PF613 Introduction Methods Figure 1: Study design for REALITY-WW

e Fixed-duration (FD) ibrutinib + venetoclax (Ibr+Ven) has demonstrated noninferiority to ¢ Patients aged = 18 years with first-line CLL/SLL requiring treatment were enrolled over
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Re a I Wo rI d F I rSt L I n e continuous lbr, with similar 3-year progression-free survival (PFS) and overall survival 63 sites in Brazil, France, Israel, Italy, and the United Kingdom
(OS) rates in patients with previously untreated chronic lymphocytic leukemia/small Decision to start treatment with FD lbr+Ven was taken prior to, and independent of , —

lymphocytic lymphoma (CLL/SLL) the patient’s enrollment in the study

FD ibrutinib 420 mg/day plus

Ibrutinib venetoclax 400 mg/day for 12 cycles

Follow-up phase

FD lbr+Ven also achieves OS rates comparable with an age-matched general

European pooulation? Patients received a 3-cycle lead-in of lbr (420 mg once daily), followed by 12 cycles of ST T 2T 3T 4T 5T 6T 7T 5T o T doT 1T 12T 13 _t
Ixe - u ra I O n P POP FD Ibr+Ven (with Ven dose ramp-up from 20 to 400 mg over 5 weeks) (Figure 1) inimur of 48 weaks &4 weaks of follow-up from premature
discontinuation or the end of FD ibrutinib-venetoclax

FD Ibr+Ven is approved in 78 countries® and real-world (RW) data have been reported Data were collected every ~ 12 weeks during routine clinic follow-up visits until Ibrutini 420 mg day

. lead-in Cycles 1-3
on Its use subsequent treatment or study completion '
enetoclax dose ramp-up

O o
I b ru t I n I b Ve n eto c I ax ;O?llig alga':{l/SIS .II:':.0m the REALI-LIY-WO;I(:WIdef(l\/VW)dand EE'At\LITY-ZIStUdlleS Inqtlca;tled The prlmary end pOInt was beSt Overa” response rate (ORR) by the end Of frorg;g;z::g:gég;izver Primary end point: overall response rate
I a rrven has a manageable safety profiie and Is efiective In clinical practice 15 treatment cycles; ORR included complete response (CR), CR with incomplete by the end of 15 treatment cycles

The Spanish LI+VE RW study reported a tolerable safety profile, low rates of hematological recovery (CRi), partial response (PR), and PR with lymphocytosis
discontinuations, and 6-month OS/PFS rates of 100%/98.9%° (PR-L)
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I re at m e n t I n I at I e n ts W I t h In the Thrive study, rates of discontinuations were favorable when compared with Secondary end points included PFS, OS, and safety

. . . . . . . . 6
historical trlals, mC|Udmg In patlents aged 2 65 years without del 7p Figure reproduced with permission from Munir T, et al. Fixed-duration ibrutinib-venetoclax for first-line treatment of

. . . patients with chronic lymphocytic leukemia: the REALITY-WW prospective real-world study cohort. Future Oncol.
Here we present analysis from the REALITY-WW RW prospective study, with a 2025;21:3763-3771. Licensed under Creative Commons CC-BY 4.0.

C h rO n i C Ly m p h O Cyti C median time on study of 9.6 months

Results
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Leukemia: Analvsis From |- Overall response rate in FD lr+Ven-treated patients with a leas Artong the 181 reated ptients who had > 1 posiaseline dissase asssssmens,
- ORR was 94.5% (95% CI, 91.2-97.8) by the end of 15 treatment cycles, including a

e As of March 2026, all patients are now fully enrolled. 175 patients are still on study 1 postbaseline assessment CR in 38.7%, CRi in 3.3%, PR in 41.4%, and PR-L in 11.0% (Figure 2). Additionally

O treatment, and 16 patients have completed study treatment = ol - : :
I T : _ patients had stable disease, 2 had progressive disease, and 3 were not evaluable
h P r IV R EA I Y- 18 patients discontinued study treatment prematurely Figure 2: ORR by the end of 3, 6, 9, 12, and 15 treatment cycles . .
100 - . When evaluating all response assessments available by the end of each treatment
The median age was 66 years, with 54.1% of patients aged = 65 years and 19.1% 91.2% 93.4% 93.4% 94.5% cycle, ORR was 83.4% by the end of 3 treatment cycles, 93.4% by the end of
2 75 years 90

