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Key Datasets

Wojciech Jurczak, MD, PhD

A

A

A

Sharman JP et &\calabrutinib-obinutuzumabimproves survival vs chemoimmunotherapytri@atment-
naive CLIn the 6-year follow-up of ELEVATEN Blood2025;146(11):127@85.

Simon F et alcalabrutinibl NBF 0 YSYd F2NJ 2t RSNJ 6F 3SR xyWwrmag Sl NR O
end point analysis of the CLirail trial Blood2025;146(26):31582.

Tam C et al. Sustained efficacyzahubrutinib (zanu) vsbendamustinet rituximab (BR) itreatment (tx)-

naive chronic lymphocytic leukemia/small lymphocytic lymphoma (TN SLL/CLL) and continued favorable
survival in norrandomizedpatients (pts) with del(17p): é/ear follow-up in the phase 3 SEQUOIA study
ASH 2025;Abstract 2129.

Tam C et al. LoAgrm results of patients receivirmpnubrutinibin the phase 3 ALPINE studgnfirm
sustained benefit ozanubrutinibin patients withrelapsed/refractorychronic lymphocytic leukemia or
small lymphocytic lymphoma (R/R CLL/SUp)to 6 years of followup with the longterm extension
(LTE1). ASH 2025;Abstract 2123.

Tarig B et al. Relative bioavailability, food effect, and bioequivalence studies to assagzanubrutinib
160-mg tablet Results fron? phase 1 studies in healthy volunteer€linPharmacoDrug Dev
2026;15(1):e1584.
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Key Datasets

Woijciech Jurczak, MD, PHibontinued)

A Sharman JP et d@hase Ill trial opirtobrutinib versusidelalisilirituximab or bendamustinérituximab in
covalentbruton tyrosine kinase inhibitorpretreated chronic lymphocytic leukemia/small lymphocytic
lymphoma(BRUIN CL821). J Clin Oncd025;43(22):253819.

A Wierda W et alPirtobrutinib in postcbtki CLL/SLL: Final update from the phase 1/2 BRUIN stitly
more than5 years followup. ASH 2025;Abstract 2115.

A Woyach] et al Pirtobrutinib versus ibrutinib irireatment-naive and relapsed/refractoryghronic
lymphocytic leukemia/small lymphocytic lymphondaClin Oncd@025;[Online ahead of print].

A Jurczak W et aBRUIN Cl-813: Randomizegbhase Il trial ofpirtobrutinib versusbendamustineplus
rituximab inuntreated patientswith chronic lymphocytic leukemia/small lymphocytic lymphoh&lin
Oncol2025;[Online ahead of print].

A Woyachletal.Updatesafk w / [ [ S6AGK LINA2NJ SELR adzNBE G2 . NHzi2y Q
bck2 inhibitor in the phase 1 trial of LAL68 ocbrutinib), a novel COVALENT and FOOVALENT BTK
Inhibitor. ASH 2025;Abstract 87.
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Key Datasets

Jennifer Brown MD, PhD

A Brown JR et al. Fixatliration acalabrutinib combinations imtreated chronic lymphocytic leukemia.
N Engl J Mel025;392(8):74&%2.

A Seymour JF et al.pgost hoc safety analysisf fixed-durationacalabrutinibvenetoclax combinationws
chemoimmunotherapy: Results from tiphase 3 AMPLIFY triaASH 2025;Abstract 2118.

A Davids MS et aPhase Il study of acalabrutinilvenetoclax andobinutuzumabin atreatment-naive
chronic lymphocytic leukemia population enriched Iiagh-risk diseased Clin Oncd025;43(7):7889.

A Swaminathan M et aAddition of obinutuzumab after one year of combined acalabrutinib and
venetoclaxis safer and effective than early obinutuzumab in a randomiese Il trialfor treatment
naiveCLL. ASH 2025;Abstract 681.

A Shadman M et aZanubrutinib + venetoclafor treatment-naive chronic lymphocytic leukemia/small
lymphocytic lymphoma (CLL/SLL), including patierttsdel(17p) and/orTP53mutation and unmutated
iImmunoglobulin heavychain variable status3-year results from SEQUOIA arm BSH 2025;Abstract
56609.
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Key Datasets
Jennifer Brown, MD, PhD (continued)

A Tam C et aFrontline treatment ofsonrotoclax(BGB11417) andzanubrutinibfor chronic lymphocytic
leukemia/small lymphocytic lymphoma (CLL/SLL) demonstrates high undetectable minimal residual disease
(UMRD rates with favorable tolerability: Updated data frddB11417#101, an ongoing phase 1/1b study
ASH 2025;Abstract 3891.

A Soumeralil et alZanubrutinib + obinutuzumab sonrotoclaxin patients withtreatment-naive chronic
lymphocytic leukemia/small lymphocytic lymphoma (TN CLL/SLL): Initial results framg@ng phase 1/1b
study, BGBL1417101 ASH 2025;Abstract 3890.

A Jain N et alTimelimited pirtobrutinib, venetoclax, and obinutuzumab combinatidn first-line chronic
lymphocytic leukemia. ASH 2025;Abstract 680.

A Jain N et alPirtobrutinib, venetoclax, and obinutuzumafor patients withrichter transformation: A phase
2 trial. ASH 2025;Abstract 89.

A Ghia P et alNemtabrutinib plus venetoclaxn relapsed or refractorychronic lymphocytic leukemia/small
lymphocytic lymphoma: Results from the dose escalation and confirmation segment phase 3
bellwave-010 study ASH 2025;Abstract 2119.

A AlSavaf O et al.Fixedduration versus continuous targeted treatmerfor previously untreated

chronic lymphocytic leukemia: Results from the randomizZédil Trial. ASH 2025;Abstract 1g Year.
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Bruton Tyrosine Kinase Inhibitors (BTKIi) for Chronic Lymphocytic Leukemia
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Statistics for the dummies

95%Conﬁdence
Yy Interval:

Treatment Group

ntrol Group

{;_ [£<0.05 = PRETTY SURE

£ 100 get sick @ Only 16 get sick @9 " it's NOT just luck!
: 4 = t If the p-value is small (less than
< | "‘ - 0.05), we can be pretty sure
/ > ."'
ra s ; : K, - L tl'litestlwws\ma'lre 9;%5‘;:&5 ).
P i rue answer is inside
- 84% LESS RISK! = , | T

National
Research
Courtesy ofWojciechJurczakMD, PhD & e



Biology and Pharmacology of Select Agents to Treat CLL

A Chemotherapy

A Anti-CD20 antibodies

ABTK inhibitors (covalent and noncovalent)
A Bck2 inhibitors

ABTK degraders

Year,
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CLL17

ALPINE

SEQUOIA

PVO fixed duration
BGB11417#101
Delayed obinutuzumab
AMPLIFY

BRUIN314

BRUIN313

AV;AVO fixed duration
FLAIR

BRUIN321

Select Key Papers

Ibr/VVeneto vslbr and Venetobbin vs lbr
Zanubrutinib vs ibrutinib
Zanubrutinib vs BR

Pirto/ veneto/obinutuzumab
Sonrotoclaxzanubrutinib
Acala/Veneto + obinutuzumab
Acala/Veneto vs FCR or BR
Pirtobrutinib vs ibrutinib
Pirtobrutinib vs BR
Acala/Veneto/Obinutuzumab
Venetoclax/ibrutinib vs FCR
Pirtobrutinib vs BR or IR

Al-Sawafet al. ASH 2025

Tam et al. ASH 2025

Tam et al. ASH 2025

Jain et al. ASH 2025

Soumeraiet al. ASH 2025
Swaminathan et al. ASH 2025
Brown et al. ASH 2025, NEJM 2025
Woyachet al. ASH 2025, JCO 2025
Jurczak et al. ASH 2025, JCO 2025
Davids et al. JCO 2025

Munir et al. NEJM 2024, 2025
Sharman et al. JCO 2025



Select Ongoing Trials

Trial Comparison

MAJIC (NCT05057494) Acala/Veneto vs VenetaDbinu

NCT06073821 Sonrotoclaxzanuvs Venetobbinu
NCTO07277231 Sonrotoclaxzanuvs Venetoacala
NCT07321652 Zanubrutinib vszanu sonrotoclax

NCT05197192 Acala/Venetolobinu vs Venetobbinu



Questions About First.ine Treatment

A How should minimal residual disease (MRD) assays be utilized in
community practice?

