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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 

more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 

You may do this as many times as you need for readability.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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AGENDA

Year in Review: Management of 
Chronic Lymphocytic Leukemia (CLL)

INTRODUCTION: The CLL Experience τ 2000 to 2025

MODULE 1: Current Therapy Options with Covalent Bruton Tyrosine Kinase 
(BTK) Inhibitors

MODULE 2: Role of Venetoclax in the Treatment of CLL

MODULE 3: AMPLIFY Trial and Other Novel BTK Inhibitor and Bcl-2 Inhibitor 
Combination Strategies

MODULE 4: Noncovalent BTK Inhibitor Pirtobrutinib

MODULE 5: CAR T-Cell Therapy; Novel Agents



Thank you for joining us!

Please take a moment to complete 
the survey currently up on Zoom. 

Your feedback is very important to us.

Information on how to obtain CME and ABIM MOC 
credit will be provided in the Zoom chat room. 

Attendees will also receive an email in 
1 to 3 business days with these instructions.
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ÅYŀǘŜǊ !t Ŝǘ ŀƭΦ !ŎǘƛǾƛǘȅ ƻŦ ǾŜƴŜǘƻŎƭŀȄ ƛƴ ǇŀǘƛŜƴǘǎ ǿƛǘƘ ǊŜƭŀǇǎŜŘ ƻǊ ǊŜŦǊŀŎǘƻǊȅ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ 
ƭŜǳƪŀŜƳƛŀΥ !ƴŀƭȅǎƛǎ ƻŦ ǘƘŜ ±9bL/9πм ƳǳƭǘƛŎŜƴǘǊŜΣ ƻǇŜƴπƭŀōŜƭΣ ǎƛƴƎƭŜπŀǊƳΣ ǇƘŀǎŜ оō 
ǘǊƛŀƭΦ [ŀƴŎŜǘ hƴŎƻƭ нлнп !ǇǊƛƭΤнрόпύΥпсоπтоΦ



Key Datasets

WŜƴƴƛŦŜǊ w .ǊƻǿƴΣ a5Σ tƘ5

Å.Ǌƻǿƴ Ww Ŝǘ ŀƭΦ CƛȄŜŘπŘǳǊŀǘƛƻƴ ŀŎŀƭŀōǊǳǘƛƴƛō ŎƻƳōƛƴŀǘƛƻƴǎ ƛƴ ǳƴǘǊŜŀǘŜŘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ 
ƭŜǳƪŜƳƛŀΦ b 9ƴƎƭ W aŜŘ нлнр CŜōǊǳŀǊȅ нлΤофнόуύΥтпуπснΦ

Å5ŀǾƛŘǎ a{ Ŝǘ ŀƭΦ tǊƛƳŀǊȅ ŜƴŘǇƻƛƴǘ ŜǾŀƭǳŀǘƛƻƴ ƻŦ ŀ ƳǳƭǘƛŎŜƴǘŜǊΣ ǇƘŀǎŜ н ǎǘǳŘȅ ƻŦ ŀŎŀƭŀōǊǳǘƛƴƛōΣ 
ǾŜƴŜǘƻŎƭŀȄΣ ƻōƛƴǳǘǳȊǳƳŀō ό!±hύ ƛƴ ŀ ǇƻǇǳƭŀǘƛƻƴ ƻŦ ǇǊŜǾƛƻǳǎƭȅ ǳƴǘǊŜŀǘŜŘ ǇŀǘƛŜƴǘǎ ǿƛǘƘ /[[ 
ŜƴǊƛŎƘŜŘ ŦƻǊ ƘƛƎƘπǊƛǎƪ ŘƛǎŜŀǎŜΦ !{I нлнпΤ!ōǎǘǊŀŎǘ мусрΦ 

