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Fixed-duration versus continuous targeted treatment for previously untreated 
chronic lymphocytic leukemia: Results from the randomized CLL17 trial

CLL 17 STUDY DESIGN

Primary objective: Testing PFS non-inferiority of fixed-
duration venetoclax-obinutuzumab (VO) versus 
continuous ibrutinib (I) and fixed-duration venetoclax-
ibrutinib (VI) versus continuous I

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025



iwCLL response at final restaging (C18D1)

uMRD <10-4 in peripheral blood and bone marrow, 
by flow cytometry, at final restaging

RESPONSE TO TREATMENT

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025



PROGRESSION-FREE SURVIVAL

Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025



PROGRESSION-FREE SURVIVAL – according to disease and patient characteristics

Al-Sawaf O et al., oral presentation, 
Plenary Scientific session, ASH 2025



Al-Sawaf O et al., oral presentation, Plenary Scientific session, ASH 2025



Selected Oral Presentations from the FLAIR Trial 
ABS ID 679 - Efficacy of MRD-guided I+V in 
standard-risk (IGHV UM) and poor-risk (e.g.TP53dis) 
CLL (Dalal S. oral presentation)

ABS ID 794 - Half-way uMRD4 as a parameter of 
delayed MRD relapse in IGHV M and UM (Hillmen P. 
oral presentation)

ABS ID 796 - Acquired BTK mutations in ibrutinib 
containing arms (Evans C. oral presentation)

Defining treatment duration: 
- 2 to 6 yrs I or I+V
- double time after MRD negative
- restart I+V if becomes MRD+ prior to 6 yrs 

Dalal S et al., Abstract N. 679, oral presentation, ASH 2025
Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025

Evans C et al., Abstract N. 796, oral presentation, ASH 2025



Selected Oral Presentations from the FLAIR Trial 
1. MRD-guided I+V is effective in intermediate- and poor-risk CLL

TP53mut  n=70 (4.7%) [n=11 in I+V arm]

TP53mutPFSOSPFS

87% of FCR pts 
received targeted 
treatment as 2° 
line therapy

q MRD-guided I+V is highly effective in overcoming the adverse prognostic effect associated with IGHV-UM status
q Similar efficacy also in subset #2 and ATM aberrations (Del11q and ATMmut)

q 100% 5-year PFS in 11 patients with TP53 mutations treated with I+V
Dalal S et al., Abstract N. 679, oral presentation, ASH 2025



Selected Oral Presentations from the FLAIR Trial
2. MRD data in follow up for FCR and I+V (i.e. arms in which uMRD was achieved)
Eight-color flow cytometry on PB (two consecutive samples collected three months apart) and confirmed on BM
uMRD4 (<1 CLL cell in 104 leucocytes) is stopping threshold 
Ibrutinib + Venetoclax
• MRD assessed in PB every 6 months throughout stopping I+V double the time taken to achieve MRD4
• In follow-up MRD becomes detectable (MRD4) then patient will restart I+V at that point (before progression) 

and complete 6 yrs of therapy

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025

PFS by IGHV for FCR

PFS by IGHV for I+V



FCR MRD response

• A higher proportion of 
IGHV-M patients achieve 
uMRD at 2 yrs

• A higher proportion of 
IGHV-M patients mantain 
a persistent uMRD  

Time from MRD recurrence to PD in FCR group

q IGHV-M à average of 6 yrs from MRD 
recurrence to PD

q IGHV-UM à average of 3 yrs from MRD 
recurrence to PD

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025



I+V MRD response
A higher proportion of IGHV-UM patients achieve 
uMRD at 2 yrs    

Duration of uMRD for I+V (by IGHV status)
A higher proportion of IGHV-M patients mantain a 
persistent uMRD   

Ø In I+V group, 19/143 patients experience MRD relapse 
Ø Patients respond to re-introduction of I+V after MRD recurrence

MRD response and uMRD duration for I+V participants by IGHV status

Rawstron A et al., Abstract N. 794, oral presentation, ASH 2025



Selected Oral Presentations from the FLAIR Trial 
3. Acquired BTK mutations in ibrutinib-containing arms

