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5146 1 VENETOCLAX-OBINUTUZUMAB FOR PREVIOUSLY
UNTREATED CHRONIC LYMPHOCYTIC LEUKEMIA: FINAL
ANALYSIS OF THE RANDOMIZED PHASE 3 CLLT4 STUDY

Kirsten Fischer, Othman Al-Sawaf, Sandra Robrecht, Adam Giza, Can Zhang, Anna-Maria
Fink, Christof Schneider, Karl-Anton Kreuzer, Tatiana Chagorova, Liliya Sivcheva, Olga
Samoylova, Stephen Opat, Carsten Utoft Niemann, Igor Aurer, Lachezar Bogdanov, Anthony
Schwarer, Christian Bjern Poulsen, Andrew Butler, Javier Loscertales Pueyo, Carolyn Owen,
Emil Spasov, Anja Wrisch, Madlaina Breuleux, Yanwen Jiang, Hyun Yong Jin, Eugen Tausch,
Anke Schilhabel, Matthias Ritgen, Stephan Stilgenbauer, Barbara Eichhorst, Michael Hallek

Progression-Free Survival

MEDIAN OBSERVATION TIME 110.1 months

MEDIAN PFS VEN-OBI - 76.6 months
/EN-OB | 25.6%

MEDIAN PFS CLB-OBI 37.9 months

?-YEAR PFS CLB-OB 14.4%

Cumulative progression-free survival

HAZARD RATIO 0.50, 95% Cl1 0.39-0.63

P VALUE <0.001

Time to Event [PFS] from Randomization (months) MEDIAN PFS FOR VEN-OBI
B venOBl 216 194 178 162 142 17 96 74 44 6.4 YEARS

Ll CcLB.OoBl 216 186 131 102 68 51 41 29 25

Fischer K et al. EHA 2026:Abstract S146



/05 KAPLAN-MEIER ESTIMATES

Progression-Free Survival By IGHV Mutational Status

MEDIAN OBSERVATION TIME 110.1 months
FSVEN-OBl & mIGHV &5 104.9 months

MEDIAN PFS VEN-OBI & ulGHV | 64.7 months

HAZARD RATIO 2.74,95% Cl 1.85-4.06

P VALUE | <0.001

MEDIAN PFS CLB-OBI & mIGH! -‘_:_-. 62.2 months

MEDIAN PFS CLB-OBI & ulGHV 28.0 months

j:
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§
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®
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HAZARD RATIO 3.13,95% Cl1 2.21-4.45

P VALUE <0.001

T T
36 48 60 72

Time to Event [PFS] from Randomization (months) MEDIAN PFS VEN-OBI mIGHV 8.7 YEARS
753 VEN-OBI mIGHV 78 67 63 59 52 48 43 30 MEDIAN PFS VEN-OBI ulGHV 5.4 YEARS

W VEN-OBI ulGHV 129 107 95 78 63 46 29 13
'#5 CLB-OBI mIGHV 82 66 57 42 35 3 24 22
I CLB-OBIUIGHY 126 62 43 24 15 10 5 3

Fischer K et al. EHA 2026:Abstract S146



/06 LANDMARK ANALYSIS
Overall Survival & MRD Status For Ven-Obi

MEDIAN OBSERVATION TIME 110.1 months

MRD < 10-4 B Notreached

5
:
§
|-
3

MRD = 10-4 M 70.5 months

HAZARD RATIO 3.73,95% Cl 2.14-6.50

T T T T T
3% 4 7”2 84

Time to Event [0S] from EOT (months) MRD STATUS AFTER VEN-OBI REMAINS
MRD<104 169 163 157 152 143 130 112 101 PROGNOSTIC FOR OS