] 1 83.4% 9 treatment cycles, and 94.5% by the end of 15 treatment cycles
Wo rI d w I d e St u d y Median time on study was 9.6 months 80 - ORR was generally consistent across patient subgroups (Figure 3)
_ _ L 70~ Safety in FD Ibr+Ven-treated patients
Table 1: Patient baseline characteristics 60 -
e QOverall median duration of exposure was 9.1 months, with 8.6 months
Characteristic Treated patients (N = 209) 50 - (range: 0.1-17.3) and 6.3 months (range: 0.0-14.1) for Ibr and Ven, respectively

Catherine Thieblemont', Adrien Caillet?, Vanessa Innao?, Alessandro Sanna*, David Allsup®, Talha Munir®, Oliver Miles’, 40 4 Any-grade treatment-emergent adverse events (TEAEs) were reported in 148 (70.8%)

Danielle Le&o Cordeiro de Farias®, Adriana Scheliga®, Ahmed Absi'®, Galia Stemer'', Tamar Tadmor', Mark Hoffman™, Median ade (ranae). vears 66.0 (39-87 . : : : .
Brian Koffman'™, Boo Messahel'®, Sowmya Srikanthan'®, Anat Raz'?, Christopher Abbazio'”, Zacharias Anastasiou'?, ge (range), y 0 ) E)'I?tlsrtsﬁ)the most common of which were infections (20.6%) and diarrhea (18.7%)
able

Huiling Pei®, Qing Li'"®, Jose Antunes?’, Barbara Pinto?°, Claire Kavanagh?!, Mohamed Fouad#, Lori Parisi',
Mark Wildgust™, Paolo Ghia**** - S 0 11 1 . . : :
Patients aged 2 65 years, n (%) 3 (94.1) Severe TEAEs were reported in 36 (17.2%) patients and serious TEAEs in 31 (14.8%)
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Best overall response (%)

'Assistance Publique & Hopitaux de Paris (APHP), Hépital Saint-Louis, Hémato-oncologie, Université de Paris, Paris, France; 2Hematology Department, CHU Besancon, Besancgon, France; 1 O = 0 i i thri i o] i .

SARNAS Garibaldi, Catania, Italy; “Hematology Unit, AOU Careggi, Florence, Italy; SHull York Medical School, Centre for Biomedicine, Hull, UK; St James’s University Hospital, Leeds, UK; . o 8 (38 /0) patlents had reporte.d atrial flbrlllatlon, 2 (1 .0 A)) of which were severe,; 4 of

"Musgrove Park Hospital, Taunton, UK; 8A Beneficéncia Portuguesa de Sao Paulo, Sdo Paulo, Brazil; °Instituto Oncoclinicas, Rio de Janeiro, Brazil; "*National Guard Health Affairs: King Abdulaziz Patients aged 275 years, n ( A)) 40 (1 9.1 ) these paﬂents had either an interru pt|on or reduction of Ibr dose. Of these 8 patlentS,

Medical City, Riyadh, Saudi Arabia; ""Hematology Institute, Galilee Medical Center, Naharyia, Israel; '?Hematology Unit, Bnai Zion Medical Center, and the Ruth and Bruce Rappaport Faculty 0 . . . . .

of Medicine, Technion, Haifa, Israel; "*University of California, San Diego, CA, USA; *CLL Society, Inc., Nashville, TN, USA; 'SJohnson & Johnson, Raritan, NJ, USA; *®Johnson & Johnson, 3 Cyc|es %) Cyc|es 9 Cyc|es 12 Cyc|es 15 Cy0|es 2 had a hlStOry of cardiac disease and 4 had a hIStOry of hypertenS|on

Somerset, NJ, USA; ""AbbVie, North Chicago, IL, USA; '®Johnson & Johnson, Pefki, Athens, Greece; '®Johnson & Johnson, Titusville, NJ, USA; ?Johnson & Johnson, Porto Salvo, Portugal;

21Johnson & Johnson, Dublin, Ireland; 22Johnson & Johnson Middle East FZ-LLC, Dubai, UAE; 2Universita Vita-Salute San Raffaele, Milan, Italy; *Comprehensive Cancer Center, IRCCS 1) - i (0] i i i i i (o] i

Oomeciate Som Ratfocio, Milan,. lta Sex, n (%) PR-L WPR ECRi ECR 6 (ZA_?.A)t_patleP;cg hdad TEAIfjsgga(gg\% ;‘/0)?'5‘35”""1“3_“?” of Itl_or, 23f E; 1 d() %) leading to
Mmoditication O I aose, an .J7/0) leading 1o Interruption o raose