ÅCǸǊǎǘŜƴŀǳ a Ŝǘ ŀƭΦ !ŎŀƭŀōǊǳǘƛƴƛōΣ ǾŜƴŜǘƻŎƭŀȄΣ ŀƴŘ ƻōƛƴǳǘǳȊǳƳŀō ƛƴ ǊŜƭŀǇǎŜŘκǊŜŦǊŀŎǘƻǊȅ /[[Υ Cƛƴŀƭ 
ŜŦŦƛŎŀŎȅ ŀƴŘ Ŏǘ5b! ŀƴŀƭȅǎƛǎ ƻŦ ǘƘŜ /[[нπ.!!D ǘǊƛŀƭΦ .ƭƻƻŘ нлнп Wǳƭȅ муΤмппόоύΥнтнπунΦ

Åaŀ { Ŝǘ ŀƭΦ /ƻƳōƛƴŀǘƛƻƴ ƻŦ ȊŀƴǳōǊǳǘƛƴƛō Ҍ ǾŜƴŜǘƻŎƭŀȄ ŦƻǊ ǘǊŜŀǘƳŜƴǘπƴŀƠǾŜ ό¢bύ /[[κ{[[ ǿƛǘƘ 
ŘŜƭόмтǇύ ŀƴŘκƻǊ ¢tроΥ tǊŜƭƛƳƛƴŀǊȅ ǊŜǎǳƭǘǎ ŦǊƻƳ {9v¦hL! ŀǊƳ 5Φ 9I! нлнпΤ!ōǎǘǊŀŎǘ {мслΦ

Å{ƻǳƳŜǊŀƛ W5 Ŝǘ ŀƭΦ {ƻƴǊƻǘƻŎƭŀȄ ŀƴŘ ȊŀƴǳōǊǳǘƛƴƛō ŀǎ ŦǊƻƴǘƭƛƴŜ ǘǊŜŀǘƳŜƴǘ ŦƻǊ /[[ ŘŜƳƻƴǎǘǊŀǘŜǎ ƘƛƎƘ 
aw5 ŎƭŜŀǊŀƴŎŜ ǊŀǘŜǎ ǿƛǘƘ ƎƻƻŘ ǘƻƭŜǊŀōƛƭƛǘȅΥ 5ŀǘŀ ŦǊƻƳ ŀƴ ƻƴƎƻƛƴƎ ǇƘŀǎŜ мκмō ǎǘǳŘȅ .D.πммпмтπмлмΦ 
!{I нлнпΤ!ōǎǘǊŀŎǘ млмнΦ 

Å{ƘŀǊƳŀƴ Wt Ŝǘ ŀƭΦ .w¦Lb /[[πонмΥ wŀƴŘƻƳƛȊŜŘ ǇƘŀǎŜ LLL ǘǊƛŀƭ ƻŦ ǇƛǊǘƻōǊǳǘƛƴƛō ǾŜǊǎǳǎ ƛŘŜƭŀƭƛǎƛō Ǉƭǳǎ 
ǊƛǘǳȄƛƳŀō όLŘŜƭŀwύ ƻǊ ōŜƴŘŀƳǳǎǘƛƴŜ Ǉƭǳǎ ǊƛǘǳȄƛƳŀō ό.wύ ƛƴ .¢Y ƛƴƘƛōƛǘƻǊ ǇǊŜǘǊŜŀǘŜŘ ŎƘǊƻƴƛŎ 
ƭȅƳǇƘƻŎȅǘƛŎ ƭŜǳƪŜƳƛŀκǎƳŀƭƭ ƭȅƳǇƘƻŎȅǘƛŎ ƭȅƳǇƘƻƳŀΦ !{I нлнпΤ!ōǎǘǊŀŎǘ уусΦ 



Key Datasets

Jennifer R Brown, MD, PhD (continued)

ÅRoeker LE et al. Fixed-duration pirtobrutinib  plus venetoclax with or without rituximab in 
relapsed/refractory CLL: The phase 1b BRUIN trial. Blood 2024 September 26;144(13):1374-86.

ÅWierda WG et al. Pirtobrutinib, a highly selective, non-covalent (reversible) BTK inhibitor in patients with 
B-cell malignancies: Analysis of the Richter transformation subgroup from the multicentre, open-label, 
phase 1/2 BRUIN study. Lancet Haematol 2024 September;11(9):e682-92.

