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Learning Objectives

* Describe the most recent clinical data and real-world evidence
associated with approved and emerging novel targeted therapies for
CLL/SLL

 Evaluate tailored approaches to CLL management in the context of risk
stratification, available treatment options, current recommended
guidelines, and patient characteristics and preferences to optimize
outcomes

« Summarize the importance of MRD evaluation and molecular profiling
for treatment selection and sequencing in CLL/SLL

CLL = chronic lymphocytic leukemia; SLL = small lymphocytic lymphoma; MRD = measurable/minimal residual disease.
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CLL/SLL Overview
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* DX requires
- 25000 clonal lymphocytes
- Persistent for >3 months

* Immunophenotype
- CD19, CD20, CD23 with CD5
- Low/dim CD20, CD79b

e Differential: MCL
- Check for t(11;14)

Dx = diagnosis; MCL = mantle cell lymphoma.
Hallek M, et al. Blood. 2018;131(25):2745-2760.
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Initial Prognostic Testing

* |GHV status
- Unmutated—intermediate

* FISH

- Del13g—good!

- Del11g—used to be bad, not so much anymore
- Trisomy 12

- Del17p—still bad

» Karyotype testing
- Must be stimulated
- >3 abnormalities (but really >/= 5)—bad

 NGS—TP53 mutation

FISH = fluorescence in situ hybridization; NGS = next-generation sequencing.
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Time to First Treatment
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Condoluci A, et al. Blood. 2020;135(21):1859-1869.
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Watch and Walit: Ibrutinib vs Placebo
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Langerbeins P, et al. Blood. 2022;139(2):177-187. Langerbeins P, et al. Hematol Oncol. 2023;41(52 Suppl):56-58.
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Key Learning Points

* Test prognostic factors at diagnosis and at first treatment
 Time to first treatment is measured in many years

 \Watch and wait still the standard for CLL
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Current National
Comprehensive Cancer

Network® (NCCN®) Preferred
CLL/SLL Targeted Treatments
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Poor Outcomes with Del17p/TP53 and Chemotherapy
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OS = overall survival.
Van Dyke DL, et al. Br J Haematol. 2016;173(1):105-113.
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EA9161 Progression-Free Survival
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Avoiding Chemoimmunotherapy

A041202 Progression-Free Survival

Median follow-up: 55 months
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FCR = fludarabine, cyclophosphamide, rituximab; IR = ibrutinib, rituximab; PFS = progression-free survival.
Shanafelt TD, et al. Blood. 2022;140(2):112-120. Woyach J, et al. Blood. 2024;143(16):1616-1627.
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Patients Living as Long as Age-Matched Controls

(A) 100 - Pooled ibrutinib
32 80 -
Ej Age-matched general population
>
> 60 -
=
(7]
© 404
| .
)
>
O 2. .
Ibrutinib General population
n=603 n=603
12-year OS-estimate (95% Cl) 82 (76-87) 80 (76-83)
0 { | HR(95% Cl) 0.87 (0.63-1.19)
P-value 0.38
0 12 24 36 48 60 72 84 96 108 120 132 14
Patients at risk Time (Months) Since Initial Diagnosis

Ghia P, et al. Hemasphere. 2024;8(5):e74.
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BTK Inhibitor Evolution

Acalabrutinib Ibrutinib

Zanubrutinib
@ 87K

@ Off-target kinases

Percent Inhibition
(larger circles represent
stronger inhibition):

@ 99%t099.9%
@ 95%to 99%
® 90%1to 95%
® 65%to 90%

| Number of off-target

kinases inhibited at >65%"

Estupifian HY, et al. Front Cell Dev Biol. 2021;9:630942. Liu L, et al. Future Med Chem. 2018;10(3):343-356. Bond DA, Woyach JA. Curr Hematol Malig Rep. 2019;14(3):197-
205. Byrd JC, et al. N Engl J Med. 2016;374(4):323-332. Tam CS, et al. Future Oncol. 2018;14(22):2229-2237.



o» \ Lymphoma - Leukemia
'%’ & Myeloma Congress

Celebrating 25 Years of Excellence

Ibrutinib Adverse Events/Discontinuations over Time
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O'Brien S, et al. Clin Lymphoma Myeloma Leuk. 2018;18(10):648-657. Huntington SF, et al. Leuk Lymphoma. 2023;64(14):2286-2295.
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|Ibrutinib vs Second-Generation BTKI

AE Burden Score Overall and for ECls (Grade 1-4)
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*Two-sided P-value < .05 without multiplicity adjustment based on Wilcoxon rank-sum test.
Povalue compares differance in overall distribution rather than mean score.

