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2014 Marked a New Era of CLL Therapy

• BCL-2 inhibitor (Venetoclax)
• Novel CD20 mAb (Obinutuzumab)
• BTK inhibitors (Ibrutinib, Acalabrutinib)    
• PI3K inhibitors (Idelalisib, Duvelisib)

2023 Novel BTK inhibitors 
(Zanubrutinib, Pirtobrutinib)

2024 CD19 CAR T (Liso-cel)

2025+
BTK degraders, novel CD20 
BsAbs, novel BCL2i, novel 
BTKi, etc… 
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FD Ibrutinib + Venetoclax:
• First approval: EU, 

August 2022
• Approved in 78 countries 

(as of 2025)
• Off-label in the United 

States per NCCN 
Guidelines 



Suggested Frontline Therapy
Preferred Regimens per NCCN Guidelines*

BCL2i-containing regimens
🡪 Venetoclax/Acalabrutinib +/- Obinutuzumab (fixed 
duration)(category 1)
� Venetoclax + Obinutuzumab (fixed duration)(category 1) 
cBTKi-based regimens
� Acalabrutinib (continuous) +/- Obinutuzumab (category 

1)
� Zanubrutinib (continuous)(category 1)

*NCCN Guidelines, Chronic Lymphocytic Leukemia, Version 2.2026 Rogers K.A., Woyach J.A, Hematology 2024. 



Pivotal Frontline Trials of Fixed-Duration 
Therapy

EHA 2025 Satellite: Mapping the Evolving Chronic Lymphocytic Leukemia (CLL) Treatment Landscape for the Optimal Patient Journey and 
Experience
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PFS with Fixed-Duration VO
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Safety with Fixed-Duration VO
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AMPLIFY – Study Design

Jennifer Brown, ASH 2024



AMPLIFY – PFS Assessed by BICR and 
OS

Jennifer Brown, ASH 2024



MRD Responses 🡪 Depth Matters, but Context 
is Key

Despite lower MRD rates, the 
doublet achieved 76.5% PFS at 
36 mo

Supporting evidence from FLAIR trial 
(MRD-guided therapy):
• 47.5% uMRD at 12 months.
• 92.7% uMRD with continued therapy 
• 5-year PFS: 93.9%

Jennifer Brown, ASH 
2024

Munir T. et al, NEJM 2025



AMPLIFY – Safety Profile

Adverse Event
Grade ≥ 3

AV (%) AVO (%) Chemoimmunotherapy (%)

Any event of clinical 
interest 46.7 66.2 54.4

Atrial fibrillation 0.3 0.7 0.8
Major hemorrhage 1.0 2.1 0.4
Neutropenia 32.3 46.1 43.2
Infection 12.4 23.6 10.0
TLS 0.3 0.4 3.1
Any serious AE 24.7 38.4 27.4
AE leading to treatment 
discontinuation 7.9 20.1 10.8

Serious AE leading to 
death 3.4 6.0 3.5

Jennifer Brown, ASH 
2024



CLL 17

Al Sawaf et al. ASH 2025



All-Oral Combination of Sonrotoclax and 
Zanubrutinib

Treatment-Emergent Adverse Events and Safety Data

Tam et al, ASCO meeting 2026.



Summary
• Fixed-duration therapy has become a frontline standard in CLL.

• BTKi+BCL2 inhibitor doublets achieve excellent long-term disease 
control with favorable tolerability.

• Although triplets consistently deepen MRD responses, they have 
not yet demonstrated superior PFS or OS.

• Better biomarkers are needed to identify the minority of patients 
who may truly benefit from treatment intensification.
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