ÅJain N et al. Combined pirtobrutinib , venetoclax, and obinutuzumab as first-line treatment of patients 
with chronic lymphocytic leukemia (CLL). ASH 2024;Abstract 1011. 

ÅSiddiqi T et al. Lisocabtagene maraleucel (liso-cel) in patients (pts) with relapsed or refractory (R/R) 
chronic lymphocytic leukemia (CLL)/small lymphocytic lymphoma (SLL): Updated follow-up of 
TRANSCEND CLL 004. ASH 2024;Abstract 4633. 

ÅWierda WG et al. Lisocabtagene maraleucel (liso-cel) combined with ibrutinib (ibr) for patients (pts) 
with relapsed or refractory (R/R) chronic lymphocytic leukemia (CLL)/small lymphocytic lymphoma (SLL): 
Primary results from the open-label, phase 1/2 TRANSCEND CLL 004 study. ASH 2024;Abstract 887. 

ÅDanilov A et al. Epcoritamab monotherapy in patients (pts) with relapsed or refractory (R/R) chronic 
lymphocytic leukemia (CLL): Results from CLL expansion and optimization cohorts of 
EPCORE CLL-1. ASH 2024;Abstract 883. 
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Lb¢wh5¦/¢LhbΥ ¢ƘŜ /[[ 9ȄǇŜǊƛŜƴŎŜ τ нллл ǘƻ нлнр

ah5¦[9 мΥ /ǳǊǊŜƴǘ ¢ƘŜǊŀǇȅ hǇǘƛƻƴǎ ǿƛǘƘ /ƻǾŀƭŜƴǘ .Ǌǳǘƻƴ ¢ȅǊƻǎƛƴŜ YƛƴŀǎŜ 
ό.¢Yύ LƴƘƛōƛǘƻǊǎ

ah5¦[9 нΥ wƻƭŜ ƻŦ ±ŜƴŜǘƻŎƭŀȄ ƛƴ ǘƘŜ ¢ǊŜŀǘƳŜƴǘ ƻŦ /[[

ah5¦[9 оΥ !at[LC¸ ¢Ǌƛŀƭ ŀƴŘ hǘƘŜǊ bƻǾŜƭ .¢Y LƴƘƛōƛǘƻǊ ŀƴŘ .Ŏƭπн LƴƘƛōƛǘƻǊ 
/ƻƳōƛƴŀǘƛƻƴ {ǘǊŀǘŜƎƛŜǎ

ah5¦[9 пΥ bƻƴŎƻǾŀƭŜƴǘ .¢Y LƴƘƛōƛǘƻǊ tƛǊǘƻōǊǳǘƛƴƛō

ah5¦[9 рΥ /!w ¢π/Ŝƭƭ ¢ƘŜǊŀǇȅΤ bƻǾŜƭ !ƎŜƴǘǎ



The CLL Experience: 2000 to 2025

ÅнлллπнлмоΥ wƛǘǳȄƛƳŀōκ.wκC/w

ÅнлмоΥ LōǊǳǘƛƴƛō

ÅнлмтΥ !ŎŀƭŀōǊǳǘƛƴƛō

ÅнлнлΥ /h±L5πмф ǇŀƴŘŜƳƛŎ

ÅнлноΥ ½ŀƴǳōǊǳǘƛƴƛōΣ ǇƛǊǘƻōǊǳǘƛƴƛō

ÅнлнпΥ [ƛǎƻŎŀōǘŀƎŜƴŜ ƳŀǊŀƭŜǳŎŜƭΣ !at[LC¸
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Current Therapy Options with Covalent BTK Inhibitors
ÅLangerbeins P et al. Ibrutinib in early-stage chronic lymphocytic leukemia: The randomized, placebo-

controlled, double-blind, phase III CLL12 trial. J Clin Oncol 2025 February;43(4):392-402.

ÅDavids MS et al. Acalabrutinib-based regimens in frontline or relapsed/refractory higher-risk CLL: 
pooled analysis of 5 clinical trials. Blood Adv 2024 July 9;8(13):3345-59.