AWhich MRD assay?
AWhat specific value is the goal?

A For timelimited treatment, when should MRDassays be
performed?

Year,
44Review



AMPLIFY Trial
a! £+ A4 | OSNE -n8dd bptidn dith Sadikr adsnRistiatiory S
compared tovery obin and without the toxicities of ibrutinib/venetoclax, and so
we do expect this to become pretty widely used. | myself am actually using it for
some patients who might have gotten continuous BTK inhibitor before. This way
we can get them off therapy pretty easily, and they can have time off therapy,

less toxicity, less potential for resistance, but without the work involved in
doing, for example, venetoclax/obinutuzumab.

¢KS C[!Lw RIFIOGF RSY2YAaU0N} G0SR LI OASY(a
arm, but they did in the | arm. In addition, AVO is highly effective, especially in
the unmutated patients. In evaluable patients it had a 95% rate of undetectable
MRD. But cautions required regarding infection, so this is really best for younger,
fitter patients with higher-N&A &1 RA &SI &S P¢€

Dr Jennifer R Brown Year,
44Review



Questions About First.ine Treatment

A Should the time it takes to achieve MRD negativity be
considered in determining duration of treatment?

A How should patients who retain MRD positivity after the
nlanned treatment duration be approached?

An what situations, if any, would you deploy the strategy
reported by MD Anderson of delayed obinutuzumab after
up-front BTK/Bcl2 inhibitors?

Year,
44Review



Questions About First.ine Treatment

A How do you clinically compare the global efficacy and tolerability
of acalabrutinib and zanubrutinib? What about
nharmacokinetics?

An what situations, if any, do you believe there is a role for
pirtobrutinib for treatment-naive CLL?

Year,
44Review



Comparison of BTKIs

& b dzY S NFaqubritihighas greater efficacy than ibrutinib. In clinical practice, | think that both
secondgeneration inhibitors are great drugs, and the problem starts when someone starts
claiming that one is superior to the other. Perhaps if we took the 4 approved BTK inhibipints,

IS the best both in terms of efficacy, as it overcomes the resistance, and in terms of tolerance,
because it's magnificently selective. But we do not haueo long-time observations, as even in
the BRUIN Phase | and Il study, we just haveyeér follow-up. So none of those things could be
proven in an affirmed way.

The dose okanuand the pharmacokinetics ofanugives us a possible basis for a better efficacy.
Because if you look at IC50, the inhibitory concentration at which half of the Bruton tyrosine kinase
activity is inhibited. Now, for ibrutinib it's 6 hours a day. Facalg it's 5 hours a day. Faranuy it's

round the clock. But if you compare IC50 betweeanuand pirto, pirto is round the clock as well,

but not IC50, but IC90. So it may be that certain drugs have a potentially better clinical capacity of
killing the cells, but whether this will be relevant clinically, we are not able to prove.

Perhaps a more important issue is tirrirdefinite therapy versustime A YA 0 SR 0 K S NJ LJE
Prof Wojciech Jurczak

Year,
44Review



Questions About First.ine Treatment

A For patients without highrisk biomarkers, how does IGVH status
affect treatment choice?

An what situations do you recommend continuous BTKi therapy?

AHow much of an issue is toxicity witpirtobrutinib /venetoclax/
obinutuzumab?

AWhy do you think this was observed?

Year,
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Questions About First.ine Treatment

A How do you approach much older patients or those with
Important comorbidities?

A How do you evaluate the patient for potential use of a B2l
iInhibitor?

A How do you clinically compare the global efficacy and tolerability
of venetoclax ancsonrotoclax? What about pharmacokinetics?

A How would you compare the logistical demands of venetoclax
ramp-up to those ofsonrotoclax?

Year,
44Review



Sonrotoclax

oSonrotoclaxis more selective tharvenetoxlax therefore less offtarget

Inhibition, therefore slightly less adverse events. Then we have the possibility of
a more pronounced inhibition, maybe even 14 times more pronounced, which
may mean more efficacy. Thirdly, it's also efficient in certain mutations where
venetoclax is not working. We gave usadnrotoclaxmonotherapy in a study,

and most of the patients, who were a difficult to treat group, responded. We
really were truly astonished. | think that a combination gbnrotoclaxwith
zanubrutinib, which is now in Phase lll, is going to change our perspective, but
V20 a422yYySNI UKIFY H 2NJ o &SI NBR®DE

Prof Wojciech Jurczak
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Questions About First.ine Treatment

A How should disease be managed for patients with del(17p),
P53 or both?

A What about patients with complex cytogenetics?
A How do IGVH status and other biomarkers factor in?

A For highrisk situations, if continuous BTKi treatment is used,
which BTKi?

A In what situations is timelimited treatment a consideration?

Year,
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High-Risk Disease

G¢ KSNE | NE Ay ON#pbs3abeyfafionRielation 1Tp s Iprobably
higherriskthan 3K A G X YR UKSY aAYAfFNI & AF (K¢
gAUK Llpo GKIFGQa f A1 -8nited thierapy is probhbNbeitdr @ |
In 17p patients who have -hit PFS, or mutated IGHV, who have mitigation of

their risk in terms of their disease.

But you could still use this timdéimited combo in any 17p patient if they

particularly strongly wanted it, but if | were doing that | would consider

monitoring MRD In remission, like we did in the study, and then consider early
NEAYAGALFGAZ2Y 2F GKSNI LB &2 GKIFIG @2dz R
NEIAYSYyQa |faz y2g¢ | Oldz2 {f-REf BYSKRKSEI A

Dr Jennifer R Brown
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Questions About First.ine Treatment: Future Directions

A Do you foresee a time in which biomarkers will be used to specifically select
patients for therapy who are currently observed off treatment?

A What are the key design elements, endpoints and questions being addressed
In ongoing Phase Il trials for treatmentaive disease?

A Is there a significant efficacy advantage of one BTKi over another, and if so,
how much is from the inherent antitumor activity versus better tolerability
and more time on treatment?

Year,
44Review



~DA Approves Acalabrutinib witikenetoclaxfor Chronic

_ymphocytic Leukemia or Small Lymphocytic Lymphoma
Press Release: February 19, 2026

Ghy CSONHXzE NBE MPE HANHcEX 0UKS C22R | yR 5NJX
tablets and capsules in combination with venetoclax for adults with chronic
lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL).

Efficacy was evaluated in AMPLIFY (NCT03836261), a randomized, multicenter trial in
adult patients previously untreated for CLL without del(17p) or TP53 mutation.

Patients were randomized to receive acalabrutinib and venetoclax (AV) or

LY @SadA3al §2NNRa OK2AO0S 2F OKSY2UKSNI LB o
NRAGdzEAYI 06 OC/ w8 2NJ 0SYRIYdzZAGAYS LJ dzA NI

https:// www.fda.govdrugs/resourcesnformation-approveddrugs/fdaapprovesacalabrutinibve netoclaxchroniclymphocyticleukemiaor-
smalllymphocyticlymphoma




AMPLIFY Conclusions

A AV very well tolerated time -limited option with
easier administration

A AVO highly effective especially in IGHV
unmutated patients (95% uMRD In evaluable
patients)

| Caution required regarding infection, best for
younger, fit patients with higher risk disease

Courtesy oflennifer R Brown, MD, PhD

JR etal. NEngl J Med 2025;392(8):748-62



AMPLIFY Safety

A Cardiac and infectious risks were higher in anti  -CD20
antibody containing arms, compared to AV

A AV for 14 months was very well -tolerated, low rate of
iInfection and very few cardiac events

Courtesy oflennifer R Brown, MD, PhD

Seymour JF et al. ASH 2025;Abstract 2118




Fixed -Duration Acalabrutinib Combinations: PFS In the

Subgroup

ulGHV

100 o “Fasnemsz s |
l_,_,_,_._!_l___"__--'--- :
"""" e WP _~
. P et S S LEEEES T e mmmmmme ey § .
! """*"'"*""‘""--; AV O ulGHV
HR (95% Cl| | e
;\5\ 60 B ( 0 ) E
o AV vs FCR/BR (UIGHV) 0.69 (0.48 to 0.97) |
L AVO vs FCR/BR (UlGHV)  0.35 (0.23t0 0.53) !
40 - |
Events/N  Median (mo)
20 - AV ulGHV 61/167 51.5
--- AVO ulGHV 36/169 NR .
0 FCR/BR ulGHV 67/172 43.3 |
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV UIGHV 167 163 155 141 129 114 86 48 17 1 0
AVO UIGHV 169 161 152 141 136 133 118 75 36 7 0
FCR/BRUIGHV 172 137 122 108 94 82 62 38 19 4 0

PFS assessed by IRC; PFS by IGHV status was a prespecified analysis (ITT population).
Hazard ratio (95% CI) computed using an unstratified Cox proportional-hazards model.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, be ndamustine-rituximab; ClI, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review committee; ITT, intent-to-

treat; NR, not reached; PFS, progression-free survival; ulGHV, unmutated immunoglobulin heavy-chain variable region gene.