MRD 2 104 23 19 16 14 13 10 8

Fischer K et al. EHA 2026;Abstract S146



PF614

Safety of Fixed-Duration Acalabrutinib-
Venetoclax Combinations in Patients With
Chronic Lymphocytic Leukemia Stratified

by Age: Post Hoc Analysis of the Phase 3
AMPLIFY Trial

John F. Seymour, MBBS, PhD,' Andrew Aw, MD,? Vincent Ribrag, MD, PhD,?® Guillaume Cartron, MD, PhD,*

Arnon P. Kater, MD, PhD,® Ki-Seong Eom, MD,? Alan Skarbnik, MD,” Alessandra Tedeschi, MD,? Malgorzata Wach, MD,*
Jing-Zhou Hou, MD,"® Arpad llles, MD,"" Batul Suterwala, MD,? Jiefen Munley, MD,* Ellie John, PhD,* Toshifumi Fujimori, PhD,'"
Jennifer R. Brown, MD, PhD™

AV (n=291) AVO (n=284)
Male, % 50.5 [ 648
ECOG PS 0-1, % I 1
ECOG PS 2, % 24 [Pk
CrCl <60 mL/min,* % o 0
Anemia, % COOEE—— 0
Thrombocytopenia, % 237 [ 244
Concomitant medications,™ % gy Y]
RAS-acting agents 37.1 EET— 1]
Antithrombotic agents 86 | 221
Beta-blocking agents (196 | 209
Calcium channel blockers 2 5'_‘
Diuretics 3‘-2]‘;'7]
Drugs for acid-related disorders a4 | 11.6] AV, <65y
Drugs used in diabetes [10.3 | 93] WAV, 265y
Lipid-modifying agents 258 [ 244 AVO, <65y 1P
Urologicals =TT ® AVO, 265 y RESEARCH

TO PRACTICE

Seymour JF et al. EHA 2026;Abstract PF6! 100 80 60 40 20 O 20 40 60 80 100



AV (n=291) AVO (n=284)

<65y >65y <65y 265y
N (%) (n=194) (n=97) (n=198) (n=86)
Any grade 182 (93.8) 88(90.7) 189 (95.5) 80 (93.0) P h I I I A M P L I I:Y .
l Grade >3 99(51.0) 57(58.8) 133(67.2) 64(74.4) | ase L]
SAE,* 46 (23.7) 26 (26.8) 72 (36.4) 37 (43.0) C
SR nen  eea mwe e (SIS Safety An alys|s
COVID-19 5 (2.6) 4(4.1) 11 (5.6) 6(7.0)
Febrile neutropenia 3(1.5) 2(2.1) 3(1.5) 2(2.3)
Acute kidney injury 1(0.5) 0 1(0.5) 2(2.3)
Anemia 1(0.5) 2(2.1) 2(1.0) 0
Pneumonia 1(0.5) 3(3.1) 5(2.5) 5(5.8)
Pyrexia 1(0.5) 1(1.0) 5 (2.5) 1(1.2)
Acute myocardial infarction 0 0 0 2(2.3)
Infusion-related reaction NA NA 1(0.5) 2(2.3) N : . ) R
i 0 0 0 22.3) ¢ Despite modest increases in grade 23 AEs, SAEs, and AE-related discontinuations with
SAE with fatal outcome,* 5(2.6) 5(5.2) 735  10(116) AVO, both AV and AVO improved PFS vs CIT in patients aged 265 years, with similar
COVID-19 pneumonia 2(1.0) 4(4.1) 5 (2.5) 5 (5.8) hazard ratios vs CIT
COVID-19 2(1.0) 0 2(1.0) 3(3.95)
*Events reported in >2% of patients in any subgroup. 2t Age <65 yearS:
Cardiac events 17 (8.8) 10 (10.3) 19 (9.6) 15 (17.4)
Atrial fibrillation 0 2 (2.1) 3 (1.5) 3 (3_5) L4 AV VS C'T: HR: 0.84 (95% Cl: 0-58' 1 .22)
Ventricular arrhythmias (grouped term) 2(1.0) 0 2(1.0) 1(1.2) ° = - o/ g
Pl Ger FEB GiEd e AVO vs CIT: HR: 0.42 (95% CI: 0.27, 0.64)
Leukopenia 68(35.1) 41(42.3) 101(51.0) 46(53.5) i Age >65 years:
Neutropenia 68 (35.1) 40(41.2) 98(49.5) 45(52.3)
Other leukopenia 4@.) 7(7.2) 7 (35) 5(5.8) e AV vs CIT: HR: 0.47 (95% CI: 0.29, 0.76)
Thrombocytopenia 12(6.2) 5(5.2) 23 (11.6) 12 (14.0) . : o/ i
Hemorrhage 58(29.9) 36(37.1) 60(30.3) 26(30.2) e AVO vs CIT: HR: 0.47 (95% CI: 0.28, 0.79)
Major hemorrhage 1(0.5) 2(2.1) 3(1.5) 5(5.8)
Hepatotoxicity 12(6.2) 5(5.2) 13 (6.6) 6(7.0)
Hypertension 10(5.2) 2(2.1) 10 (5.1) 1(1.2)
Infections 104 (53.6) 44 (45.4) 112(56.6) 41 (47.7)
Interstitial lung disease/pneumonitis 0 0 1(0.5) 4(4.7)
Second primary malignancies 7 (3.6) 8(8.2) 6 (3.0) 6 (7.0
Second primary malignancies,
excluding non-melanoma skin 526 369 2(1.0) 568
Secondary primary malignancies,
iy <5 ey 4(2.1) 5(5.2) 4(2.0) 1(1.2)
Tumor lysis syndrome® 0 1(1.0) 1(0.95) 0
*Events of clinical interest categories are by grouped terms. RTP
*Tumor lysis syndrome events were limited 1o laboratory tumor lysis syndrome only; no clinical tumor lysis syndrome was observed. RESEARCH

