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Current therapeutic landscape in RR CLL

Onkopedia CLL Guidelines September 2025



What about second-line treatment?



BRUIN-314 Pirtobrutinib vs Ibrutinib: RR cohort

Woyach J et al, Oral Presentation ASH 2025



Efficacy data in RR CLL: ORR and PFS

Woyach J et al, Oral Presentation ASH 2025



2nd Line after Ven-based regimens: CLL13 GAIA results

Niemann C et al, Oral Presentation ASH 2025



Baseline characteristics in pts receiving next line treatment

Niemann C et al, Oral Presentation ASH 2025



Next line treatment based on 1st line treatment

Niemann C et al, Oral Presentation ASH 2025



Treatment free survival from 2nd line treatment (TFS2) 
based on 1st line treatment

Niemann C et al, Oral Presentation ASH 2025



Treatment free survival from 2nd line treatment (TFS2)

Niemann C et al, Oral Presentation ASH 2025



How to deal with double-
exposed/double-refractory disease?



BTK degraders: BGB-16673 and NX-5948
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Ahn I et al, Oral Presentation ASH 2025; Omer Z et al, Oral Presentation ASH 2025



CADAnCE-101 Study: Baseline Pt Features

Total 
(N=68)

Age, median (range), years 70 (47-91)

Male, n (%) 47 (69.1)

ECOG PS, n (%)

0 38 (55.9)

1 29 (42.6)

2 1 (1.5)

CLL/SLL risk characteristics at study entry, 
n/N with known status (%)

Binet stage C 29/64 (45.3)

Unmutated IGHV 38/49 (77.6)

del(17p) and/or TP53 mutation 46/68 (67.6)

Complex karyotype (≥3 abnormalities) 22/44 (50.0)

Total 
(N=68)

Mutation status, n/N (%)
BTK mutation present 26/66 (39.4)

PLCG2 mutation present 10/66 (15.2)

BTK and PLCG2 mutation present 5/66 (7.6)

No. of prior lines of therapy, median (range) 4 (2-10)

Prior therapy, n (%)
Chemotherapy 49 (72.1)

cBTK inhibitor 64 (94.1)

ncBTK inhibitor 14 (20.6)

BCL2 inhibitor 56 (82.4)

cBTK + BCL2 inhibitors 44 (64.7)

cBTK + ncBTK + BCL2 inhibitors 12 (17.6)

Discontinued prior BTK inhibitor due to PD, n/N (%)a 57/64 (89.1)

Ahn I et al, Oral Presentation ASH 2025



CADAnCE-101 Study: Safety Summary

• The most common TEAEs were fatigue 
(36.8%) and contusion (bruising; 30.9%)

• Grade ≥3 neutropenia: n=17 (25.0%); 
16 patients (23.5%) had grade ≥2 
neutropenia at baseline
– Neutropenic fever: n=1

• Atrial fibrillation: n=3 (grade 1, n=1; 
grade 2, n=2; all transient (2 of them 
lasting 1 day) in the context of infection 
and PD, assessed as unrelated to 
treatment)

• Treatment-related major hemorrhagea: n=2 
(one grade 3 subdural hemorrhage and 
one grade 3 post-procedural hematuria)
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Ahn I et al, Oral Presentation ASH 2025



CADAnCE-101 Study: Efficacy
Characteristic, n/N with known 
status (%) ORR 

Total cohort 58/68 (85.3)

Treated at RPE dose (200 mg) 17/18 (94.4)

Prior cBTKi + BCL2i 41/44 (93.2)

Prior cBTKi + BCL2i + ncBTKi 9/12 (75.0)

6 or more prior lines of therapy 13/16 (81.3)

del(17p) and/or TP53mutation 37/46 (80.4)

Complex karyotype (≥3 
abnormalities) 16/22 (72.7)

BTKmutations 20/26 (76.9)

PLCG2mutations 9/10 (90.0)

Ahn I et al, Oral Presentation ASH 2025



NX-4948-301 Study: Baseline characteristics

Omer Z et al, Oral Presentation ASH 2025



NX-4948-301 Study: Safety Profile

Omer Z et al, Oral Presentation ASH 2025



NX-4948-301 Study: Efficacy Data

Omer Z et al, Oral Presentation ASH 2025



Acquired mutations in MK-1026-003 Trial

Kipps T et al, Oral Presentation ASH 2025



Real-world outcomes of liso-cel in CLL

Huang JJ et al, Oral Presentation ASH 2025

41 pts from 17 US sites, 63% TP53 aberrations, 39% complex karyotype
100% BTKi-exposed, 95% BCL2i-exposed, 90% pirtobrutinib (58.5% last line)
Median FU 3.3 months

Less CR if LN≥5 cm: -1.33 (-3.44 to 0.49)
More CR if continued bridging therapy: 1.69 (0.13-3.69) 2 G2, 1 G5 immune effector cell-

associated HLH-like syndrome (IEC-HS)




