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Newly diagnosed CLL

● CLL-IPI risk score: Prognostic tests including
TP53 status (FISH + molecular testing
needed), IGHV status, B2 macroglobulin, in
addition to clinical factors (age, clinical stage)
can inform time to first treatment and OS (in
CIT era)

● In modern agent era, CLL-IPI can predict PFS
but not OS

Molica S et al, Blood, Volume 130, Supplement 1, 2017



iwCLL indications to start therapy

● Progressive marrow failure (Hb<10, Plt<100a)
● Autoimmune cytopenias poorly responsive to steroids or other treatments
● Massive or progressive or symptomatic SM (>6 cm below costal margin)
● Massive or progressive or symptomatic LAD (>10 cm) 
● Progressive lymphocytosis (>50% increase over 2 months or LDT <6 months)
● Constitutional symptoms due to CLL

aMany pts with platelets<100 can have prolonged stability for years and so this situation does not
warrant immediate therapeutic intervention

Outside of clinical trial setting, there is STILL no role for “early treatment” of 
asymptomatic CLL 

Hallek et al Blood 2008; 111:5446:5456



Level setting: What do the guidelines say? US 
perspective

NCCN guidelines, accessed on 22/April/26



Long-term follow up from frontline approaches: 
Ibrutinib

Burger J et al Blood 2025



ELEVATE-TN: Frontline acalabrutinib +/- obinutuzumab

Sharman J et al Blood 2025



SEQUOIA long-term follow up: Frontline zanubrutinib



CLL14: Venetoclax and obinutuzumab

• Median PFS is 76.2 months
• Median PFS for TP53 aberrant

pts: 51.9 months
• Median PFS for unmut IGHV 

pts: 64.8 months

Al-Sawaf et al Blood 2024



CLL13: Venetoclax and obinutuzumab +/- ibrutinib

Fürstenau M et al EHA 2025



“Newer” treatment approaches
- Fixed-duration acalabrutinib + venetoclax 

(AMPLIFY trial)
- MRD-guided therapies

- Acalabrutinib + venetoclax + obinutuzumab 
(AVO)

- Zanubrutinib + venetoclax (SEQUOIA arm D)
- Ibrutinib + venetoclax (FLAIR trial)



Rationale to combine BTKi + BCL2i
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1. Lu P et al. Blood Cancer J. 2021; 11:39; 2. Deng J et al. Leukemia. 2017; 31:2075-2084; 3. Herman ES et al. Clin Cancer Res. 2015; 21:4642-4651; 4. Burger JA et al. 
Leukemia. 2020;34:787-798; 5. Shanafelt T et al. N Engl J Med. 2019;381:432-443; 6. Cervantes-Gomez, F. et al. Clin. Cancer Res. 2015; 21:3705–3715; 7. Slinger E, et al. 
Blood. 2017; 130: 3018-3018; 8. Haselager MV, et al. Blood. 2020 ;136:2918-2926; 9. Slinger E et al. Leukemia. 2017 Dec;31(12):2601-2607.



AMPLIFY trial

Difference in 
overall survival is 
primarily due to 
imbalance in 
COVID-19 related
deaths 
(AVO>FCR/BR>>
AV)

Brown J et al. NEJM 2025



IGHV status matters in patients getting fixed-duration
acala + ven

Brown J et al. NEJM 2025



Rates of uMRD in AMPLIFY trial

Brown J et al. NEJM 2025



Safety considerations when using AV vs AVO

Total number of deaths due to 
COVID-10

AV: 10 (3.4%)
AVO: 25 (8.7%)
FCR/BR: 21 (7.2%)



AVO triplet regimen: MRD-guided duration of therapy

Seventy-two patients were 
accrued, including 45 
patients 
with TP53 aberration

Davids MS et al, JCO 2024



Efficacy of AVO regimen



Zanubrutinib + venetoclax, MRD guided 
(SEQUOIA arm D)

Shadman M et al. JCO 2025

• Pts received zanubrutinib 160 mg
BID and venetoclax from cycle 4-
28 followed by zanubrutinib 
monotherapy 

• Pts meeting uMRD-guided 
stopping criteria were eligible for 
early discontinuation of 
venetoclax after receiving a 
minimum of 12 cycles or for 
discontinuation of zanubrutinib 
after receiving a minimum of 27 
cycles



5 year follow up for SEQUOIA arm D



Ibrutinib + venetoclax, MRD guided (FLAIR trial)

Munir et 
al. EHA 
2025



So many options – how to choose? What does CLL17 
trial tell us?

Al-Sawaf O et al. ASH 2025 and NEJM 2025



CLL17 trial: PFS



CLL17: Overall survival



Important phase 3 trials awaiting readouts



Case #1 

Patient is a 62 year-old man who was diagnosed with CLL 6 years ago,
who had been on “watch and wait.” Due to progressive fatigue and 
recent onset of night sweats (without any infections), we discuss 
frontline therapy options.
Labs: WBC ct 57, with ALC 52, Hb is 11.2, Plt 155, kidney/liver 
function normal
Prognostic markers: IGHV indeterminate (tested twice), 
FISH/karyotype with del(13q) as sole abnormality
PMH/social hx: Patient’s only comorbidity is GERD, he enjoys long-
distance cycling and camping trips



Case #1 

Patient #1 undergoes treatment with venetoclax and obinutuzumab
Tolerates well aside from mild neutropenia not warranting medical 
intervention
Attains MRD negative remission (tested in peripheral blood only)
Still in remission 2 years following completion of therapy



Case #2

Patient is a 59 year-old man who was diagnosed with CLL 1 year ago, while 
incarcerated. He was offered ibrutinib but he declined to start therapy. He is 
worried about side effects from treatment and says he is not afraid of dying 
from the CLL.
Presents for second opinion. Exam shows marked tonsillar enlargement 
(tonsils nearly touching) and diffuse LAD (largest node 4 cm)
Labs: WBC ct 88, with ALC 86 (ANC 1.2), Hb is 12, Plt 185, kidney/liver 
function normal
Prognostic markers: IGHV mutated, FISH/karyotype with del(11q) as sole 
abnormality
PMH/social hx: Incarcerated recently, methamphetamine use but clean past 
5 months, intermittently unhoused



Case #2

Patient #2 begins treatment with acalabrutinib + venetoclax – had a 
URI between month 1-2 of acalabrutinib but otherwise he has tolerated
well
ALC still >25 at time of venetoclax initiation in cycle 3 but proceeded 
with outpatient TLS monitoring (risk for TLS was “medium” as nodes 
<5cm). No TLS seen.
Remains on combination therapy with plan to complete after 12 cycles 
of combination.
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