BTKi = BTK inhibitor; AE = adverse event; ECI = event of clinical interest.
Seymour JF, et al. Blood. 2023;142(8):687-699. Brown JR, et al. Blood. 2024;144(26):2706-2717.



Zanubrutinib Improved PFS vs Ibrutinib in RR CLL

A Progression-free Survival, Intention-to-Treat Population
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Zanubrutinib 327 316 303 297 290 274 260 221 165 158 122 111 12 2 0
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RR = relapsed/refractory.
Brown JR, et al. N Engl J Med. 2023;388(4):319-332.
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SUGGESTED TREATMENT REGIMENS®b.c,d

CLL/SLL Without del(17p)/TP53 Mutation

(alphabetical by category)

Preferred Regimens

* BCLZ2i-containing regimens
» Venetoclax™" + obinutuzumab (cateaory 1)
» Venetoclaxh" + acalabrutinib + obinutuzumab
(category 1)
* cBTKi-based regimens
v Acalabrutinib™? £ obinutuzumab (category 1)
v Zanubrutinib™@ (category 1)

FIRST-LINE THERAPY*®
Other Recommended Regimens

* BCL2i-containing regimen
» Venetoclax™ + ibrutinib™@
* cBTKi-based reaimen

v Ibrutinib™@ (category 1)

Useful in Certain Circumstances

* Consider for IGHV-mutated CLL in patients aged
<65 y without significant comorbidities
» FCR (fludarabine, cyclophosphamide,

rituximab)i-¥

* cBTKi-based regimen
v Ibrutinib™@ + anti.CD20 mAb (cateaory 2B)

* Consider when cBTKi and BCLZ2i are not available
or contraindicated or rapid disease debulking
needed
» Bendamustine™ + anti-CD20 mAb""

v Obinutuzumab + chlorambucil®

» High-dose methylprednisolone (HDMP) + anti-
CD20 mAb! (category 2B; category 3 for patients
<65 v without sianificant comorbidities)

@ See references for regimens on CSLL-D 5 of 6 and CSLL-D 6 of 6.

b Supportive Care for Patients with CLL/SLL (CSLL-C).

¢ Rituximab and hyaluronidase human injection for subcutaneous use may be used in patients who have received at least one full dose of a rituximab product by

intravenous route.

d Re-challenge with the same mAb is not recommended in patients experiencing rare complications (eg, mucocutaneous reactions including paraneoplastic pemphigus,
Stevens-Johnson syndrome, lichenoid dermatitis, vesiculobullous dermatitis, and toxic epidermal necrolysis). It is unclear whether re-challenge with alternative anti-

CD20 mAbs poses the same risk of recurrence.

cBTKi = covalent BTKi.

Reproduced from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma V.3.2025. © 2025
National Comprehensive Cancer Network, Inc. All rights reserved. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org. The NCCN

Guidelines are a work in progress that may be refined as often as new significant data becomes available.
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Acalabrutinib—ELEVATE-TN
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No. at risk Months

A+O 179 175 170 168 164 163 160 157 156 156 153 152 151 146 144 141 140 138 136 133 127 124 119 116 99 54 39 256 10 2 O
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A = acalabrutinib; O = obinutuzumab; Clb = chlorambucil.
Sharman JP, et al. Blood. 2023;142(suppl 1):636.



>3< Lymphoma - Leukemia

oo)eoo

e* | & Myeloma Congress
Celebrating 25 Years of Excellence

Acalabrutinib—ELEVATE-TN—Stratified by TP53
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Sharman JP, et al. Blood. 2023;142(suppl 1):636.
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5-Year Follow-Up SEQUOIA—Zanu vs BR
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BR = bendamustine, rituximab.
Shadman M, et al. Blood. 2024;144(Suppl 1):3249. Shadman M, et al. J Clin Oncol. 2024;43(7):780-787 .



o» \ Lymphoma - Leukemia
'534' & Myeloma Congress

Celebrating 25 Years of Excellence

Venetoclax + Obinutuzumab—CLL14

Progression-Free Survival
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Time to Event [PFS] from Randomization (months)

Median observation time 65.4 months

Al-Sawaf O, et al. HemaSphere. 2022;6(Suppl 3):49-50.