Courtesy of Jennifer R Brown, MD, PhD

Brown JR etal. N Engl J Med 2025;392(8):748-62.



Fixed -Duration Acalabrutinib Combinations: PFS In the

Subgroup

mIGHV

100 4 — i
[ 0
ﬁ_‘_‘_‘_‘_ls-‘_‘_h-‘—h_‘_'_hﬂ_ + " i / 83.6 A)
80 | ¥ %
: AV O mIGHV
— 9 |
S 60- HR (95% ClI) :
Y AV vs FCR/BR ( mIGHV) 0.67 (0.39t0 1.14) |
L AVO vs FCR/BR (mIGHV)  0.58 (0.32to 1.02) !
40 - |
Events/N  Median (mo)
20 AV mIGHV 28/124 NR
— AVO mIGHV 20/117 NR .
0 FCR/BR mIGHVY 28/118 NR |
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV mIGHV 124 119 114 110 108 105 91 54 18 2 0
AVO mIGHV 117 111 106 96 89 86 73 41 15 0
FCR/BR mIGHV 118 99 86 81 76 72 65 28 9 2 0

PFS assessed by IRC; PFS by IGHV status was a prespecified analysis (ITT population).
Hazard ratio (95% CI) computed using an unstratified Cox proportional-hazards model.

AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, be ndamustine-rituximab; ClI, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review committee; ITT, intent-to-

treat; mMIGHV, mutated immunoglobulin heavy-chain variable region gene; NR, not reached; PFS, progression-free survival.

Courtesy of Jennifer R Brown, MD, PhD

Brown JR etal. N Engl J Med 2025;392(8):748-62.



Fixed -Duration Acalabrutinib Combinations: Overall Survival

OS Prolonged

With AV vs FCR/BR

100 + i |
80 - !
36-mo OS ! +—wAVO
¥ 604 !
S 87.7%
n |
O 40/ |
HR (95% ClI) P value
20 -
AV vs FCR/BR  0.33 (0.18t0 0.56)  P<0.0001
0 AVOvs FCR/BR  0.76 (0.49 to 1.18) i
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV 291 286 281 277 275 270 233 142 58 10 0
AVO 286 276 265 257 252 250 223 143 64 10 0
FCR/BR 290 247 236 228 223 217 182 98 45 13 0

ITT population.

OS Prolonged With AV and AVO vs FCR/BR
(COVID-19 Deaths Censored)

L0 O P R — T ——

| W AVO
80 1 36-mo OS !
S 96.2% |
n :
O 40/ |
HR (95% CI) i
20 1 !
AVvs FCR/BR  0.27 (0.11to 0.60) '
0 AVOvs FCR/BR  0.47 (0.22 to 0.95) i

0 6 12 18 24 30 36 4|2 48 54 60

Months from randomization
Patients at risk

AV 201 286 281 277 275 270 233 142 58 10 0
AVO 286 276 265 257 252 250 223 143 64 10 0
FCR/BR 290 247 236 228 223 217 182 98 45 13 0

COVID-19 deaths: 10 (AV), 25 (AVO), 21 (FCR/BR)

Hazard ratio (95% CI) computed using a Cox proportional-hazards model stratified by the randomization strata.P-value based on stratified log-rank test.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; Cl, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival.

Courtesy of Jennifer R Brown, MD, PhD

Brown JR etal. N Engl J Med 2025;392(8):748-62.



Fixed -Duration Acalabrutinib Combinations: IRC

-assessed PFS

100 o e . i
80 1 b 'W
; AVO
$ 60 - |
% |
LL |
2 40 |
HR (95% ClI) P value !
20 4 |
AV vs FCR/BR 0.65 (0.49t00.87)  P=0.0038 i
AVO vs FCR/BR  0.42 (0.30t0 0.59)  P<0.0001 5
0 4 !
T T T T T T I T T T T
0 6 12 18 24 30 36 42 48 54 60
Months from randomization
Patients at risk
AV 291 282 269 251 237 219 177 102 35 3 0
AVO 286 272 258 237 225 219 191 116 51 7 0
FCR/BR 290 236 208 189 170 154 127 66 28 6 0

Median PFS was NR for AV and AVO, and was 47.6 mo for FCR/BR

ITT population. Median follow-up from randomization: 40.8 months (range, 0i 59 months).
Hazard ratio (95% CI) computed using a Cox proportional-hazards model stratified by the randomization strata.P-value based on stratified log-rank test.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval, FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review committee; ITT, intent-to-
treat; NR, not reached; PFS, progression-free survival.

Courtesy of Jennifer R Brown, MD, PhD

Brown JR etal. N Engl J Med 2025;392(8):748-62.



DFCI AVO: Study Schema

Response C4aD1 C8D1 C16D1: Primary Endpoint Assessment C25D1
Assessments: (Rate of iwCLL CR with uMRD in BM)

. BM uMRD CR: Can
— discont
discontinue therapy*

a0
g —> acalabrutinib BM uMRD: Can
- H H *
8 e — discontinue therapy
= —~ A A R BM MRD+ CR, or PR: acalabrutini
@ Y ™ h ’ continue therapy |
lcycle 2cycles 4 cycles 8 cycles venetoclax
N , MRD+: continue
¥
9 cycles SIEE] D)
*PB MRD monitored q3mo, if turns +, can resume AV acalabrutinib >
* Cycle Length = 28 days venetoclax >
* Acalabrutinib and obinutuzumab at standard doses : : :
Continued until progression
* Venetoclax 20mg C4D1, 50mg C4D2, then standard ramp-up to 400mg dose or unacceptable toxicity

* MRD at C16 & C25 assessed by multicolor flow cytometry (10-%)

Courtesy oflennifer R Brown, MD, PhD Davids MS et al. J Clin Oncol 2025;43(7):788-99.




DFCI AVO: Survival & Recurrence

A PFS in the overall population C OS in the overall population

e 1009 “ A Rate of BM-uMRD by flow at 10 - at start of C16 was:
R A 78% in the overall population
A 71% in TP53-aberrant pts

PB-uMRD at 10~ by ClonoSEQ was 54.4% at start of C16
25- and C25

—_

Qo

[=]
j

-1
(4]
1

75+

XY
il

Proportion of patients alive and
free of progression (%)
[4)]
(=]
Proportion of patients alive
(%)
n
Q

o
o

0 1 2 3 4 5 O einadvent  ° A 35 pts (51%) had MRD recurrence

Years from study entry Years from study entry

Number at risk Number at risk A Median time to MRD recurrence was 32.2 months

All 72 71 58 45 35 21 Al 72 71 61 50 39 25

A 70% 4-year PFS in pts with TP53 aberration; 96% in pts

B PFS in patients with or without TP53 aberration D 0S in patients with or without 7”53 aberration H H
P P without TP53 aberration

-
=]
o

1% 1 100 —— umer——

..

th
i

75 A 10 pts have had clinical progression, 4 with
transformation events, I ncl uc
and Hodgkin lymphoma (n=2)

[N
@

—— Patients without TP53 aberration

— Patients with TP53 aberration 3 pts have died, one each due to gr 5 COVID -19 infection
o 1 2 3 4 5 o 1 2 3 4 5 during treatment, complications from polysubstance

Years from study entry Years from study entry
Number at risk

Number at isk abuse, and progression of Ric
Patients without Patients without

TP53 aberration 27 26 26 25 24 15 TP53 aberration 27 26 26 26 25 17

Proportion of patients alive and
free of progression (%)
(4]
(=)
Proportion of patients alive

(%)
(%))
o

—— Patients without TP53 aberration
—— Patients with TP53 aberration A

o
(=]

Patients with Patients with
TP53 aberration 45 45 32 20 1" TP53 aberration 45 45 35 24 14 8

Courtesy oflennifer R Brown, MD PhD Davids MS et al. J Clin Oncol 2025;43(7):788-99.