ÅGhia P et al. Impact of acalabrutinib treatment by line of therapy in patients with chronic 
lymphocytic leukemia: Pooled analysis from ELEVATE-TN, ELEVATE-RR, and ASCEND. EHA 
2024;Abstract P703.

ÅSimon F et al. Efficacy and safety of acalabrutinib treatment in ǾŜǊȅ ƻƭŘ όҗулȅύ ŀƴŘκƻǊ ŦǊŀƛƭ ǇŀǘƛŜƴǘǎ 
with chronic lymphocytic leukemia (CLL) ς Primary endpoint analysis of the phase II CLL-Frail trial. 
ASH 2024;Abstract 4618. 

ÅShadman M et al. Sustained superiority of zanubrutinib vs bendamustine + rituximab in treatment-
naive chronic lymphocytic leukemia/small lymphocytic lymphoma (TN CLL): 5-year follow-up of 
cohort 1 from the SEQUOIA study. ASH 2024;Abstract 3249. 

ÅBrown JR et al. Sustained benefit of zanubrutinib vs ibrutinib in patients with R/R CLL/SLL: Final 
comparative analysis of ALPINE. Blood 2024 December 26;144(26):2706-17.

ÅKozarac S et al. BTKi-induced cardiovascular toxicity in CLL: Risk mitigation and management 
strategies. Blood Rev 2025 March;70:101268.



J Clin Oncol 2025 February;43(4):392-402.



[ŀƴƎŜǊōŜƛƴǎ t Ŝǘ ŀƭΦ W /ƭƛƴ hƴŎƻƭ нлнр CŜōǊǳŀǊȅΤпоόпύΥофнπплнΦ

Phase III CLL12 Study: Ibrutinib versus Placebo for Early-Stage 
Chronic Lymphocytic Leukemia (CLL)

рπȅŜŀǊ h{
10-year OS

(from CLL diagnosis)

5-year survival

Ibrutinib 93.3% (89.3 ï 97.3)
Placebo 93.6% (89.5 ï 97.7)
Watch and wait 97.9% (95.6 ï 100) 

P = 0.562

10-year survival

Ibrutinib 89.8% (83.3 ï 96.3)
Placebo 86.5% (78.7 ï 94.3)
Watch and wait 95.3% (91.1 ï 99.4) 

OS = overall survival



Blood Adv 2024 July 9;8(13):3345-59.



5ŀǾƛŘǎ a{ Ŝǘ ŀƭΦ .ƭƻƻŘ !ŘǾ нлнп Wǳƭȅ фΤуόмоύΥоопрπрфΦ

Pooled Analysis of 5 Clinical Trials of Acalabrutinib: Survival by 
Genetic Features in Patients with Treatment-Naïve Disease

ŘŜƭόмтǇύκ¢tроƳ

uIGHV
CK without del(17p)/TP53m

CK overall

Courtesy of Paolo Ghia, MD, PhD



Davids MS et al. Blood Adv 2024 July 9;8(13):3345-59.

tƻƻƭŜŘ !ƴŀƭȅǎƛǎ ƻŦ р /ƭƛƴƛŎŀƭ ¢Ǌƛŀƭǎ ƻŦ !ŎŀƭŀōǊǳǘƛƴƛōΥ {ǳǊǾƛǾŀƭ ōȅ 
DŜƴŜǘƛŎ CŜŀǘǳǊŜǎ ƛƴ tŀǘƛŜƴǘǎ ǿƛǘƘ wŜƭŀǇǎŜŘκwŜŦǊŀŎǘƻǊȅ 5ƛǎŜŀǎŜ



ASH 2024



{ƛƳƻƴ C Ŝǘ ŀƭΦ !{I нлнпΤ!ōǎǘǊŀŎǘ псмуΦ

Phase II CLL-CǊŀƛƭ {ǘǳŘȅ ƻŦ !ŎŀƭŀōǊǳǘƛƴƛō ŦƻǊ ±ŜǊȅ hƭŘ όҗул ¸ŜŀǊǎύ 
and/or Frail Patients: ORR and Frailty Assessment



Blood Rev 2025 March;70:101268.