TO PRACTICE

Seymour JF et al. EHA 2026;Abstract PF614.



First-Line Treatment of CLL/SLL With the All-Oral
Combination of Sonrotoclax and Zanubrutinib Achieves
Undetectable Minimal Residual Disease Rates of >90%,

Including in Patients With del(17p)/TP53

Chan Y. Cheah,1-3 Stephen S. Opat,* Masa Lasica,> Peter Browett,® Mary Ann Anderson,”-8 Emma Verner,2.10
Shuo Ma,'" Robert Weinkove, 213 Marc Hoffmann,# Jacob D. Soumerai,'> Mazyar Shadman,'6.17 Talha Munir,'8
Sophie Leitch,'® Raul Cordoba,?° David Westerman,?'22 Paolo Ghia,?324 Binghao Wu,?®> Gabriel Man,?® Yigian
Fang,25 Sheel Patel,25 Remus Vezan,?> Constantine S. Tam?26

Sonrotoclax QD at target dose
(160 mg or 320 mg)

Sonrotoclax QD
(ramp-up)

Zanubrutinib lead-in
320 mg QD or 160 mg BID
(8-12 weeks)

Zanubrutinib
320 mg QD or 160 mg BID

Zanubrutinib Sonrotoclax Elective discontinuation
administration ramp-up start (96 weeks)
start

Cheah CY et al. EHA 2026;Abstract S145



Sonrotoclax Achieves Deep Target Inhibition at Clinical Dose

* Achieving nearly complete BCL2 inhibition (ie, ICy,) is key to enable deep responses such as uMRD
+ Sonrotoclax has peak plasma concentrations above ICq, for most patients, supporting its best-in-class
potential-2

Venetoclax 400mg QD?
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Total Plasma Concentration (uM)

| L]
Sonrotoclax 320 mg QD Venetoclax 400 mg QD

Cheah CY et al. EHA 2026;Abstract S145



Progression Free Survival: No Events Occurred in the 320-mg Cohort

* 69 patients electively discontinued sonrotoclax, the median time off treatment was 9.2 months (range, 0.6-21.6 months)