MRD-Guided AVO

A Well tolerated, high rates of uMRD, but PFS still
shorter in del 17p patients (70% 4 yr)

I Likely best in one -hit TP53 aberration or with
mutated IGHV

A If using time -limited combo in del 17p patients,
would use this and consider monitoring MRD In
remission, for consideration of early re  -initiation

Courtesy oflennifer R Brown, MD, PhD




PVO Trial: Treatment Schema

CT scan CT scan
CT scan BMBx (NGS MRD) BMBx (NGS MRD)
CT scan for TLS Blood (NGS MRD) Blood (NGS MRD) ||Blood (NGS MRD) ||Blood (NGS MRD)
BMBX risk # (end of C4) (end of C7) (end of C9) (end of C13)
Cl C2 C3-6 C7 C8-13*
APirtobrutinib APirtobrutinib APirtobrutinib APirtobrutinib 200 mg once daily
200 mg once 200 mg once 200 mg once AVenetoclax 400 mg once daily
daily daily daily
AObinutuzumab AObinutuzumab AObinutuzumab
100 mg D1 1000 mg D1 1000 mg D1
900 mg D2 AVenetoclax AVenetoclax
1000 mg D8 weekly dose 400 mg once
1000 mg D15 ramp-up daily

# ¢ AYFIAAYy3I Aa NBLISFGSR F2NJ¢[{ Nxal lFaas

Qx
Qax
_<
(0p))

<
c
No

<
(9]
>
-+
(@]
Qx
(0p))
>
<
(0p))
~~
L 32
A

A Each cycle is 28 days

A NGS MRD assessed by clonoSEQ assay (Adaptive Biotechnologies)

AF C2NJ LJia ¢ K2 Sinnfher@Bd BM &t énd of @18 can continue pirtobrutinib + venetoclax for an additional 12 cycles
A All pts monitored by PB NGS MRD g3 mos for first 12 mos off therapy, and then g6 mos

Courtesy oflennifer R Brown, MD, PhD Jain N et al. ASH 2025;Abstract 680




PVO Trial: Early PB U -MRD predicts for U -MRDG6 In
PB/BM at 12 cycles of combination

EOC13 PB || EOC13 BM

U-MRD6 (n=31) —b“ “

D1- <10°(n= _
=5CIPERD O 1-9to <10-°(n=17) — “ “ @ U-MRD6
NGS MRD

P ‘ @ MRDS6 +
O 10t0 <104 (N=14) =—lp
e — (@ @

Courtesy ofiennifer R Brown, MD, PhD Jain N et al. ASH 2025;Abstract 680




PVO Trial: Adverse Events

A Grade 3-4 neutropenia and thrombocytopenia occurred in 54 (67%) and
14 (17%) pts, respectively. 50 (63%) pts required G-CSF.

A 4 (5%) pts had neutropenic fever (diverticulitis, n=1; pneumonia, n=1; sinusitis,
n=1; parainfluenza infection, n=1)

A Venetoclax and pirtobrutinib were dose-reduced
respectively; most common reason for dose reduction was neutropenia

A 2 (2%) pts developed atrial fibrillation (including 1 in the setting of COVID-19
Infection)

Courtesy oflennifer R Brown, MD, PhD Jain N et al. ASH 2025; Abstract 680




PVO in Frontline CLL

A MDACC single center study, short follow  -up (21.6 mos)

A Very high rates of uMRD but also high rates of
neutropenia and thrombocytopenia

A Caution warranted -- ? Explore alternative schedules like
delayed obinutuzumab; consider in relapsed patients

Courtesy oflennifer R Brown, MD, PhD




Abstract #681: AV (no early obin) vs. AV + early obin in TN CLL
Marrow uMRD4 Rates in Unmutated IGHV
ACA+VEN ACA+VEN+OBIN
Time points (n=34) (n=32) : Odds ratio p-value
BM uMRDA4, n (%) kipal
End of C9 6 (18) 20 (62) 7.78 [2.38-24.23] 0.0003
End of C14 9 (26) 24 (75) 8.33 [2.66-23.89] 0.0002
Late obin 27/34 (79) 7/32 (22) - -

End of C20 30 (88) 27 (84) 0.72 [0.20-2.82] 0.730
End of C26 30 (88) 26 (81) 0.58 [0.17-2.07] 0.505

Courtesy oflennifer R Brown, MD, PhD Swaminathan M et al. ASH 2025;Abstract 681



Abstract #681: AV (no early obin) vs. AV + early obin in TN CLL

Conclusions
(] Addition of obin to ACA+VEN led to higher uMRDA4 rates

(J Both with early (EOT — 71%) and late (EOT — 83%) addition of obin

(] Obin added after 1 year of combined ACA+VEN was safer

(] Grade 23 neutropenia with early obin — 52% in C1-14 vs. 12% with
late obin in C15-26

(] Grade 23 infection rates were lower as well (26% vs. 2%,
respectively)

Courtesy oflennifer R Brown, MD, PhD Swaminathan M et al. ASH 2025;Abstract 681



Delayed Addition of Obinutuzumab

A MDACC single institution study

A uMRD similar with early vs late addition of
obinutuzumab In this study, with less neutropenia
and less grade 3+ infection

A Duration of therapy longer compared to AMPLIFY
regimen but may extend applicability to less fit
patients

Courtesy oflennifer R Brown, MD, PhD




Stopping Rules In Flair

Y MRD-negative
@ Stop ibrutinib

1012— IWCLL CR

~ o 1010 Sl

O o 108 MRD-negative CR (<0.01%)

> Q o il el (Nt . e o g e e e e e i i i B

S £ 10% _

S 2 10+ Potential cure

TS 10 o

o © 100 : . .

0) 1 2 3 Years 4 ) 6 7

Testing schedule PBFCR
(Central lab, MRD v v Vv L v L & & v

flow, MRD ' .
fow MROneGathe  Kowqnnt + F + F + & & & & & 4 4

arms
If PB MRD negative, repeat after 3 months and then PB and BM at 6 months
Stopping rules i if all MRD negative, then first PB MRD negative result is time to MRD negativity
2 to 6 years lbrutinib
Or ibr+venetoclax —K S e—
: ®
Double time after . ®
k. o

MRD negative

_ Restart ibrutinib if becomes MRD positive prior to Year 6
Courtesy oflennifer R Brown, MD, PhD Munir et al. N Engl J Med 2024:390:326-337DOI: 10.1056/NEJM0a231006




FLAIR: Updated PFS

All Participants

() .
2 100 Ibrutinib—venetoclax Median
< S e+ sttt Progression-free
c = 7
@ of Events  (95% ClI)
Q c
0 .9 mo
£ ‘o 60- -
Lo Ibrutinib—Venetoclax 18 NR
o % Ibrutinib Alone 59 NR
S o 40- FCR 112 69.22 (61.04-NR)
g,m
8T o Hazard Ratio for Disease Progression
o © or Death (95% CI)
O - L
o 0 | | | | | | | Ibrutinib—venetoclax vs. ibrutinib alone:
o _ :
0 12 o4 36 48 60 79 84 0.29 (0.17-0.49); P<0.001
Ibrutinib—venetoclax vs. FCR:
Months since Randomization 0.13 (0.08-0.21); P<0.001

Ibrutinib alone vs. FCR:

No. at Risk (no. with data 0.44 (0.32—0.60)

censored)

Ibrutinib—venetoclax 260 (0) 254 (5) 248 (7) 242 (10) 206 (39) 139 (106) 49 (193) 2 (240)
263 (0) 248 (4) 239(8) 225(8) 190 (31) 121 (91) 46 (159) 2 (202)
263 (2) 232 (13) 208 (14) 187 (19) 140 (37) 94 (70) 29 (124) 2 (150)

Courtesy oflennifer R BFOWH, MD’ PhD Munir T, et. al. N Engl J Med. 2025 Sep 25;393(12):1177-1190.




