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What is the preclinical rationale for 
combining acala and ven?



BCL-2 and BTK are two Achilles heels of CLL

BCL-2 BTK



Dynamic BH3 profiling (DBP) is a functional precision medicine 
technique to identify novel drug combination strategies

Montero et al., Cell, 2015



Deng et al., Leukemia, 2017

Ibrutinib Acalabrutinib

Certo et al, Cancer Cell, 2006



In vivo BTKi increases BCL-2 dependence in primary CLL cells
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Deng et al., Leukemia, 2017



What clinical data are available for the 
combination of acala + ven?



Woyach et al., ASH, 2020

ACE-CL-003:  Phase 1b Study (primary endpoint = safety)



Woyach et al., ASH, 2020



Woyach et al., ASH, 2020





Methods: Key Eligibility Criteria

Inclusion

• Confirmed diagnosis of previously untreated CLL/SLL with an indication for treatment per 2018 IW-CLL criteria

• Age ≥ 18 years and ECOG performance status ≤ 2

• ANC ≥ 500 cells/mm3 and platelets ≥ 30k/mm3

• Adequate hepatic and renal function (CrCl ≥ 50mL/min)

• Initial cohort of all-comers (n=37)

• A protocol amendment added 35 pts with TP53 aberrant CLL in a new cohort

Exclusion

• Known bleeding disorder or recent CVA

• Requires warfarin (other anticoagulants allowed) or PPI therapy (H2 antagonists allowed)

• Known or suspected Richter’s transformation or known CNS involvement



acalabrutinib

obinutuzumab

venetoclax

1 cycle 2 cycles 4 cycles 8 cycles

SD/PD or unacceptable toxicity: off study

BM MRD positive CR and/or 

PR

C16D1: Primary Endpoint Assessment 

(Rate of iwCLL CR with uMRD in BM)

BM uMRD CR: Stop acala+ven (optional); monitor PB MRD q3mo, if turns positive resume 

acala+ven

Cycle Length = 28 days

**Venetoclax 20 mg C4D1, 50mg C4D2, then standard ramp-up to 400mg dose**

Acalabrutinib and obinutuzumab at standard doses PJP and HSV/VZV PPX mandatory
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Methods:  Study Schema

acalabrutinib

venetoclax

SD/PD or unacceptable toxicity: off study

BM MRD positive

BM uMRD: Stop acala+ven (optional); 

monitor PB MRD q3mo, if turns positive 

resume acala+ven

acalabrutinib

venetoclax

9 cycles

C25D1C8D1C4D1Response 

Assessments:
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Davids MS, et al. Lancet Oncol, 2021

AVO:  Safety

Adverse Events of Special Interest:
• Grade 3 or higher infections:  1 (2.3%, grade 3 lung infection)
• Infusion related reactions (n=11, 25% (23% grade 1/2, 2% gr3)
• Hypertension (n=5, 11%, no gr≥3)
• Atrial fibrillation (n=1, gr3)
• Laboratory TLS, grade 3 (n=2): both occurred after 

obinutuzumab initiation and prior to venetoclax



AVO:  patient disposition

Davids MS, et al. Lancet Oncol, 2021



18

iwCLL 
Response

BM-MRD

AVO:  Efficacy

Davids MS, et al. Lancet Oncol, 2021

Overall population TP53 aberrant population



Ryan et al., ASH, 2022



Cramer et al., Lancet Haematol. 2022 Oct;9(10):e745-e755.



Fuerstenau et al., Clin Cancer Res. 28(19), Oct 1, 2022



What ongoing studies will provide data 
on the acala + ven doublet?



Changing the natural history of CLL…

(slide adapted from C. Niemann)

PreVent-ACaLL – Clinical trial

Agius et al, Nat Comm, 2020



(slide courtesy of J. Brown)



The global MAJIC phase 3 study seeks to define the optimal 
MRD-guided venetoclax doublet for frontline CLL treatment

Davids et al., ASH, 2021. Abstract 1553

Primary endpoint:  INV-assessed PFS

Key Eligibility Criteria
• TN CLL/SLL requiring treatment per 

2018 iwCLL guidelines
• ECOG PS 0-2
• Anti-thrombotic agents permitted 

except for warfarin or equivalent 
vitamin K antagonists

Co-Principal 
Investigators
Matthew Davids
Anthony Mato
Jeff Sharman
In
Collaboration

• N=~750 patients to be recruited
• Global study with ~40 sites
• FPI:  Sept 2022

25



Conclusioni

• The best BTKi + ven combo is the one with the most robust data 
supporting the optimal balance of efficacy and safety

• Ibrutinib + ven combos are effective but tolerability is a concern in older 
patients and those with co-morbidities

• Zanubrutinb + ven combos are promising but very little data are available

• Acalabrutinib + ven (+/- obinutuzumab) is likely to be the best potential 
combination for patients with CLL



We hope to welcome you to Boston next fall!

DFCI CLL Center

Jennifer Brown, MD, PhD Matthew Davids, MD, MMSc Inhye Ahn, MD Catherine Wu, MD