Evans C et al., Abstract N. 796, oral presentation, ASH 2025

BTK mutation in patients with PD

• The majority of pts had more than 1 BTKmut

• No BTKmut was found at baseline
• Most BTKmut pts were IGHV UM



TTNT by Treatment Arm 

Ghia P et al., Poster n. 3898, ASH2025

§ In the ITT population, the 36-month PFS rate was 76.5% (AV), 83.1% (AVO), and 66.5% (FCR/BR)
§ In patients with uIGHV, PFS was improved with AV and AVO vs FCR/BR

• In the ITT population,
the 36-month TTNT rate
was 88.5% (AV), 85.4%
(AVO), and 75.2%
(FCR/BR)

• Forest plots showed a
consistent TTNT benefit
with AV and AVO vs
FCR/BR in IGHV-M and
UM pts, and in pts with
or without ATM, SF3B1
and NOTCH1 mutations.

Impact of prognostic mutations on outcome with Fixed-Duration Acalabrutinib-
Venetoclax Combinations Versus CIT – AMPLIFY TRIAL



Time-Limited Acalabrutinib Monotherapy in Frail Patients with Previously 
Untreated CLL: Primary endpoint analysis of the randomized STAIR trial

Median age 77 yrs
CIRS score >6 in ≈60% 
of pts
CrCl <70 in 78% of pts

PFS

(n=41)
(n=80)

1-yr PFS 
96% vs 53%

TTNT

1-yr TTNT 74%

Among pts who discontinued 
Acala à 1-year PFS 90% in 
IGHV-M and 34% in IGHV-UM
Response to retreatment (n=25)
à24 restarted Acala per protocol, 

ORR 87.5% (21/24)

AEs (in the whole cohort)
AF 6.9%, Hypertension 2.5%, 
Bleeding 1.9%
Lower burden of AEs in the 
group who discontinued Acala

Guièze R et al., Abstract N. 684, oral presentation, ASH 2025



Pirtobrutinib vs BendaR in TN CLL: First Results from BRUIN CLL-313

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025



Pirtobrutinib demonstrated a statistically significant and clinically meaningful PFS improvement, 
with an 80% reduction in risk of PD or death compared with BendaR

Primary Endpoint: Progression-Free Survival

PFS favored Pirtobrutinib across  all prespecified subgroups, included IGHV UM 

ORR with pirtobrutinib was 
>90% and higher than with 
BendaR (81.5%)

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025



Overall Survival

aStratified log-rank 2-sided p-value; the 2-sided alpha level was 0.000001 at this interim OS analysis. bUses the number of patients with investigator-assessed PD as the denominator; eligible patients receiving BendaR could crossover to receive pirtobrutinib 
monotherapy upon confirmation of PD by IRC per protocol.
Abbreviations: BendaR, bendamustine plus rituximab; CI, confidence interval; IRC, independent review committee; OS, overall survival; PD, progressive disease. 

Effective crossover rateb: 
52.9% (18/34)

Number of events, n (%) 3 (2.1) 10 (7.1)

24-month OS rate, 
(95% CI)

97.8
(93.3, 99.3)

93.0
(87.0, 96.3)

Median follow-up, months 32.7 31.7

Hazard ratio (95% CI) 0.26 (0.07, 0.93)

p-value 0.0261a

Pirtobrutinib
n=141

BendaR 
n=141

OS data were immature, but trended in favor of pirtobrutinib, despite a high effective crossover rate

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025



EAIR per 100 Person-Years

Pirtobrutinib
(n=140)

BendaR 
(n=132) Pirtobrutinib

Any Grade
EAIRg

BendaR
Any Grade

EAIRg

EAIR Ratio 
(95% CI)hAny Grade

n (%)
Grade ≥3

n (%)
Any Grade

n (%)
Grade ≥3

n (%)

Infectiona 80 (57.1) 19 (13.6) 44 (33.3) 11 (8.3) 38.3 89.7 0.43 (0.30, 0.62)

Infection without COVID-19 72 (51.4) 19 (13.6) 38 (28.8) 9 (6.8) 30.9 74.9 0.41 (0.28, 0.61)