FLAIR: PFS by IGHV Mutation Status

Participants with Unmutated IGHV

o
2 100 Ibrutinib—venetoclax Median
<vt, o Progression-free
£ 9 80— Total No. Survival
g x of Events (95% Cl)
L g 60 — mo
E o Ibrutinib—Venetoclax 6 NR
e: 5 40 Ibrutinib Alone 30 NR
o9 I FCR 71 57.95 (45.31-74.05)
[0
3 T 20— Hazard Ratio for Disease Progression
S or Death (95% CI)
g 0 Ibrutinib—venetoclax vs. ibrutinib alone:
T T T T T T T
=0 12 24 i 4 60 2 o lruinib-venstociax vs. FCR
Months since Randomization 0.07 (0.03-0.15)
Ibrutinib alone vs. FCR:
No. at Risk (no. with data censored) 0.35(0.23-0.53)
Ibrutinib—venetoclax 123 (0) 123 (0) 122 (0) 118 (2) 100 (17) 62 (55) 24 (93) 1(116)
129 (0) 124 (2) 120 (4) 114 (4) 92 (19) 57 (49) 17 (83) 0 (99)
139 (1) 124 (7) 107 (7) 90 (10) 66 (15) 44 (31) 17 (52) 1(67)
Participants with Mutated IGHV
o
2 100 — Median
< — Ibrutinib—venetoclax Progression-free
Tty
‘2 g 80 Total No. Survival
© 5 of Events (95% ClI)
o c
‘G O 60 mo
E s Ibrutinib—Venetoclax 11 NR
o % Ibrutinib Alone 18 NR
%5 2 40— FCR 22 NR
S
g’ o
8 'g 20 — Hazard Ratio for Disease Progression
sew or Death (95% CI)
g 0 Ibrutinib—venetoclax vs. ibrutinib alone:
T T T T T T T
o 0 12 24 36 48 60 72 84 0.51 (0.24-1.08)
Ibrutinib—venetoclax vs. FCR:
Months since Randomization 0.36 (0.18-0.76)
Ibrutinib alone vs. FCR:
No. at Risk (no. with data censored) 0.73 (0.39-1.37)
Ibrutinib—venetoclax 97 (0) 92 (4) 88 (5) 86 (6) 76 (12) 57 (31) 20 (66) 0 (86)
87 (0) 78 (1) 75 (2) 73(2) 65 (6) 47 (23) 22 (47) 2 (67)
82 (1) 71 (5) 69 (5) 66 (7) 53 (14) 38 (26) 12 (48) 1(59)
Courtesy oflennifer R Brown, MD, PhD Munir T, et. al. N Engl J Med. 2025 Sep 25:393(12):1177-1190.

0000



FLAIR Conclusions

A First study to show a PFS benefit (and an OS
benefit!) for a time -limited approach 1
required MRD guidance and/or longer
duration of therapy (median 27 mos)

A As usual this is driven by outcomes in IGHV
UM patients 1 likely over -treatment for IGHV
M patients

Courtesy oflennifer R Brown, MD, PhD




BRUIN CLB13:Study Design
L _NYXXK/

Stratified by:

IGHV mutation status: Pirtobrutinib 2
MutateF(: e\l:ss. t:ur;:utated 200 mg PO QD \
Patients with 0-ll vs. HIV R Ootional 3
- ptional crossover
previously untreated 11 [ (PD confirmed by IRC) ]
CLL/SLL
Bendamustine ¢  Rituximab 2d
90 mg/m? IV 375A 500 mg/m? IV
| Key Eligibility Criteria
4 ; y =gty ) /— Endpoints _\

A Confirmed diagnosis of CLL/SLL, with requirement for therapyw@irl2018 criteria) Primary

A ECOGPSOto2 A PFSf (periwCLL2018 criteria)

A Naive tosystemic therapy for CLL/SLL
y Py Key secondary

A No 17p deletion A OS
At £ GStx3@kE »grHisor patients with evidence of bone marrow infiltrate) Secondary
A Hemoglobinky 3k R[ A ORR (periwCLI2018 criteria)
Al 0&a2ftdzilS ySdzi NRPOROKAE O2dzyd xndtp A Safety measures
/ - J
National
Jurczak et al., JCO 2025 el

Courtesy ofVojciechJurczakMD, PhD Q Snoviogy



BRUIN CL813:Primary Endpoint, PFS

2 100f == o Pirtobrutinib |

= 90- L 1 *% | Pirtobrutinib BendaR
g ——— (n=141) (n=141)
S 801 Yo

% 20 BendaR *-_ _ -, Number of events, n (%) 13 (9.2 48 (34.0)
= Pih 4 24-month PFS rate, 93.4 70.7

g 607 I'l (95% CI) (87.6,96.5) (615, 78.1)
2 507 il Median follow-up, months 28.1 28.3
£ 401 F#=I=H  Hazard ratio (95% Cl) 0.20 (0.11, 0.37)

; 301 ' p-valuex <0.000%

S 201 !

a | The PFS results presented are IRC assessed

o 107 |

? O ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] L ]

a 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Number at risk Time Since Randomization (Months)

Pirtobrutinib 141 138 136 135 133 133 131 130 128 128 124 124 119 119 67 56 55 11 5 4 O
BendaR 141 122 120 116 114 111 107 105 96 96 92 87 81 77 50 38 36 6 4 3 O

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

National

Jurczak et al., JCO 2025 Courtesy ofVojciechJurczakMD, PhD nstute o

‘ Oncology



BRUIN CLB13:Primary Endpoint, OS

Pirtobrutinib

100 H=w=F——=———_,. R
90 - A= T A T = — = — HIEH HIE Y By Pirtobrutinib BendaR
2 BendaR n=141 n=141
5 80 Number of events, n (%) 3(2.1) 10 (7.1)
< i
o 70 24-month OS rate, 97.8 93.0
o 60 7 (95% CI) (93.3, 99.3) (87.0, 96.3)
] i
; 50 Median follow-up, months 32.7 31.7
(% 40 Hazard ratio (95% Cl) 0.26 (0.07, 0.93)
= 30 p-value 0.026F
= 20 -
3 10
co—m—m—— " 77 7 77T T T T T T T T 1 . b
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 Effective crossover rate®:
Number at risk Time Since Randomization (Months) 52.9% (18/34)
Pirtobrutinib 141 140 139 138 137 137 137 137 137 137 135 134 132 132 125 106 80 52 39 15 1 O
BendaR 141 130 127 124 123 122 119 117 114 113 113 112 111 111 100 82 61 40 23 9 O O
[ OS data were immature, but trended ifavor of pirtobrutinib, despite a high effective crossover rate ]
National
.. Research
Jurczak et al., JCO 2025 Courtesy ofVojciechJurczakMD, PhD Institute of

‘ Oncology



BRUIN CLB14:Study Design
G 0 % 0 0

, Stratified by: Pirtobrutinib 2
A 17p deletion presence: Y vs N 200 mg PO QD
Patients with CLL/SLL AtNR2RNI tAySa 2% 0K=7% LIS g
who are BTKIi naive, 11

including TN and R/R
Ibrutinib2

420 mg PO QD

Key Eligibility Primary Objectives Key Secondary Objectives

A Confirmed diagnosis of CLL/SLL, with requirement for Non-inferiority of ORR¢d.e Superiority of PFSde
therapy (periwCLL2018 criteria) (per iwCLL 2018 criteria): (per iwCLL 2018 criteria):

A BTKnaive A In ITT population, or A In ITT population, or

A 17p deletion status (by FISH) A In R/R population A In R/R population

A ECOG PSO0to2
Exploratory
Analyses of endpoints in the TN population

National
Research

WoyaCh et al., JCO 2025 Courtesy ofVojciechJurczakMD, PhD Institute of

~ Oncology



BRUIN CLB14:PFX key secondary endpoint

; Pirtobrutinib Ibrutinib

TN population i) e
Number of events, n (%) 6 (5.4) 24 (21.2)
18-month PFS rates (95% ClI) 95.3(89.1, 98.0) 87.6(79.7, 92.6)
Median follow-up, mo 22.5 22.4
Hazard ratio (95% CI) 0.239 (0.098, 0.586)
Nominal pvaluet 0.0007

s The PFS results presented are-H¥%essed

>

£ 100t +

v T | k¥ Yerermperere — HHHEH— L

§ 90+ L'—-q ...... ++‘..------------“"-

o 804 -

o 70 "n-----+-+1*L

lg 60 4~

‘E 504

o 401

£ 30;