Kozarac S et al. Blood Rev 2025 March;70:101268. 

Cardiovascular Adverse Events Associated with BTK Inhibitors for CLL 



Evaluation of Cardiovascular Risk and Action Thresholds with 
BTK Inhibitors

YƻȊŀǊŀŎ { Ŝǘ ŀƭΦ .ƭƻƻŘ wŜǾ нлнр aŀǊŎƘΤтлΥмлмнсуΦ 



Algorithm for Managing Cardiovascular Toxicity During CLL Treatment

YƻȊŀǊŀŎ { Ŝǘ ŀƭΦ .ƭƻƻŘ wŜǾ нлнр aŀǊŎƘΤтлΥмлмнсуΦ 

BTKi ς Bruton tyrosine kinase inhibitor
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Role of Venetoclax in the Treatment of CLL

Å!ƭπ{ŀǿŀŦ h Ŝǘ ŀƭΦ ±ŜƴŜǘƻŎƭŀȄπƻōƛƴǳǘǳȊǳƳŀō ŦƻǊ ǇǊŜǾƛƻǳǎƭȅ ǳƴǘǊŜŀǘŜŘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ 
ƭŜǳƪŜƳƛŀΥ сπȅŜŀǊ ǊŜǎǳƭǘǎ ƻŦ ǘƘŜ ǊŀƴŘƻƳƛȊŜŘ ǇƘŀǎŜ о /[[мп ǎǘǳŘȅΦ .ƭƻƻŘ нлнп hŎǘƻōŜǊ 
омΤмппόмуύΥмфнпπорΦ

ÅCǸǊǎǘŜƴŀǳ a Ŝǘ ŀƭΦ CƛǊǎǘπƭƛƴŜ ǾŜƴŜǘƻŎƭŀȄ ŎƻƳōƛƴŀǘƛƻƴǎ ǾŜǊǎǳǎ ŎƘŜƳƻƛƳƳǳƴƻǘƘŜǊŀǇȅ ƛƴ Ŧƛǘ ǇŀǘƛŜƴǘǎ 
ǿƛǘƘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ ƭŜǳƪŀŜƳƛŀ όD!L!κ/[[моύΥ пπȅŜŀǊ ŦƻƭƭƻǿπǳǇ ŦǊƻƳ ŀ ƳǳƭǘƛŎŜƴǘǊŜΣ ƻǇŜƴπƭŀōŜƭΣ 
ǊŀƴŘƻƳƛǎŜŘΣ ǇƘŀǎŜ о ǘǊƛŀƭΦ [ŀƴŎŜǘ hƴŎƻƭ нлнп WǳƴŜΤнрόсύΥтппπрфΦ

ÅwƻŜƪŜǊ [ Ŝǘ ŀƭΦ aƛƴƛƳŀƭ ǊŜǎƛŘǳŀƭ ŘƛǎŜŀǎŜ όaw5ύπŀŘŀǇǘŜŘ ŘǳǊŀǘƛƻƴ ƻŦ ŦǊƻƴǘπƭƛƴŜ ǾŜƴŜǘƻŎƭŀȄ 
ŀƴŘ ƻōƛƴǳǘǳȊǳƳŀō ǘǊŜŀǘƳŜƴǘ ŦƻǊ Ŧƛǘ ǇŀǘƛŜƴǘǎ ǿƛǘƘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ ƭŜǳƪŜƳƛŀ ό/[[ύΦ !{I 
нлнпΤ!ōǎǘǊŀŎǘ млмлΦ 

