.6)

Unmutated IGHV status 171 (56.4) 172 (56.4) 171 (56.8)

TP53mut/del17p 23 (7.6) 25 (8.2) 21 (7.0)

High/Very High CLL-IPI 176 (61.5) 172 (59.3%) 172 (59.9%)

Binet B/C 232 (76.6%) 213 (69.8%) 225 (75.0%)

CKT ≥ 3 42 (15.8) 53 (20.0) 58 (21.9)

* Defined by cumulative illness rating scale >6 and/or GFR <70 ml/min

Al-Sawaf et al. ASH 2025;  Al-Sawaf et al. NEJM 2026



CLL17: ADVERSE EVENTS

Selected adverse events of interest, all CTC grades

VO VI I

Safety population – No. (%) 295 303 298

Blood and lymphatic system disorders 174 (59.0) 130 (42.9) 85 (28.5)

Febrile neutropenia 14 (4.7) 7 (2.3) 0 (0)

Neutropenia 155 (52.5) 110 (36.3) 49 (16.4)

Cardiac disorders 41 (13.9) 72 (23.8) 103 (34.6)

Atrial fibrillation 11 (3.7) 38 (12.5) 50 (16.8)

Gastrointestinal disorders 176 (59.7) 225 (74.3) 189 (63.4)

Diarrhea 80 (27.1) 143 (47.2) 104 (34.9)

Infections and infestations 225 (76.3) 243 (80.2) 238 (79.9)

COVID-19 113 (38.3) 128 (42.2) 117 (39.3)

Pneumonia 41 (13.9) 28 (9.2) 40 (13.4)

Metabolism and nutrition disorders 90 (30.5) 75 (24.8) 72 (24.2)

Tumor lysis syndrome 12 (4.1) 4 (1.3) 1 (0.3)

Neoplasms benign, malignant and unspecified 35 (11.9) 35 (11.6) 55 (18.5)

Richter Transformation 4 (1.4) 1 (0.3) 4 (1.3)

Vascular disorders 60 (20.3) 102 (33.7) 124 (41.6)

Hypertension 34 (11.5) 51 (16.8) 72 (24.2)

Al-Sawaf et al. ASH 2025;  Al-Sawaf et al. NEJM 2026



CLL17: ADVERSE EVENTS

Selected adverse events of interest

VO VI I

Safety population – No. (%) 295 303 298

Blood and lymphatic system disorders 174 (59.0) 130 (42.9) 85 (28.5)

Febrile neutropenia 14 (4.7) 7 (2.3) 0 (0)

Neutropenia 155 (52.5) 110 (36.3) 49 (16.4)

Cardiac disorders 41 (13.9) 72 (23.8) 103 (34.6)

Atrial fibrillation 11 (3.7) 38 (12.5) 50 (16.8)

Gastrointestinal disorders 176 (59.7) 225 (74.3) 189 (63.4)

Diarrhea 80 (27.1) 143 (47.2) 104 (34.9)

Infections and infestations 225 (76.3) 243 (80.2) 238 (79.9)

COVID-19 113 (38.3) 128 (42.2) 117 (39.3)

Pneumonia 41 (13.9) 28 (9.2) 40 (13.4)

Metabolism and nutrition disorders 90 (30.5) 75 (24.8) 72 (24.2)

Tumor lysis syndrome 12 (4.1) 4 (1.3) 1 (0.3)

Neoplasms benign, malignant and unspecified 35 (11.9) 35 (11.6) 55 (18.5)

Richter Transformation 4 (1.4) 1 (0.3) 4 (1.3)

Vascular disorders 60 (20.3) 102 (33.7) 124 (41.6)

Hypertension 34 (11.5) 51 (16.8) 72 (24.2)

Grade 3-5 Infections VO VI I

295 303 298

Infections and infestations 103 (34.9) 76 (25.1) 74 (24.8)

COVID-19 47 (15.9) 26 (8.6) 20 (6.7)

Pneumonia 29 (9.8) 22 (7.3) 22 (7.4)



CLL17: PROGRESSION-FREE SURVIVAL

3-year PFS

I 81.0%

VI 79.4 %

VO 81.1%

PD Death

I 46 11

VI 37 13

VO 25 21

VI vs I: HR 0.84, type-I-error adjusted CI [98.0%] 0.53-1.32

VO vs I: HR 0.87, type-I-error adjusted CI [98.3%] 0.54-1.41

Patients at risk

VO 303 278 256 77 0

VI 305 278 267 82 0

I 301 267 243 94 1

Al-Sawaf et al. ASH 2025;  Al-Sawaf et al. NEJM 2026



CLL17: OVERALL SURVIVAL

3-year OS

I 95.7%

VI 96.0%

VO 91.5%

Patients at risk 

VO 303 284 269 102 0 

VI 305 281 279 114 1 

I 301 284 276 141 2 

Infection
Cardio-

vascular
PD/RT SPM Other Total

I 3 5 0 2 4 14

VI
7

(2 Covid)
3 0 2 1 13

VO
12 

(7 Covid)
5 1 4 0 22

VI vs I: HR 0.96, 95% CI 0.45-2.05

VO vs I: HR 1.67, 95% CI 0.86-3.28

Causes of death

Al-Sawaf et al. ASH 2025;  Al-Sawaf et al. NEJM 2026



Continuous 
BTKi

Fixed-
duration 

BCL2i

Continuous BTK Inhibitors are preferred Front-Line CLL Treatment

Efficacy: 

Outstanding PFS and proven OS benefit (vs. FCR!)

Availability of confirmed salvage options after (rare!) 

failure (switch to ncBTKi, R-Venetoclax, or BTKd)  

Superior in unmutated IGHV, and 17p-/TP53mut (OS!) 

Tolerability: 

Well tolerated, and 2nd / 3rd generation BTKi available 

with further improvement

No cumbersome TLS prophylaxis & management, no 

hospital stays and therefore convenient therapy initiation

No need for CD20 antibody (obinutuzumab) addition 

with complications of IRR, PML, COVID, deaths (!) etc.  
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