Male 137 (65.6) At 3 cycles = 8.3% with stable disease (SD), 1.1% with progressive disease (PD), and 7.2% not evaluable (NE).
At 6 cycles =4.4% SD, 1.1% PD, and 3.3% NE. At 9 cycles = 3.3% SD, 1.1% PD, and 2.2% NE. At 12 cycles = 3.3% o _
Female 72 (34.4) SD, 1.1% PD, and 2.2% NE. At 15 cycles = 2.8% SD, 1.1% PD, and 1.7% NE. No cases of clinical/laboratory tumor lysis syndrome (TLS) were reported

Key Ta keaway Figure 3: ORR by the end of 15 cycles by subgroup Of the 57 patients who were classified as having high TLS risk at baseline, 26 had

a reduction to intermediate or low risk, and no patients had an increase in TLS risk

Initial diagnosis, n (%) ORR
between baseline and Cycle 4

REALITY-WW demonstrates the effectiveness and tolerability of FD CLL 200 (95.7) and 95% CI nIN (%) 95% ClI
Ibr+Ven in routine clinical practice, including in elderly patients and SLL 9 (4.3) Age 2 patients aged = 75 years discontinued Ibr due to TEAEs

those with high-risk features < 65 years 80/86 (93.0) 87.64-98.41
CIRS score, n (%)° > 65 years 91/95 (95.8) 91.75-99 .83 Table 2: TEAEs occurring in 2 5% of patients

D OOOROEBEBGEBGEBEEESSESE > 6 23 (12.0
( ) < 75 years 139/149 (93.3) 89.27-97.31
: Treatment-emergent adverse event Any grade, n (%) Severe, n (%)
Conclusions > 75 years 32/32 (100.0)  100.00-100.00

ECOG PS, n (%)°
0-1 172 (97.2) Sex Infections and infestations? 43 (20.6) 8 (3.8)

2 5 (2.8) Male 114/121 (94.2)  90.06-98.37
Female 57/60 (95.0) 89.49-100.00 Diarrhea 39 (18.7)

IGHV status, n (%)° ECOG PS
FD Ibr+Ven is well tolerated in a diverse RW population, with low Unmutated 87 (42.9) 0 71/76 (93.4)  87.85-98.99 Neutropenia 31(14.8)

rates of neutropenia (14.8%), and no increase in TLS risk after the Mutated 57 (28.1) > 1 76/79(96.2)  91.99-100.00
lbr lead-in period. The low rates of atrial fibrillation (3.8%) were Not ayqepre 95 (27.1) CIRS
comparable to those reported with other BTKis, supporting this as a Notassigned to a group 4(2.0) <6 139/145 (95.9)  92.62-99.10 Arthralgia 19 (9.1)

BTKI class effect >6 20/21(95.2)  86.13-100.00
TP53, n (%)’ IGHV status

Mutation present 6 (3.0)
Low rates of Ibr discontinuation due to TEAEs (2.9%) show the No mutation present 167 (82.7)
robustness of FD Ibr+Ven in an RW setting Not available 29 (14.4)

ORR was high throughout treatment, reaching 94.5% by the end
of 15 treatment cycles

Muscle spasms 19 (9.1)

Nausea 17 (8.1)
Unmutated 74177 (96.1) 91.78-100.00

Mutated 43/49 (87.8) 78.58-96.93 Fatigue 15 (7.2)
Del17p or known TP53 status
No 100/103 (97.1) 93.84-100.00 Contusion 13 (6.2)
25 (12.3) Yes 24/27 (88.9) 77.03-100.00

Del17p, n (%)°
Mutation present
No mutation present 130 (64.0)

| N o S Not available 48 (23.6) ORR (%) _
This QR code is intended to provide scientific information for individual reference Hypertens|on 11 (5,3)

and the information should not be altered or reproduced in any way. Cl, confidence interval.
2191 assessed. *177 assessed. °203 assessed. 9202 assessed. Analysis set includes patients with at least 1 postbaseline assessment; Cls are based on normal approximation
CIRS, Cumulative lliness Rating Scale; ECOG PS, Eastern Cooperative Oncology Group performance status. (Wald’s ClI). aSystem organ class.

Thrombocytopenia 12 (5.7)

Please scan QR code https://www.congresshub.com/EHA2026/Oncology/lbrutinib/Thieblemont
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