Å{ƘŀǊƳŀƴ Wt Ŝǘ ŀƭΦ /wL{¢![[hΥ wŜǎǳƭǘǎ ŦǊƻƳ ŀ tƘŀǎŜ LLL ǘǊƛŀƭ ƻŦ ǾŜƴŜǘƻŎƭŀȄπƻōƛƴǳǘǳȊǳƳŀō ǾŜǊǎǳǎ 
ŦƭǳŘŀǊŀōƛƴŜΣ ŎȅŎƭƻǇƘƻǎǇƘŀƳƛŘŜ ŀƴŘ ǊƛǘǳȄƛƳŀō ƻǊ ōŜƴŘŀƳǳǎǘƛƴŜπǊƛǘǳȄƛƳŀō ƛƴ ǇŀǘƛŜƴǘǎ ǿƛǘƘ 
ǳƴǘǊŜŀǘŜŘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ ƭŜǳƪŜƳƛŀ ǿƛǘƘƻǳǘ ŘŜƭόмтǇύ ƻǊ ¢tро ƳǳǘŀǘƛƻƴǎΦ !{I нлнпΤ!ōǎǘǊŀŎǘ 
онотΦ 

ÅYŀǘŜǊ !t Ŝǘ ŀƭΦ !ŎǘƛǾƛǘȅ ƻŦ ǾŜƴŜǘƻŎƭŀȄ ƛƴ ǇŀǘƛŜƴǘǎ ǿƛǘƘ ǊŜƭŀǇǎŜŘ ƻǊ ǊŜŦǊŀŎǘƻǊȅ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ 
ƭŜǳƪŀŜƳƛŀΥ !ƴŀƭȅǎƛǎ ƻŦ ǘƘŜ ±9bL/9πм ƳǳƭǘƛŎŜƴǘǊŜΣ ƻǇŜƴπƭŀōŜƭΣ ǎƛƴƎƭŜπŀǊƳΣ ǇƘŀǎŜ оō 
ǘǊƛŀƭΦ [ŀƴŎŜǘ hƴŎƻƭ нлнп !ǇǊƛƭΤнрόпύΥпсоπтоΦ



Blood 2024 October 31;144(18):1924-35.



Al-Sawaf O et al. Blood 2024 October 31;144(18):1924-35.

Venetoclax/Obinutuzumab for Previously Untreated CLL: 
6-Year Results of the Phase III CLL14 Study ς PFS 

TP53 del/mut IGHV statusAll patients

Median PFS 6-year PFS rate

Ven-Obi 76.2 months 53.1%

Clb-Obi 36.4 months 21.7%

Iw лΦплΣ фр҈ /L ώлΦомπлΦрнϐ 
tғлΦлллм

mPFS, mo
Venetoclax + 

obinutuzumab 

Chlorambucil + 

obinutuzumab 

No TP53 del/mut 

TP53 del/mut

76.6

51.9

38.9

20.8

IGHV mutated

IGHV no mutation

NR

64.8

62.2

26.9

/ƻǳǊǘŜǎȅ ƻŦ tŀƻƭƻ DƘƛŀΣ a5Σ tƘ5



Venetoclax/Obinutuzumab for Previously Untreated CLL: 
6-Year Results of the Phase III CLL14 Study ς OS

TP53 del/mut IGHV statusAll patients

Al-Sawaf O et al. Blood 2024 October 31;144(18):1924-35.



Venetoclax/Obinutuzumab for Previously Untreated CLL: 6-Year 
Results of the Phase III CLL14 Study ς Minimal Residual Disease (MRD)

Al-Sawaf O et al. Blood 2024 October 31;144(18):1924-35.



Lancet Oncol 2024 April;25(4):463-73.



Venetoclax Monotherapy for Relapsed or Refractory CLL: 
The Single-Arm Phase IIIb VENICE-1 Trial ς Response

Kater AP et al. Lancet Oncol 2024 April;25(4):463-73. 

Median follow-up in the overall cohort was 49·5 months (IQR 47·2-54·1)



Phase IIIb VENICE-1: Survival by B-Cell Receptor-Associated 
Kinase Inhibitor (BCRi) Exposure

Kater AP et al. Lancet Oncol 2024 April;25(4):463-73. 