66

72

Recent Update

6-year follow-up—OS data

Ven + obin—78.7%
Chlor + obin—69.2%
HR—O0.69, P=0.052
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Venetoclax + Obinutuzumab—TP53 Data
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Al-Sawaf O, et al. HemaSphere. 2023;7(Suppl 3):2023.
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AMPLIFY Study—Acal + Ven +/-
Obin vs Chemoimmunotherapy

Patient Characteristics AVO FCR/BR
(ITT) (n=286) (n=290)

5 Median age (range), years 61 (31-84) 61 (29-81) 61 (26-86)
E AVO (n=286): 14 cycles Rai stage IlI-IV, n (%) 137 (47.1) 116 (40.6) 127 (43.8)
S Acala 100 mg PO bid, C1-14 del(11q), n (%) 51 (17.5) 56 (19.6) 46 (15.9)
= Ven 400 mg PO qd, C3-14)
i Obin 1000 mg IV, C2 D1, 8, 15; C3-7, D1 Unmutated IGHV, n (%) 167 (57.4) 169 (59.1) 172 (59.3)
: Complex karyotype

FCR/BR (n= 290): 6 cycles (=3 aberrations), n (%) 45 (15.5) 46 (16.1) 42 (14.5)

INV choice of FCR (n=143) or BR (n=147)

C =cycle; D = day; INV = investigator; ITT = intent-to-treat.
Brown JR, et al. N Engl J Med. 2025;392(8):748-762.
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A Progression-free Survival, Assessed by Blinded Independent Central Review
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Brown JR, et al. N Engl J Med. 2025;392(8):748-762.
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Brown JR, et al. N Engl J Med. 2025;392(8):748-762.
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Selected AEs

Toxicities : . I(:r(]::RzlgBol}
Grade >/= 3 156 (53.6) | 197 (69.4) | 157 (60.7)
[ leading 1o 23(7.9) | 57(20.1) | 28(10.8)
Afib or flutter (any grade) 2(0.7) 3(1.1) 0
Hemorrhage (any) 94 (32.3) 86 (30.3) 11 (2.2)
Hemorrhage (major) 3 (1.0) 8 (2.8) 2 (0.8)
Neutropenia (any) 108 (37.1) | 143 (50.4) | 132 (51.0)
Infection (grade >/=3) 36 (12.4) 67 (23.6) 26 (10)
TLS (any) 1(0.3) 1(0.4) 8 (3.1)

TLS = tumor lysis sgnd rome.
Brown JR, et al. N Engl J Med. 2025;392(8):748-762.
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Brown JR, et al. N Engl J Med. 2025;392(8):748-762. Furstenau M, et al. Lancet Oncol. 2024;25(6):744-759.
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AVO in High-Risk Patients

Key Eligibility Criteria

= Aged =18 years and ECOG PS <2

= Expansion cohort: TP53-aberrant disease (del[17p] or TP53mut [any VAF
eligible])

= No Richter transformation or CNS involvement

Response C4aD1 c8Dn1 C16D1: Primary Endpoint Assessment C25D1
Assessments: (Rate of iwCLL CR with uMRD in BM)

Voo v !

. .

obinutuzumab BM uMRD CR: Can FI;B motf:”to;etd +
oy | discontinuetherapy* | J°MONIS, IHUMSs =,
L= acalabrutinib can resume AV BM uMRD: Can
c A q *
8 | venetoclax |—' discontinue therapy
E A v . ~ — S::I-.tl::l-.?:: ::;a:; PR: acalabrutinib

1cycle 2cycles 4 cycles 8 cycles venetoclax L o ;
. , +: continue
~
9 cycles therapy |
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 (104)

ECOG PS = Eastern Cooperative Oncology Group performance status; VAF = variant allele fraction; iwCLL = International Workshop on Chronic Lymphocytic Leukemia;
CNS = central nervous system; CR = complete response; PR = partial response; BM = bone marrow; PB = peripheral blood; uMRD = undetectable MRD.

Davids MS, et al. J Clin Oncol. 2025;43(7):788-799.



