Latest data from the FLAIR and CAPTIVATE trials,

presented at EHA 2025

Phase Ill FLAIR trial: booulati

.. . : : opulation:
Ibrutinib + venetoclax with MRD-guided duration of ,':: 286
treatment vs ibrutinib vs FCR in patients with CLL*
Adaptive trial design: I+V vs FCR primary endpoint: PFS
FCR was first compared with ibrutinib I+V vs | primary endpoint: MRD negativity
+ rituximab; the trial design was later Eligibility: Previously untreated CLL

adapted to include the l and I+V arms Median age: 62 years

STUDY DESIGN (ISRCTN01844152)

FCR arm (n=263) larm (n =263) MRD-guided I+V arm (n = 260)

Duration: 6 months Duration: Maximum 6 years Duration: 2-6 years, double
the time to achieve MRD neg

Fludarabine Ibrutinib

24 mg/m?/day x 5 days (C1-6) 420 mg/day

- 420 mg/day
&9 Cyclophosphamide

50 iy x5y -9

Incremental dose escalation
Rituximab over 5 weeks to 400 mg/day
375 mg/m? (C1);
500 mg/m? (C2-6)

EFFICACY Median follow-up: 62.2 months
: Median PFS :
—_—— 4 ; 4
FCRarm ]69.2 months | arm NR I+V arm NR

MRD neg in BM (%) MRD negin PB (%)
48.3 0 66.2 60.8 0 73.1

5-yr PFS estimates (%) : 5-yr OS estimates (%)
58.1 79 93.9 86.5 90.5 95.9

|+V

FCR | FCR I+V FCR| | | l+V FCR I+V
| Phase Il CAPTIVATE trial: orulation:
Final analysis of fixed-duration ibrutinib + venetoclax in oﬁi ;O';n'

patients with CLL/SLL?

Eligibility: Previously untreated CLL/SLL; aged <70 years. Median age: 60 years

STUDY DESIGN (NCT02910583)

FD I+V arm (n = 159) MRD cohort placebo arm with
confirmed uMRD (n =43)

B) Ibrutinib

420 mg/day (C1-15: C1-3 lead-in) Same dose I+V as the FD I+V arm
(+
w HenSteE Patients received 1 additional cycle

Incremental dose escalation over 5 weeks of 1+V at MRD-guided randomization,
to 400 mg/day (C4-C15) then placebo

EFFICACY Median follow-up: 68.9 months
Median PFS and median OS not reached

ORR
76% 82%

5.5-yr PFS rate 5.5-yr OS rate

66% 60% 97% 96%
Retreatment:

36 patients reinitiated

. with single-agent
. ibrutinib (n =25)
,orl+V(n =11)

Pooled| |[FD only Pooled| |FD only
N=202 n=159 N=202 n=159
l |
v
del(17p)/mTP53 IGHV MRD at EOT
Pooled Pooled FD only
36%  70% 84%  59% MRD status at EOT 47%

was predictive of

long-term PFS,
regardless of high-risk
. genomic features .

With ||Without mIGHV | | ulGHV dMRD
nN=29 n=169 n =66 n=99 n =60 n =90

Together, the updated results from these trials, with longer follow-up, demonstrate the

benefit of the all-oral, once-daily, chemotherapy-free I+V regimen in patients with previously
untreated CLL.*” MRD-guided duration of therapy may further optimize outcomes.!

BM, bone marrow; C, cycles; CLL, chronic lymphocytic leukemia; del, deletion; dMRD, detectable measurable residual disease;
EHA, European Hematology Association; EOT, end of treatment; FCR, fludarabine + cyclophosphamide + rituximab; FD, fixed-
duration; I, ibrutinib; I1+V, ibrutinib + venetoclax; m/GHV, mutated /IGHV; MRD, measurable residual disease; mTP53, mutated
TP53; neg, negativity; NR, not reached; ORR, overall response rate; OS, overall survival; PB, peripheral blood; PFS, progression-
free survival; SLL, small lymphocytic lymphoma; u/GHV, unmutated /IGHV; uMRD, undetectable measurable residual disease.
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EHA 2025 Congress; Jun 12-15,2025; Milan, IT.

@ LymphomaHub ‘ Brought to you by @ SES

This educational resource is independently supported by Johnson & Johnson. All content was developed by SES in
collaboration with an expert steering committee; funders were allowed no influence on the content of this resource.