I : (it i ——— O ——
' 24-mo PFS rate of 100%
in the 320-mg cohort

0.9 <_
0.8 :
0.7
0.6
0.5

0.47

=S
£
=
©
=]
o
T
g
72 ]
L
o

Start of 1 year of i
0.24 combination combination Elective

y treatmenta treatment ‘discontinuation®

h
0 ) I 1 1 I I I I I I 1

1
0 15 18 21 24 27 30 33 36 39 42 45 48
Number At Risk Time (months)
160 mg 51 50 49 49 49 48 47 44 36 33 23 20 15 13 3 0

86 84 84 80 70 a9 56 54 48 40 30 16 5 1 0 0 0

In the 160-mg cohort, progressive disease was observed in one patient with Richter transformation
aZanubrutinib lead-in was 8-12 weeks. *Protocol defined elective discontinuation after 96 weeks at target dose. mo, month; PFS, progression-free survival; RP2D, recommended phase 2 dose.

Cheah CY et al. EHA 2026;Abstract S145



uMRD4 Was Achieved Rapidly, Regardless of IGHV Status

—

Median time to uMRD4 (320-mg), months

Start of Start of
zanubrutinib sonrotoclax

mIGHV (n=32) 7.2 45
ulGHV (n=46) 8.0 52

=S
2
8
1]
=]
o
L=
a
<
(]
14
=
S

Start of combination 1 year of

A - IGHV mutated
treatmenta combination treatment

== IGHV unmutated

T 1 | T
12 15 18 21

Time from first dose of zanubrutinib, months

aZanubrutinib lead-in was 8-12 weeks.
IGHV, immunoglobulin heavy chain variable; mlGHY, mutated IGHV; ulGHV, unmutated IGHV; uMRD4, undetectable minimal residual disease at <1 CLL cell per 10,000 leukocytes (<10%).

Cheah CY et al. EHA 2026;Abstract S145



A Phase 2 Study Of Fixed-Duration
Pirtobrutinib And Obinutuzumab In Previously Untreated CLL
(POP)

Inhye E. Ahn,’ Svitlana Tyekucheva,? Andrew Lipsky,? Andres Chang,* Jack Suher,' Hang Phan, Virginia Cyr,' ljaabo
Ali," Philippe Armand,’ Amy Bessnow,' tJennifer Crombie,’ David Fisher,’ Cynthia Hahn,! Eric D. Jacobsen,! Caron
Jacobson,' Austin |. Kim," Ann Lacasce,' Reid Merryman,' Oreofe Odejide,! Erin Parry,! David Qualls,’ Christine
Ryan,! Aswin Sekar,! Olivier F. Clerc,®> Sarah Cuddy,® Nancy Kaddis,® Jon E. Arnason,” John Winters,? Steven Lo,
Nicole Lamanna,® Jennifer R. Brown,' Matthew S. Davids'

Study Design

OFF treatment Retreatment

| !

Pirtobrutinib

Obinutuzumab C1 c7 Post C12

(12 cycles) - Pirtobrutinib 200 mg po daily Retreat with pirtobrutinib for
c1.C12 symptomatic CLL progression

* Obinutuzumab in standard Sy
schedule C7-C12

Ahn | et al. EHA 2026:Abstract S148



Median Time On Study: 14 months

After 6 cycles EOT after 12 cycles

N (%) . g : -
(pirtobrutinib monotherapy) (pirto-obin)

N of evaluable patients* 60 33*
Complete response 4 (6.7) 4(12.1)
Partial response 39 (65.0) 22 (66.7)
Partial response with lymphocytosis 4 (6.7) -
Stable disease 5(8.3) 1(3.0)
Progressive disease 141.7) 2 (6.1)"
Not evaluable 7(11.7) 4(12.1)
Overall response (CR + PR + PR-L) 47 (78.3) 26 (78.8)

Peripheral blood minimal residual disease (MRD)