PFS OS



tƘŀǎŜ LLLō ±9bL/9πмΥ {ǳƳƳŀǊȅ

ÅVenetoclax monotherapy demonstrated deep and durable responses and 

prolonged overall survival, irrespective of previous BCRi treatment. 

- With dose modifications, the safety profile of venetoclax was manageable even given this 
extended period of follow-up, and many patients transitioned to an extension study to 
continue receiving venetoclax therapy.

ÅThe safety profile reported here was consistent with previously published 
venetoclax data with relapsed or refractory CLL.

- Although common, neutropenia was managed with brief interruptions or reductions in 
venetoclax dosing.

Kater AP et al. Lancet Oncol 2024 April;25(4):463-73. 
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AMPLIFY and Other Novel BTK Inhibitor and Bcl-2 Inhibitor 
Combination Strategies
Å.Ǌƻǿƴ Ww Ŝǘ ŀƭΦ CƛȄŜŘπŘǳǊŀǘƛƻƴ ŀŎŀƭŀōǊǳǘƛƴƛō ŎƻƳōƛƴŀǘƛƻƴǎ ƛƴ ǳƴǘǊŜŀǘŜŘ ŎƘǊƻƴƛŎ ƭȅƳǇƘƻŎȅǘƛŎ 
ƭŜǳƪŜƳƛŀΦ b 9ƴƎƭ W aŜŘ нлнр CŜōǊǳŀǊȅ нлΤофнόуύΥтпуπснΦ

Å5ŀǾƛŘǎ a{ Ŝǘ ŀƭΦ tǊƛƳŀǊȅ ŜƴŘǇƻƛƴǘ ŜǾŀƭǳŀǘƛƻƴ ƻŦ ŀ ƳǳƭǘƛŎŜƴǘŜǊΣ ǇƘŀǎŜ н ǎǘǳŘȅ ƻŦ ŀŎŀƭŀōǊǳǘƛƴƛōΣ 
ǾŜƴŜǘƻŎƭŀȄΣ ƻōƛƴǳǘǳȊǳƳŀō ό!±hύ ƛƴ ŀ ǇƻǇǳƭŀǘƛƻƴ ƻŦ ǇǊŜǾƛƻǳǎƭȅ ǳƴǘǊŜŀǘŜŘ ǇŀǘƛŜƴǘǎ ǿƛǘƘ /[[ 
ŜƴǊƛŎƘŜŘ ŦƻǊ ƘƛƎƘπǊƛǎƪ ŘƛǎŜŀǎŜΦ !{I нлнпΤ!ōǎǘǊŀŎǘ мусрΦ 

ÅCǸǊǎǘŜƴŀǳ a Ŝǘ ŀƭΦ !ŎŀƭŀōǊǳǘƛƴƛōΣ ǾŜƴŜǘƻŎƭŀȄΣ ŀƴŘ ƻōƛƴǳǘǳȊǳƳŀō ƛƴ ǊŜƭŀǇǎŜŘκǊŜŦǊŀŎǘƻǊȅ /[[Υ Cƛƴŀƭ 
ŜŦŦƛŎŀŎȅ ŀƴŘ Ŏǘ5b! ŀƴŀƭȅǎƛǎ ƻŦ ǘƘŜ /[[нπ.!!D ǘǊƛŀƭΦ .ƭƻƻŘ нлнп Wǳƭȅ муΤмппόоύΥнтнπунΦ

Åaŀ { Ŝǘ ŀƭΦ /ƻƳōƛƴŀǘƛƻƴ ƻŦ ȊŀƴǳōǊǳǘƛƴƛō Ҍ ǾŜƴŜǘƻŎƭŀȄ ŦƻǊ ǘǊŜŀǘƳŜƴǘπƴŀƠǾŜ ό¢bύ /[[κ{[[ ǿƛǘƘ 
ŘŜƭόмтǇύ ŀƴŘκƻǊ ¢tроΥ tǊŜƭƛƳƛƴŀǊȅ ǊŜǎǳƭǘǎ ŦǊƻƳ {9v¦hL! ŀǊƳ 5Φ 9I! нлнпΤ!ōǎǘǊŀŎǘ {мслΦ