S 204

'g 10+

3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

a

Time Since Randomization (Months)

Number at risk
Pirtobrutinib 112 107 106 106 104 103 100 100 99 99 98 94 35 33 4 1 1 0
Ibrutinib 113 105 105 105 102 101 97 96 90 89 86 81 32 29 5 0 0 0

Woyach et al., JCO 2025

Courtesy ofVojciechJurczakMD, PhD

R/R population HE I A
Number of events, n (%) 37 (16.9) 45 (20.6)
18-month PFS rate (95% Cl) 81.7(75.1, 86.7) 79.2(72.3, 84.6)
Median follow-up, mo 18.4 15.8
Hazard ratio (95% CI) 0.729 (0.471, 1.128)

Nominal pvaluet 0.1563

The PFS results presented are-tHd$essed
1004

90+
80+
704
60+
50+
40
30+
20+
104

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Time Since Randomization (Months)

Progression-Free Survival Probability (%)

Number at risk
Pirtobrutinib 219 212 209 205 197 195 157 155 106 99 56 46 13 12 3 2 0 0

Ibrutinib 218 205 198 192 186 179 138 131 87 84 43 37 12 12 1

o
o
o

National
Research
Institute of

‘ Oncology



BRUIN CLB14: Treatment Emergent AE

Ibrutinib

Pirtobrutinib

n=330 n=325
Preferred Term Any Grade Any Grade
KME: 2F tFNOGAOALNI yia n (%) n (%)

{dzo2S0ta sAGK xm ¢9!9 320 (97.0) 181 (54.8) 318 (97.8) 174 (53.5)
Neutropenia 75 (22.7) 57 (17.3) 58 (17.8) 43 (13.2)
Upper respiratory tract infection 59 (17.9) 2 (0.6) 63 (19.4) 0 (0)
Anemia 50 (15.2) 19 (5.8) 46 (14.2) 12 (3.7)
Pneumonia 45 (13.6) 21 (6.4) 49 (15.1) 28 (8.6)
Diarrhea 44 (13.3) 1(0.3) 62 (19.1) 4(1.2)
CoVvIB19 40 (12.1) 4(1.2) 33(10.2) 5(1.5)
Hypertension 35 (10.6) 11 (3.3) 49 (15.1) 16 (4.9)
Contusion 33 (10.0) 0 (0) 30(9.2) 0 (0)
Arthralgia 26 (7.9) 0 (0) 41 (12.6) 0(0)
Thrombocytopenia 26 (7.9) 9(2.7) 37 (11.4) 10 (3.1)
Urinary tract infection 26 (7.9) 3(0.9) 40 (12.3) 3(0.9)
Atrial fibrillation 8(2.4) 3(0.9) 41 (12.6) 12 (3.7)

Dose modifications due to TEAES
Reductions 26 (7.9) 59 (18.2)
Discontinuations 31 (9.4) 35 (10.8)

Woyach et al., JCO 2025

Courtesy otVojciechJurczakMD, PhD

National
Research
Institute of

‘ Oncology



SEQUOIA (BGB -3111-304)

Arm D Treatment Regimen and Response Assessment Schedule

Starting at C28,

discontinue zanubrutinib
upon confirmed uMRD

C1l C4 C7 C10 C13 C16 CZ!.Q C2|2 C%S C2|8+

Zanubrutinib 160 mg twice daily for 027

f f Venetoclax ramp -up cycle, then 400 mg once daily for 12 -24 cycles

Baseline & end of C3: Discontinue venetoclax for confirmed uMRD
TLS risk assessment (PB and BM)
Hematology/physical
examination/imaging
MRD: PB
5 5 5 5 5 5 5 5 5 5

BM biopsy & aspirate
for CR

5—
b—

‘ MRD: BM aspirate

Courtesy oflennifer R Brown, MD, PhD

Shadman M et al. ASH 2025;Abstract 5669
TR’




PFS in 3 yr SEQUOIA Arm D

N=66 patients with dell7p
+/- TP53mutation

N=47 patients withoutTP53

Aberration

After 15 cyclesuMRDrates:
15% in del(17p) and/or TP53mut
40% in patients without

After 27 cyclesuMRDrates: were
38% and 36%, respectively

Courtesy oflennifer R Brown, MD, PhD

Figure 4. PFS
A. Overall population and patients with del(17p) and/or TP53mut and without
87%
. |
1004 g 1 (78.6-92.4)2
90 ¥ 6
80 L 8T% .
75.6-93.3)2
> 70 }( 3.3)
5 604 ! 89%
g 50 | (75.8-95.3)
a 40| }
|
g 30— — All patients }
20_| — With del(17p) and/or TP53mut |
10|~ W/o de(17p) and TP53mut |
— + Censored }
0 |
T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk Months
All patients 114 112 109 108 107 106 104 102 99 95 95 81 58 42 27 25 18 16 10 10 6 5 O
With del(17p) 66 65 62 62 62 62 60 60 60 58 58 56 45 42 27 25 18 16 10 10 6 5 0
and/or TPS3mut
Wio del(17p) 47 46 46 45 44 43 43 41 38 37 37 25 13 0

and TPS3mut

B. Unmutated and mutated IGHV

100—% } (76 27;/20 g) 2
90 1 t tHt— gl ) L
80- ' 8sw .
> 70 }(66.1—95.8)?‘
E 60 }
a I
e 0 I
S 40| I
I
£ 30] i
20_| — IGHV unmutated |
10|~ IGHV mutated |
|+ Censored }
o) |
T T T T T T T T T T T T T T T T T T T T 1T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at rsk Months
IGHV unmutated 8 84 82 81 80 80 78 77 75 73 73 64 47 35 23 21 16 14 9 9 5 4 O
IGHV mutated 24 24 23 23 23 22 22 21 20 18 18 14 10 6 3 3 2 2 1 1 1 1 0
9P O vales.
Abbreviais: - IGHV, immunaglobulin heavy-chain variatie region; mut, mutaion; PFS, pogression-free sunvival

Shadman M et al. ASH 2025;Abstract 5669
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SEQUOIAArm D

A Technically MRD guided but effectively
continuous zanubrutinib with additional
venetoclax cytoreduction for 12 -24 months

A Highly effective so far especially in  TP53
aberrant patients; likely overtreatment for
others

Courtesy oflennifer R Brown, MD, PhD




Zanubrutinib Sonrotoclax
Frontline Phase 1/1b Study

8-12 weeks of zanubrutinib lead
(320 mg once daily or 160 mg twice
daily),

then zanubrutinib + sonrotoclax until
disease progression, intolerance,

or elective discontinuation allowed
for both drugs at 9&vks

With median followup of 30.7
months, no PFS events have been
observed at the

sonrotoclax RP2D of 320 mg

Courtesy oflennifer R Brown, MD, PhD

-

Figure 6. Time to uMRD4 by IGHV Status, Sonrotoclax 320-mg Cohort

MRD negativity, %

100 —

90 —

80

70 —

60

50 —

40

30 4

20 —

10

Start of combination
treatment®

—

Median time to uMRD4 in sonrotoclax
320-mg cohort, months

From start of
combination treatment

From first dose of
zanubrutinib

All patients (n=78) 7.2 45
IGHV mutated (n=32) 7.2 45
IGHV unmutated (n=46) 8.0 5.2

1year of
combination treatment

—— |GHV mutated
——8——|GHV unmutated

[ [ I [ [ [ [ [
12 15 18 21 24 27 30 33

Time from first dose of zanubrutinib, months

Tam C et al. ASH 2025;Abstract 3891




Zanubrutinib Sonrotoclax
Frontline Phase 1/1b Study

A Sonrotoclax is 10X more potent than venetoclax
and has activity against G101V resistance mutation

A Data are promising but await larger studies 7
registration trial is fully accrued

Courtesy oflennifer R Brown, MD, PhD




Zanu-0Obin -Sonro

Figure 2. TEAEs in 220% of Patients

Figure 1. BGB-11417-101 Study Design

Zanubrutinib + Obinutuzumab + Sonrotoclax Combination Dosing
I sonotoctax

. Zanubrutinip
. Oblnutuzumaby

Sonrotaclax QD
c1D2 Sonrotoclax QD {320 mg)

Obvutuzumab "lamD'Up]
\ !