After 6 cycles EOT after 12 cycles
(pirtobrutinib monotherapy) (pirtobrutinib + obinutuzumab)

N, evaluable N, intent-to-treat N, evaluable* N, intent-to-treat
Total N of patients 60 39 93
N, not assessed 19 (31.7) - 14 (26.4)

N (%)

MRD detectable (>10) 40 (97.6) 40 (70.2) 19 (48.7) 19 (35.8)
MRD undetectable (<10+) 1(2.4) 1(1.8) 20 (51.2) 20 (37.7)

*PB MRD was assessed within 1-2 months of EOT, earlier than clinical response assessment.

Ahn | et al. EHA 2026;Abstract S148



STUDY DESIGN

Pirtobrutinib in | BRUIN CLL-313 (NCT05023980) | Arm A T ——

) Pirtobrutinib TN Patients (All) patients randomized to
Key Inclusio a 200 mg PO, QD N=141 pirtobrutinib

Treatm e n t- N alllve Confirmed CLL/SLL requiring therapy N=141 N=253

(per iwCLL 20188)

3 3 No evidence of 17p deletion : Arm B = Efficacy endpoints:
Patlents WIth CLLISLL: 218 years of age and ECOG PS 0-2 =

Bendamustine? + Rituximab® Investigator-assessed
5 ¢ - ORR, PFS, OS
P I d R It f Stratification factors N=141 S e o
oo e es u s ro m = IGHV mutation status (mutated vs an S ©

unmutated) using the Kaplan—Meier

B RU I N C L L-3 1 3 a n d * Rai stage (low/intermediate vs high) method
B RU I N C L L-3 1 4 @ T = Efficacy population: All TN

patients randomized to

Key Inclusion Criteria Pirtobrutinib TN Patients pirtobrutinib

— : - z = 200 mg PO QD N=112 = Safety population: All TN
William G Wierda,! Wojciech Jurczak,? Jose Antonio * Confirmed CLUELL requiring therapy N=331 patients who received
Garcia Vela,® Marcelo Capra,* Gerardo Musuraca,’ (per iwCLL 2018°) , A pirtobrutinib

" ¥ 5 - » - = - i T i i c .
Michal Kwiatek,® Lugui Qiu,” Jianyong Li,? Hiro ETKI naive (neltding Tt ano /IR Arm B
Tatetsu,? Shinsuke lida,'® Kamel Laribi,"! Lutz = 17p deletion status (by FISH) Ibrutinib
Jacobasch,'2 Catherine C Coombs,'3 Katharine L EECHSE0D . 420 mg PO QD
Lewis,'* Katherine Bao,'® Alejandro Levy,'® Yuanyuan Stratification factors N=331
Bian,'S Weiji Su,'® Marisa Hill,'s Jennifer A Woyach'® = 17p deletion presence: Yes vs No

= Prior lines of therapy: 0 vs 1 vs 22

2Bendamustine: 90 mg/m?1V, QD on Days 1-2 of Cycles 1-6. ® rituximab: 3756 mg/m? IV, QD, Cycle 1 Day 1; followed by 500 mg/m? IV on Day 1 of Cycles 2-6. *Enrolled TN patients 34%. ¢ Enrolled R/R patients 66%.

Wierda W et al. ASCO 2026;Abstract 7044



ORR, % (95% Cl)

PFS, % (95% ClI)

0S, % (95% Cl)

Table 2. Investigator-Assessed Efficacy Outcomes in TN Patients

Median, months
18-month rate
24-month rate

Median follow-up, months

Median, months
18-month rate
24-month rate

BRUIN CLL-313
N=141

94.3 (89.13, 97.52)

NR (35.19, NE)
94.2 (88.7, 97.1)
92.7 (86.8, 96.0)
28.0 (27.8, 31.8)
NR (NE, NE)
99.3 (95.0, 99.9)
97.8 (93.3, 99.3)

92.0 (85.29, 96.26)

