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Ibrutinib Resonate-2
ECOG E1912 

Acalabrutinib ASCEND 
ELEVATE TN 
ELEVATE R/R

Zanubrutinib SEQUOIA coohort 1- arm B
SEQUOIA coohort 2- arm C
ALPINE

Pirtobrutinib BRUIN trial

Venetoclax-obinuruzumab

Venetoclax-ibrutinib

CLL14

CAPTIVATE
GLOW
CLL13 ( Gaia)
FLAIR



RESONATE-2: 8-YEAR FOLLOW-UP OF FRONTLINE IBRUTINIB

7 year-PFS:

Ibrutinib:  59% 
Chlorambucil: 9%

Barr et al. Blood Adv. 2022



ECOG E1912 TRIAL- IR VS. FCR:   >5 YR-FU

Shanafelt TD, et al. Blood 2022

Patients on the IR arm also had superior PFS in both IGHV unmutated (HR = 0.27, P < .001) and IGHV mutated subgroups

5-year rates: 83%, 68%



Second generation BTK inhibitors

Woyach et al. J Clin Oncol. 2017

Ibrutinib: treatment dicontinuations



Jurczak et al. ASCO 2022

ASCEND TRIAL: ACALABRUTINIB IN  R/R PATIENTS WITH CLL:          
4 YEAR UPDATED RESULTS

Investigator-Assessed PFS

Investigator-Assessed PFS by del(17p) Investigator-Assessed PFS by IGHV 

Investigator-Assessed PFS in Patient Subgroups 
(Acala vs IdR/BR)



ELEVATE TN trial: in TN Patients With CLL: 5-year updated results

Sharman et al., ASCO 2022

Investigator-assessed PFS: del(17p)/ mutTP53Investigator-assessed PFS

A+O: 24.0%7 , 30.7%8 , and 32.4% 
A: 7.8%7 , 11.2%8 , and 14.5%CR increase

Adverse events 
of clinical interest



Byrd, et al. JCO 2021

Median follow-up: 41 monthsAEs of special interest

ELEVATE R/R: ACALABRUTINIB VS. IBRITINIB IN R/R PATIENTS WITH CLL

PFS



SEQUOIA TRIAL



SEQUOIA TRIAL: 1L Zanubrutinib vs BR (Cohort 1-Arm B)

Median follow-up: 
26.2 months

median follow-up of 26.2 mo

PFS

U-Zan

M-Zan
M-BR

U-BR

Tam et al., ASH 2021

Zan

BR

PFS by IGHV



SEQUOIA TRIAL: 1L Zanubrutinib in patients with del (17p)

Tam et al., ASH 2021; abstract 396

110 TN patients with del(17p) CLL or SLL



SEQUOIA TRIAL: 1L Zanubrutinib+ Venetoclax in patients with del (17p)

Tedeschi et al., ASH 2021

Median Follow-Up: 12.0 Months

49 TN patients with del(17p) CLL or SLL



ALPINE TRIAL: Ibrutinib vs Zanubrutinib in Patients With R/R CLL 

Hillmen et al. EHA 2021

12

ZANUBRITINIB

IBRUTINIB



PIRTOBRUTINIB IN R/R  PATIENTS WITH CLL PREVIOUSLY TREATED WITH BTKI

Safety Profile

Responses over time

Mato et al., EHA 2022



VENETOCLAX+OBINUTUZUMAB IN TN PATIENTS WITH CLL                 
( CLL14 TRIAL): 5-YEAR FOLLOW-UP

Al-Sawaf EHA 2022

PFS: 5-Year Analysis

PFS TP53 Mutation Status

PFS by IGHV Mutation Status 

PFS  by IGHV Unmut ± del(17p)/TP53 mut.

63%

27%
U-IGHV: 56%

M-IGHV. 76.5%

TP53 WT- 65.8%

TP53 del/mut 40.6%

TP53 del/mut+U-IGHV- 36%

U-IGHV- 59%



THE CLL13-GAIA TRIAL IN TN PATIENTS WITH CLL

Unmutated IGHV Mutated IGHVPFS according to treatment arm

Eichhorst B, et al. EHA2022
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GLOW TRIAL: 1L Ibrutinib+Venetoclax vs Chlorambucil+Obinutuzumab

Munir. ASH 2021
Deep responses observed in both BM and PB in patients with unm-IGHV



CAPTIVATE TRIAL-: 1L ibrutinib plus venetoclax- FD cohort, 3-year follow-up 

Tam et al. Blood 2022
iWCLL response  rates

primary endpoint: CR rate

CR/Cri=56% CR/Cri=56% CR/Cri=55% Best uMRD rates were



median time 27.9 months Forest plots of investigator-assessed CR rates across patient subgroups

Tam et al. Blood 2022

unmutated IGHV:24-month PFS: 93% 



1L IBRUTINIB+ VENETOCLAX: INTERIM ANALYSIS OF THE PHASE III NCRI FLAIR TRIAL

Hillmen et al., EHA 2022

FLAIR randomized trial  ibrutinib vs. ibrutinib+venetoclax. 

- Pts <75 yrs or with <20% 17p
- Duration of therapy defined by MRD for up to 6 years.
- The earliest therapy could stop was 2 years post-randomisation

MRD by FC in PB and BM 

Interim analysis in first 274 pts reaching 2 yrs post-randomisation.
(I [n=138] and I+V [n=136])

Primary endpoint: uMRD at 2 years

iwCLL Response at 9 months



Long term responses with ibrutinib single agent

Second-generation and investigational BTKis offer 
higher selectivity with the improved safety profile and 

outcomes 

Pirtobrutinib improved outcomes and efficacy in 
patients with BTKi-resistant CLL

Venetoclax and BTKi combinations produce deep 
responses further improves PFS outcomes 

CLL: HOT NEWS- SUMMARY