Zanubrutinib 320 mg QD or 160 mg BID

MRD-guided treatment
discontinuation

C1D1 Cibg  CID15 c2D1 C301 CaD1 C501 CeD1

Contuzumal  Obewtuzumab Qbieuluzumab  Coimduzumab, Qunimerumnb QObnuluzusab Qtniturummb Climduzumab

weechcian findl dase) I UMROM, discentinue
wnubutnid rampap begns sonrotoclie i C1601
dministration c15°1
bogns Check blood NRD

st by NGS
¥ MRD4+, continue
sonrotoclax

Courtesy oflennifer R Brown, MD, PhD

Neutropenia'[7
Nausea 53
Infusion-related reaction 33
Thrombocytopenia® 40
Fatigue 33
Headache 33
Insomnia 33
COoVID-19 27
Contusion 27
Arthralgia 27
Febrile neutropenia || EXIN
Diarrhea 20
Dizziness 20 Grade 1/2
URTI 20 M Grade 23
| | | | | | | | |
0 10 200 30 40 50 60 70 8 90

Patients, %

Soumerai J et al. ASH 2025;Abstract 3890




Zanu-0Obin -Sonro

Figure 3. Response Rates and Blood MRD Status With Sonrotoclax 320 mg
Combination Therapy

ORR Blood MRD Status by
100% Flow Cytometl'y Blood MRD Status by NGS
100 100 - 100 -
80 80 - 80
all i 60 _
52 60 60
]
c
.g
©
Q. 40 40 - 40 |
20 20 20 -
= 0 - 0 -
Response-evaluable MRD by Cycle 9 MRD by Cycle 15 Best MRD
(n=15) (n=15) (n=10) (n=10)
mEm CR == CRi = PR =mm (MRD4 Bl uMRD6 == MRD missing
: i inate f
Courtesy oflennifer R Brown, MD, PhD SR L

Soumerai J et al. ASH 2025;Abstract 3890




Zanu-Obin -Sonro

A Three drug regimen

A Very high rate of grade 3 neutropenia but febrile
neutropenia low -average for these regimens

A Very promising MRD rates, will they be sustained
longer than in BOVEN?

I Possibly yes as all patients go to cycle 15

Courtesy oflennifer R Brown, MD, PhD




MAJIC: A Phase |ll Opémbel Study

MAJIC schema

Arm A Acalabrutinib (A) 100 mg po BID,
Venetoclax (V) 400 mg po daily (C3D1-C14), including 5 week ramp up
STOP if uMRD and at least PR. If MRD+ continue AV to 24 months

Arm B Venetoclax (V) 400 mg po daily (C1D22-C12), including 5 week ramp up
Obinutuzumab (0) 1000 mg iv. (C1D1-2/8/15, C2-6 D1)
STOP if uMRD and at least PR. If MRD+ continue V to 24 months

PB MRD (clonoSEQ & flow)
BM MRD (flow)

Arm A
T Il Acalabrutinib
i
S v Venetoclax
= o
N Qo
g Arm B 8
© \')
=
zl ©
: -

Months 0 1 2 6 12 14 24

Ryan CE et dfuture Onco2022;18(33):368D9; www.clinicaltrials.govNCT05057494. Accessed March 2026.

UMRD= undetectable minima
residual disease; PR = partia
remission; PB = peripheral
blood; BM = bone marrow

RT }(eﬁfewew l



Phase Il Study dbonrotoclaxand Zanubrutinib

Previously untreated
CLL (N=500)
A ECOG PS ofD

A NoRichter's
transformation

Venetoclax+ obinutuzumab

Primary endpoints
A Progressioffree survival by independent review committee

A Rate of uMRD4
RT Year,
4Rev1ew

www.clinicaltrials.govNCT07277231. Accessed March 2026.



Phase Il Study dbonrotoclaxand Zanubrutinib

Previously untreated

CLL
A ECOG PS ofD

A NoRichter's
transformation

Primary endpoints
A Progressioffree survival by independent review committee

A Rate of uMRD4

RTP. .. B

www.clinicaltrials.govNCT07277231. Accessed March 2026.



Phase Il Study dbonrotoclaxand Zanubrutinib

Restaging
at C15D1

Previously

Restagingat  Arm 2B: Continueanubrutinib
C15D1: PO BIBsonrotoclaxPO QD +

Detectable
D) sonrotoclax

objective
response to
therapy

untreated
. -

Primary endpoint:
Progressiofiree survival

RTP. .. B



Phase II5tudy of Acalabrutinib¥enetoclaxObinutuzumab

Previously untreated CL
A Highvrisk disease*
A ECOG PSD

F xnsk factor: 17p deletion, TP53
mutation, complex karyotype,
unmutated IGHV

Primary endpoint:Progressiotree survival

Year,
www.clinicaltrials.gavNCT05197192. Accessed March 2026. RT 4ReV1€W



Agenda
BTKIi for CLL

INTRODUCTIONthink I missed that day in med school (BTK biology)

MODULE IFirstline treatment
A Timelimited therapy; minimal residual disease assays
A Key reported trials
A Key planned and ongoing trials
A Key clinical questions
High risk: double versus single hit, complex karyotype
Standard risk: IGVH mutated vs unmutated

Older/frail/comorbidities

MODULE 2: Relapsed/refractory disease
A Progression on BTKienetoclaxanti-CD20

A Double exposed and refractory

A Pirtobrutinib, CAR T, bispecific antibodies, other
A BTK degraders

Year,
44Review



Questions About Relapsed/Refractory

Disease

AWhat is your current approach to patients with o
or double-refractory disease?

A How would you currently compare indirectly the

oublexposed

benefits of

pirtobrutinib to BTK degraders for patients whose disease Is

refractory to covalent BTKis?

A Do you see BTK degraders (versus pirtobrutinib) being
Incorporated for patients who experience disease progression

on a covalent BTKi?

A2 KIFd Aa @&2dzNJ OdzNNB Y (i
transformation?

I LILINR | OK

Year,
44Review



ALPINEStudy design

Study Identifier: BGB3111-305,
NCT03734016

Primary Endpoint: ORR(PR+CR) noninferiority and superiority as assessed by investigator

Key Secondary Endpoint: PFS, incidence of atrial fibrillation

Other Secondary Endpoints:

> R/R CLL/SLL requiring
treatment

> Measurable disease by
CT/MRI

2 No current or past history
of Richterods

> No prior treatment with a
BTK inhibitor

>Age (<65 vs
> Geographic Region
2 Refractory status (yes/no)

> del(17p)/p53 (present vs.
absent)

OS, DoR, time to treatment failure, PRor higher, PRO, safety

KEY ELIGIBILITY CRITERIA STRATIFICATION FACTORS TREATMENT

Arm A:

Zanubrutinib 160 mg PO BID
(gE=x100)]

A\ 4

Arm B:
Ibrutinib 420 mg QD
(n=300)

Patients treated
until PD or
unacceptable
toxicity

Brown et al., NEJM 2023, Tam et al., ASH 2025

National

Research

Institute of
‘ Oncology



ALPINEEfficacy(initial & subsequentanalysig

1w o ]
90 A I
£ 80- '
g2 70  $04%
£3 @ Blkciane ..
§ © 504 PFS Events 1=
g':% 40 4 n (%) = B -‘q‘.“_~
a ;Z_ 30 4 — Zanubrutinib 150 (45.9) | 1*’ *“L
S 20d — Ibrutinib 177 (54.5) | +
i 1o | Hazard ratio (95% C1) = 0.68 (0.54.0.84) I
|
O L] 1 L) AJ L) Al L] L} L] Al L) L) L) 1 L] 1 L Al L L) L]
0 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 &3
Months from randomization
No. at Risk
Zanubrutinib 327 315 302 295 287 272 258 247 242 236 218 210 189 151 128 109 104 43 19 2 0 0
No. at Risk
Zanubrutinib 327 316 303 297 290 274 260 221 165 158 122 111 12 2 0
Ibrutinib 325 306 293 273 259 241 227 186 128 121 97 87 9 1 1 0