BRUIN CLL-314
N=112

NR (NE, NE)
95.3 (89.1, 98.0)
94.3 (87.8, 97.4)
22.5 (22.3, 22.8)
NR (NE, NE)
97.2 (91.5, 99.1)
97.2 (91.5, 99.1)

93.3 (89.5, 96.0)
NR (35.19, NE)
94.7 (91.0, 96.9)
93.2 (89.1, 95.8)
27.7 (27.6, 27.7)
NR (NE, NE)
98.4 (95.7, 99.4)
97.5 (94.6, 98.9)

Median follow-up, months 32.7(31.9, 33.3) 27.0 (26.6, 27.4) 29.5 (28.9, 30.7)

Figure 1. Investigator-Assessed PFS in Total TN Population

TN 93.2 %

| Censored

0 2 4 6 8

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Time (months)

No. at risk

TN Patients 253 245 243 242 238 237 230 229 227 226 223 219 152 150 67 656 55 11 4

Wierda W et al. ASCO 2026;Abstract 7044



Dr. Sharman Case Presentation

68-year-old woman who presents initially with
substantial lymphadenopathy but relatively modest
absolute lymphocytosis. Found to havdgHV

unmutated disease, with FISH showing deletion of 11Q

Imaging revealed adenopathy considerably larger than
appreciated on physical exam. Started initially on BTK
monotherapy, with venetoclax to be added.




Dr. Sharman Case Presentation

64 yearold otherwise healthy male, rarely goes to doctor. Aware of
adenopathy in his neck but does not really recall when it started. Wife
suspects longer than he does.

lgHVunmutated, Del 13Q, TP53 wildtype.

Started on AVO regimem only just began A for one month and now
adding Obinutuzumab. Venetoclax to follow.




A

A

Questions?

FirstLine Therapy

Fischer K et aWenetoclaxobinutuzumabfor previously untreated chronic lymphocytic leukemi&inal
resultsof the randomizedCLL14 studyEHA 2026;Abstract S146.

Seymour JF et dhafetyof fixed-duration (FD)acalabrutinibvenetoclax combinationsn patients (pts)
with chronic lymphocytic leukemidCLL) stratified by agBost hoc analysisf the phase 3 AMPLIFY trial

EHA 2026;Abstract PF614.

Cheah CY et dhirstline treatment of CLL/SLL with thedl-oral combination of sonrotoclax and
zanubrutinibachieveaundetectable minimal residual diseasates of >90%, including in patients with
del(17p)/TP53 EHA 2026;Abstract S145.

Ahn | et al. Abhase 2 studyof fixed-duration pirtobrutinib and obinutuzumab ipreviously untreated CLL
EHA 2026;Abstract S148.

Wierda W et alPirtobrutinib in treatment-naivepatients with CLL/SLPooled results fromBRUIN
CLE313 and BRUIN Ci314. ASCO 2026;Abstract 7044.




Key Datasets BRUIN Cl-B22
(Pirtobrutinib/Venetoclax/Rituximab for Relapsed Disease)

A Davids MS et aFixed duration pirtobrutinibplus venetoclagrituximab versus venetoclgx
rituximab for patients withpreviously treated CLL/SLAphase 3 randomized trial (BRUIN
CLE322). EHA 2026;Abstract LB5001.




BRUIN CLL-322 Trial Design

Phase 3, Randomized, Open-Label, Global, Multicenter Trial | 22 Countries | NCT04965493

Patients with R/R
CLL/SLL

Davids MS et al. EHA 2026;Abstract LB5001

Stratified by:
Del(17p) status (negative vs. positive)

Prior cBTKi experience
= Discontinuation due to PD vs.