Å{ƻǳƳŜǊŀƛ W5 Ŝǘ ŀƭΦ {ƻƴǊƻǘƻŎƭŀȄ ŀƴŘ ȊŀƴǳōǊǳǘƛƴƛō ŀǎ ŦǊƻƴǘƭƛƴŜ ǘǊŜŀǘƳŜƴǘ ŦƻǊ /[[ ŘŜƳƻƴǎǘǊŀǘŜǎ ƘƛƎƘ 
aw5 ŎƭŜŀǊŀƴŎŜ ǊŀǘŜǎ ǿƛǘƘ ƎƻƻŘ ǘƻƭŜǊŀōƛƭƛǘȅΥ 5ŀǘŀ ŦǊƻƳ ŀƴ ƻƴƎƻƛƴƎ ǇƘŀǎŜ мκмō ǎǘǳŘȅ .D.πммпмтπмлмΦ 
!{I нлнпΤ!ōǎǘǊŀŎǘ млмнΦ 



AMPLIFY: AV and AVO vs FCR/BR 
Progression-Free Survival

Median PFS was NR for AV and AVO, and was 47.6 mo for FCR/BR

uMRD rates (<10-4) in peripheral blood at EOT (evaluable patients): 

45.0% (AV), 95.0% (AVO), 72.9% (FCR/BR) 

Brown JR et al. ASH 2024; Abstract 1009

Brown JR NEJM 2025

PFS Significantly Improved With 
AV and AVO vs FCR/BR
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Courtesy of Jennifer R Brown, MD, PhD



What about AMPLIFY results?

ÅCƛǊǎǘ ǇƻǘŜƴǘƛŀƭ ǊŜƎƛǎǘǊŀǘƛƻƴ ǘǊƛŀƭ ŦƻǊ ŀ .¢Yƛπ./[нƛ ŎƻƳōƛƴŀǘƛƻƴ 

Å!± ƛǎ ǾŜǊȅ ǎŀŦŜ ŀƴŘ ǾŜǊȅ ŜŀǎȅΥ ǇƻǘŜƴǘƛŀƭƭȅ ŀǇǇƭƛŎŀōƭŜ ǘƻ Ƴƻǎǘ 
ŀƴȅ /[[ ǇŀǘƛŜƴǘ

Å!±h ƛǎ ǾŜǊȅ ŜŦŦŜŎǘƛǾŜΣ ŜǉǳŀƭƛȊƛƴƎ ƻǳǘŎƻƳŜ ƛƴ ¦a ŀƴŘ a LDI± 
ǇŀǘƛŜƴǘǎ ŀǘ о ȅǊǎΥ ƎƻƻŘ ŦƻǊ ȅƻǳƴƎ Ŧƛǘ ƘƛƎƘŜǊ Ǌƛǎƪ ǇŀǘƛŜƴǘǎ 

Courtesy of Jennifer R Brown, MD, PhD



!±h ŦƻǊ мсπнр aƻƴǘƘǎ ŦƻǊ IƛƎƘ wƛǎƪ 5ŜƭмтǇ 5ƛǎŜŀǎŜΥ {ǳǊǾƛǾŀƭ ϧ wŜŎǳǊǊŜƴŎŜ   

Å35 pts (51%) had MRD recurrence

ÅMedian time to MRD recurrence was 32.2 months

Å70% 4-year PFS in pts with TP53 aberration; 96% in 

pts without TP53 aberration

Å88% 4-year OS in pts with TP53 aberration; 100% in pts 

without TP53 aberration

Å10 pts have had clinical progression, 4 of these 10 

progressions were transformation events, including 

Richterôs DLBCL (n=2) and Hodgkin lymphoma (n=2)

Å3 pts have died in total, one each due to gr 5 COVID-19 

infection during treatment, complications from 

polysubstance abuse, and progression of Richterôs

Davids M et al. ASH 2024; Abstract 1865Courtesy of Jennifer R Brown, MD, PhD