Brown et al., NEJM 2023, Tam et al., ASH 20&Zpurtesy oWojciechJurczakMD, PhD
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ALPINEEfficacy(5 year followup)

Median followup (ALPINE + LTE1): 63.4 months (95% CI68753

100 F=== PFS events (%) Median (95% CI)
90 - —= 166 (50.8) 52.5 (49.7-65.8)
80 - —s— 150 (45.9) 60.3 (49.9-NR)
S 70 -
2 60 - 50.4%
=
_‘g‘ 50 A
5 40 A
D30 A
a
20 1 —=— zanubrutinib
10 1 —— zanubrutinib after COVID-19 adjustment
0 I I I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time, mo
No. at risk:
—e— 327 303 288 259 243 220 198 180 166 122 83 49 3 0
—&— 327 302 287 258 242 216 198 180 165 122 83 49 3 0
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Brown et al., NEJM 2023, Tam et al., ASH 2026ourtesy ofNojciechJurczakMD, PhD Institute of
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BRUIN Phase 1/% year followup
L _NYXXK/

Pirtobrutinib PFS in Patients With CLL/SLL Who Received Prior cBTKi, by BCL2i Exposure

100
90 - 4 BCL2i Exposed Median: 15.9
~ 80 n 95% ClI: 13.6-17.5
) B _L_L_lz.‘l% Events/total: 89/128
2 :g 7 N 1 BCL2i Naive Median: 22.3
= n o T 95% ClI: 19.3-27.6
8 50 - 60.8% TR 47.9% Eventsltotal: 98/154
“E- Nl o ~ 329% 27.7%
@ 307 T 21.7%
o 20 . . . .=
10 14.0% 14.0% 14.0%
or-——
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 54 56 58 60 62 64 66 68 70
0S in Patients With CLL/SLL Who Received Prior cBTKi
100 + Median:
90 95% Cl: 47.8-NE
—~ 80 Median follow-up: 46.5 months
£ 40 Events/Total: 111/282
£ 60 56.0% 54.2%
| 50-
-]
nE. 40
w 30 =
(w] 20 -
10
0 -

Wierda et al., ASH 2025;Abstract 2115

Months From First Dose

Courtesy ofWWojciechJurczakMD, PhD
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BRUIN 321Study design

> D >~\

Stratified by: _ .

17p deletion (yes/no) Pirtobrutinib Monotherapy

Prior venetoclax (yes/no) 200mg PO QD

Patients W_ith R Optional Crossover i
CLL/SLL previously 11 76%
treated with cBTKi (PD confirmed by IRC) ©
ldelaR/BR
Idelalisib + Rituximab? (
Key Endpoints ]
( o Bendamustine + Rituximabb«c / ey =P
| ey Eleiiy ] A Primary Endpoint _: PFS
4 assessed by IRC
égOeG Pg 3 28 A PFS assessed by investigator
Confirmed CLL requiring 2 Eﬁgﬁgﬁgﬁ%‘g;&em
treatment per iwCLL 2018 A0 I val
Prior cBTKi required A Svferta surviva
No limit on prior lines of K arety /
therapy /
National
R h
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BRUIN 321Efficacy (5 yearfollow-up)

Pirtobrutinib IdelaR /BR

100 - n=119 n=119
90 Number of Events, n (%) 74 62) 79 (66)
80 1 Median PFSmo (95% CI) 14.0(11.216.6) 8.7(8.1-10.4)
70 - Median follow-up, mo 19.4 17.7
60 - Hazard ratio (95% CI) 0.54 (0.390.75)

Pirtobrutinib Stratified logrank 2sided pvalue 0.0002*

Study met primary endpoint  at earlier data cut (Aug 2023)
IRC HR=0.58 (95% CI 0.38- 0.89); p = 0.01

20 - ldelaR/BR . . o
0. Yo, Pirtobrutinib reduced risk of
he-m - ? progression or death by 46%
0 | 1 || || 1 1 I I 1 1 || I 1 I I 1 I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 according to IRC assessment.

Progression-free Survival Probability (%)
(4)]
o

Time Since Randomization (Months)
Number at Risk

— 119 113 100 84 79 69 54 44 36 19 12 10 4 3
-=-=- 119 92 73 60 57 37 25 18 16 10 7 5 3 1 0 0 0 0
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. . Research
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ELEVATEN:Study Design
L _NYXXK/

Previously Untreated CLL

Key inclusion criteria include: Age
O650ry865yand ©1 of t he
criteria:

T CrCl=30-69 mL/min
T CIRS-G score >6

Primary end point
PFS by IRC: Arm Avs B

Secondary end points
A PFSbyIRC: ArmAvs C

A ORR by IRC, OS, TTNT
(ArmAvs B and Avs C)

A Safety

foll owing

N=535

Stratification

A Del(17p) status (~9%)
A Geographic region

A ECOG PS (0-1 vs 2)

Sharmaret al., Blood 2025:; Lancet 2020

1:1:1
Arm A
R Obinutuzumab X 6 cycles +
A Chlorambucil x 6 cycles
N n=177
D
2 Arm B
'\I/I Acalabrutinib to PD +
- Obinutuzumab X 6 cycles
A n=179
T
(ID Arm C
N Acalabrutinib to PD

n=179

Crossover was allowed upon IRC -confirmed PD

from Arm Ato Arm C National
Research

Institute of
‘ Oncology



ELEVATEN:Efficacy 6 year followup)
L _NYXXK/

Progression-free survival, %

Overall survival, %

100 4

80 -

60

40 -

A+0 vs O+Clb
HR* (95% CI): 0.14 (0.10, 0.20);

t 1
P <.0001 : Median PFS = NR

Avs O+Clb
HR* (95% CI): 0.24 (0.17, 0.32);
P <.0001t

17% 1 Median PFS = 27.8 mo

A+Ovs A
HR* (95% CI): 0.58 (0.39, 0.86);
P =.0229%

100 4

80 1

60 4

40 -

20 A

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 8 90

. : et 84% ! Median OS = NR
76%

A+O vs O+Clb A E Median OS = NR
HR* (95% Cl): 0.62 (0.39, 0.97); i Median OS = NR

p=0349"

Avs 0+Clb :
HR* (95% Cl): 0.89 (0.58, 1.35);
p= 5868"

A+QOvs A
HR* (95% CI): 0.69 (0.44, 1.09);
p= 1220t

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 90
Months

Sharmaret al., Blood 2025; Lancet 2020 Courtesy ofVojciechJurczakMD, PhD

—— Acalabrutinib 4obinutuzumab
—— Acalabrutinib monotherapy
—— Obinutuzumab + chlorambucil

A+ O (n=178)
Grade
Any grade 23

Diarrhea 78 (43.8) 11 (6.2)
Neutropenia 61 (34.3) 55 (30.9)
COVID-19 44 (24.7) 16 (9.0)
Anemia 27 (15.2) 13 (7.3)
Thrombocytopenia 26 (14.6) 15 (8.4)
Pneumonia 25 (14.0) 13 (7.3)
Syncope 12 (6.7) 9 (5.1)
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ELEVATEN:Efficacy(ORR & CR, 6 year folleup)
L _NYXXK/

100 A
95% —T95% = 96% —F- 96% —F 96% —F 96% —F 96% —F 96% —F- 96% — 96%
% 879 — 89% = 90% —F90% —F 90% -L 90% —— 90%
80% __} 82% —I— 82% +
;“'_E ORR Difference %, 95% CI
Lo 6.1% (0.9, 11.4)
= P=.022
1% CR Difference %, 95% CI
ko 17.9% (8.8, 27.0) o
&S P=.022 ‘ _} 33%—{- 34% o
/I' - 31%
/}18% 4 19%
,.} 15%
6% __I__ 89 ____I— 11%
7% o
1% i 4% %
N P S [ T B T T T T T
4 5 3 12 24 36 48 60 72
Months
—_— A+O ORR =—— AORR =— A+OCR — ACR
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SEQUOIAStudy design

A Here, the updated efficacy and safety results in Arms A vs B and Arm C with a mediaiufotibw
approximately 6 years are presented

Tam et al, ASH 2025 National
Research
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