= Discontinuation due to other reasons vs. I

=  No prior cBTKi exposure? R
1:1

Pirtobrutinib + Venetoclax + Rituximab
(PVR)

Fixed-Duration, 28 Cycles

+ Pirtobrutinib 200 mg QD (C1-C28)
= Venetoclax 400 mg QD (C5-C28, with C4/C5 weekly ramp-

up from 20 mg to 400 mg)

+ Rituximab 375 mg/m? IV (C1D1), 500 mg/m? IV (C2-C6, D1)

Venetoclax + Rituximab

(VR)
Fixed-Duration, 25 Cycles

* Venetoclax 400 mg QD (C2-C25, with C1 weekly ramp-up

from 20 mg to 400 mg)
Rituximab 375 mg/m? IV (C2D1), 500 mg/m? IV (C3-C7, D1)




Davids MS et al. EHA 2026;Abstract LB5001

Patients with evaluable samples at EOT?

UMRD Threshold, n (%)

21074 (13.7%)

=107 & <107° (22.2%)

<107 (52.1%)

PVR VR
N=117 N=117

101 (86.3) 71 (60.7)
87 (74.4) 59 (50.4)
61(52.1) 41 (35.0)

P-valuec

<0.0001
0.0002
0.0103

>1074 (39.3%)

>10° & <1075 (15.4%)

<107* (35.0%)




Progression-Free Survival by IRC (ITT population)

PVR VR
(n=321) (n=318)

{ Events, n (%) 68 (21.2) 101 (31.8)

| 24-month PFS rate, % (95% CI) 86.9 (82.3,90.4) 71.8 (65.7, 77.0)
| Median PFS, months (95% Cl)  NE (43.3,NE) 397 (35.9, NE)
Hazard ratio (95% CI) 0.547 (0.400, 0.748)

| Sstratified log-rank P2 0.0001
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

Number at risk Time Since Randomization (Months)

PVR 321 308 297 291 284 278 275 258 243 237 196 191 182 147 131 123 99 93 86 66 48 32
VR 318 293 282 276 269 256 249 245 221 215 175 161 127 114 104 94 80 70 63 49 36 21

16 events of Richter Transformation occurred in the VR arm vs 8 events in the PVR arm

With a median follow-up of 27.3 months, PVR demonstrated superiority in IRC-assessed PFS compared with VR,
reducing the risk of progression or death by 45%

Davids MS et al. EHA 2026;Abstract LB5001



Dr. Sharman Case Presentation

~ RT WT Mk - retenflyiretitedlhurse
who initially presented withlgHV
unmutated CLL. FISH testing had
revealed Dell7P. Started on BTK
monotherapy in 2021.

Did well for 4 years but developed
progressive / recurrent adenopathy and
slight bump in lymphocyte count.

Enrolled on a clinical trial of Ven/R versus
pirto/ven/R receiving the triplet

Oct19 Apr20 Oct20 Apr21 Oct21 Apr22 Oct22 Apr23 Oct23 Apr24 Oct24 Apr25 Oct25 Apr26

3735H

28.32H 3261 H

20.49H

457H
1.41 143

297 T———
157 13



Questions?

BRUIN CLB22 (Pirtobrutinib/Venetoclax/Rituximab for Relapsed Disease)

A Davids MS et aFixed duration pirtobrutinibplus venetoclagrituximab versus venetoclax
rituximab for patients withpreviously treated CLL/SLAphase 3 randomized trial (BRUIN
CLE322). EHA 2026;Abstract LB5001.




Key Datasets Bispecific Antibodies (Epcoritamab)

A Kater AP et aFixed duration venetoclax plus epcoritamadhows favorable tolerability and
high response rates with early molecular responses in R/R CLInt8Lim analysisof the
randomizedHOVON 165/AETHER triedHA 2026;Abstract S153.