Bleedingb 36 (25.7) 1 (0.7) 2 (1.5) 0 (0) 12.5 3.3 3.73 (0.90, 15.50)

Hemorrhage 17 (12.1) 1 (0.7) 2 (1.5) 0 (0) 5.2 3.3 1.55 (0.36, 6.69)

Bruising 16 (11.4) 0 (0) 0 (0) 0 (0) 4.8 0 NE

Petechiae and purpura 8 (5.7) 0 (0) 0 (0) 0 (0) 2.3 0 NE

Neutropeniac 21 (15.0) 13 (9.3) 68 (51.5) 60 (45.5) 6.5 169.5 0.04 (0.02, 0.06)

Anemiad 14 (10.0) 6 (4.3) 21 (15.9) 10 (7.6) 4.1 37.7 0.11 (0.06, 0.21)

Thrombocytopeniae 12 (8.6) 4 (2.9) 23 (17.4) 9 (6.8) 3.5 43.1 0.08 (0.04, 0.16)

Atrial fibrillation and atrial flutter 2 (1.4) 1 (0.7) 2 (1.5) 1 (0.8) 0.5 3.3 0.17 (0.02, 1.17)

≥75 years oldf 1 (5.0) 0 1 (4.3) 0 2.2 10.0 0.22 (0.01, 3.46)

Hypertension 11 (7.9) 4 (2.9) 6 (4.5) 4 (3.0) 3.2 10.2 0.31 (0.11, 0.84)

aAggregate of all preferred terms indicating infection and including COVID-19. bAggregate of all preferred terms indicating bleeding. cIncludes neutropenia, neutrophil count decreased, and febrile neutropenia. dIncludes anemia and iron 
deficiency anemia. eIncludes thrombocytopenia and platelet count decreased. fPirtobrutinib, n=20; BendaR, n=23. gEAIR per 100 person-years is based on the first occurrence of an event and is calculated as the number of events divided 
by the sum of years at risk for a TEAE across all patients times 100. hEAIR ratio and 95% CI were estimated using Poisson regression and based on the EAIR with pirtobrutinib relative to the EAIR with BendaR.
Abbreviations: BendaR, bendamustine plus rituximab; CI, confidence interval; COVID-19, coronavirus disease of 2019; EAIR; exposure-adjusted incidence rate; NE, not estimable.

Adverse Events of Interest

Incidence of atrial fibrillation/flutter remains low in older patients aged ≥75 years (5.0% with pirtobrutinib and 4.3% with BR

Jurczak et al., oral presentation, Late Breaking Abstract, ASH 2025



Time Limited Pirtobrutinib, Venetoclax and Obinutuzumab combination in TN CLL

80 pts enrolled 
Median follow up 21.6 mo 

NGS MRD in 
PB and BM

10 pts with del(17p) and/or TP53mut 
à 9/10 U-MRD6 at EOC13

Patient disposition
- No pt had PD, 1 pt died
- 66/77 pts completed all therapy
- No pt had MRD recurrence at a median 

follow up of 10.4 months after 
completing treatment

- 11/77 pts were eligible for additional 12 
cycles of PV due to ≥MRD5 at EOC13

Safety analysis
67% of pts had ≥G3 neutropenia or 
thrombocytopenia
5% of pts had neutropenic fever
2 pts (2%) developed AF

Jain N et al., Abstract N. 680, oral presentation, ASH 2025



MRD-guided therapy of sonrotoclax + obinutuzumab in patients with TN CLL: 
Initial results from an ongoing phase 1/1b study, BGB-11417-101

Overall, 55 pts enrolled 
Median age 62 yrs
Median follow up 12.3 mo 

• No treatment discontinuations 
attributable to sonrotoclax

• No deaths due to adverse events

• Most frequent TEAEs 
were Thrombocytopenia,
neutropenia and IRR

• Grade 3+ neutropenia
did not translate to
serious or life-
threatening infections !"#$"%
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18-month 
PFS 94.3%

All analyzed 
patients who 
reached C15 
(n=21) 
achieved at 
least uMRD5 

All patients in 
remission with 
a median time 
off treatment of 
7.2 months 

Hoffmann MS, et al. abstract N. 7489, Oral Presentation, ASH 2025
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