AETHER treatment scheme

— R/ R CI.L/SLL ' )
g . Primary endpoint
— At least 1 prior line of treatment Phsia |
— Atleast 2 yrs after previous Ven » Safety and recommended Phase 2 epcoritamab dose

Phase Il
* uMRD (NGS) after C26

2x priming dose

Epco 48m
Ry PP ) P g

S Venetoclax 400mg/day 26 cycles

Venetoclax 400rng/day
Epco 48mg

Kater AP et al. EHA 2026;Abstract S153



ORR 100%

CAR expansion and persistence negatively correlated with

CLL tumor burden PR = CR ( I)

CAR-T efficacy

CLL tumor burden

Kater & Themeli, Blood 2025

Kater AP et al. EHA 2026;Abstract S153



Adverse events of special interest after amendment

AESI during cycle 1 AESlcyclel1-6

L sa n@) CRS
CRS

No CRS 20 (56) 0.8 And 3 mg Step-Up
Grade 0

Grade 1
Grade 2
Grade 3

Grade 1 12 (33)

Grade 2 4 (11)

No. of Patients

Resolution 100%

2(1-7)

Median time to resolution, days (range)
n=36 n=35 n=32

1 2 3

Other toxicity of special interest C1 N (%) Infections Infection
8 None/ Grade 1

Any ICANS 0 O Grade 2
B Grade 3

TLS
==

No. of Patients

Infections:
No
Grade 2
Grade 3

Kater AP et al. EHA 2026;Abstract S153



Questions?

Bispecific Antibodies (Epcoritamab)

A Kater AP et aFixed duration venetoclax plus epcoritamathows favorable tolerability and
high response rates with early molecular responses in R/R CLInt8Lim analysisof the
randomizedHOVON 165/AETHER triedHA 2026;Abstract S153.




Key Datasets BTK Degraders

A Stilgenbauer S et #88GB16673,a Bruton tyrosine kinase (BTK) degrader, in patients with
relapsed/refractory(R/R)chronic lymphocytic leukemia/small lymphocytic lymphoma
(CLL/SLL): ghase 1 CADANCID1 study update EHA 2026;Abstract S152.

A Munir T et alUpdated efficacy and safety dasom an ongoingphase 1a/b trialof the
BTK degraddvexobrutideg(NX5948)in patients withCLLacross lines of therapy. EHA
2026;Abstract S150.




Tacabrutideg (BGB-16673), A Bruton Tyrosine Kinase Degrader,
in Patients With Relapsed/Refractory

Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma:

A Phase 1 CaDAnCe-101 Study Update

Stephan Stilgenbauer,! Ricardo D. Parrondo,? Meghan C. Thompson,® Anna Maria Frustaci,* John N. Allan,®
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Baseline Patient Characteristics
Heavily pretreated, with high-risk CLL features

Age, median (range), years
Male, n (%)
ECOG PS, n (%)

Total
(N=67)
70 (47-91)
46 (68.7)

38 (56.7)
28 (41.8)
1(1.5)

No. of prior lines of therapy, median (range)

4 (2-10)

CLL/SLL risk characteristics, n/N (%)
Unmutated IGHV
del(17p) and/or TP53 mutation
Complex karyotype (23 abnormalities)

43/56 (76.8)
44/67 (65.7)
23/43 (53.5)

Mutation status, n/N (%)
BTK mutation present
PLCG2 mutation present
BTK and PLCG2 mutation present

Stilgenbauer S et al. EHA 2026;Abstract S152

25/66 (37.9)
10/66 (15.2)
5/66 (7.6)

Prior therapy, n (%)
Chemotherapy
cBTK inhibitor
ncBTK inhibitor
BCL2 inhibitor
cBTK + BCL2 inhibitors (no ncBTK inhibitor)
cBTK + ncBTK + BCL2 inhibitors

48 (71.6)
63 (94.0)
14 (20.9)
55 (82.1)
43 (64.2)
12 (17.9)

Refractory to last cBTK inhibitor + last BCL2 inhibitor?

37/41 (90.2)

Discontinued prior BTK inhibitor due to PD, n/N (%)®

56/63 (88.9)




Progression-Free Survival
Durable PFS in heavily-pretreated patients across all dose levels in phase 1
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