Outcomes by TP53 Status

L o) 1m‘ ’\ 100- ’ | S ——— -Q—-oi' o-%
& e o 2 oo .
[+7) AR ﬁ
%§ 75- le—s. o 75
a2 |
5 3 §
§ o 50 4 o aj 50 -
5 & :
€S 5
g g 25- § 25-
- - Patients without 7P53 aberration o - Patients without 7P53 aberration
g — Patients with TP53 aberration a - Patients with TP53 aberration
0 T T T T T T 0 T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Years from study entry Years from study entry
Patients without NmDor 3t ik Patients without o
TP53 aberration 27 26 26 25 24 15 TP53 abemration 27 26 26 26 25 17
Patients with Patients with
TP53 aberration 45 45 32 20 1 6 TP53 aberration 45 45 35 24 14 8

Davids MS, et al. J Clin Oncol. 2025;43(7):788-799.
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CLL17: Trial Design
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Doublet and Triplet Regimens Being Evaluated

Doublet

 |brutinib + venetoclax

* Acalabrutinib + venetoclax
e Zanubrutinib + sonrotoclax

Triplet

 |brutinib + venetoclax + obinutuzumab
Acalabrutinib + venetoclax + obinutuzumab
Zanubrutinib + venetoclax + obinutuzumab
Pirtobrutinib + venetoclax + rituximab
Pirtobrutinib + venetoclax + obinutuzumab
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FLAIR: MRD-Guided IV Demonstrated Survival Benefit

100 i i == ) w
T Vi
80 1
_ 601
&
ke PFS Median PFS  5-years PFS
% 40 events estimates FCR
FCR 111 69.2 mo 58.1%
20 - rutinit Y No
Vi 18 Not reached 93.9% )
Median follow-up:
62.2 months
O h I I | I I || I ]
0 12 24 36 48 60 72 84

Months from randomization

Munir T, et al. Presented at: European Hematology Association (EHA) Congress; 2025.

0S (%)

100 -

80 A

60 -

40 -

20 A

No. of deaths % Alive at 5 years

FCR 38 86.5% FCR

VI 11 95.9%

VI vs FCR
* HR 0.26 (95% Cl, 0.13-0.50); p < 0.001

VI vs ibrutinib
« HR 0.41 (95% Cl, 0.20-0.83); p < 0.001

Ibrutinib vs FCR Median follow-up:
* HR 0.64 (95% Cl, 0.39-1.05); p = 0.075 62.2 months

0 12 24 36 48 60 72 84

Months from randomization



Pirtobrutinib—The Non-Covalent BTK Inhibitor

Pirtobrutinib

Acalabrutinib Ibrutinib
o 3 4 \
- . = S Jtr
° o S I \:__\\\ - ’E .‘r v \
o - 2 = o - / -\ " ,"y ,"
e ' N\--.‘ B\ J" ‘ :
. . _ ¢ BTK — ‘r\jg.} \ {' (.. L) ‘,’.
ALK A > . id 7 &
O R Ones . N 1./ ¥ STt
\ W/ / p
¥y ,I" ‘}‘"‘.
'//‘v‘-’ —
o ONWGC g / i : e
= .. = CMGC ‘ —
Zanubrutinib - <.
m o _" \\ i
= ¥
e )
‘.‘ e ’ : Percent Inhibition
@ P ® 100%
¥ [ 20.9%
e aee & 99% 10 90.9%
L] 98% bo 59%
*  90% 0o 95%
*  B5% b0 90%
CANGC =55%
AN

Kaptein A, et al. Blood. 2018;132(Suppl 1):1871. Barf T, et al. J Pharmacol Exp Ther. 2017;363(2):240-252. Mato AR, et al. Lancet. 2021;397(10277):892-901.
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Pirtobrutinib—PFS Compared to Investigator’'s Choice

Idela-R/BR

PFS by IRC
Number of events, n (%)

Median PFS, months (95% ClI)
Median follow-up, months
HR (95% Cl); P value

_______

_______

o

2 4

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

o

Number at Risk
— 119 113 100
--- 119 92 73

IRC = independent review committee.

6

84
60

8

79
57

10 12 14 16 18 20 22 24 26 28 30 32 34
Time Since Randomization (Months)

69 54 44 36 19 12 10 4 3 3 3 2 0
37 25 18 16 10 7 5 3 1

Sharman JP, et al. Blood. 2024;144(Suppl 1):886.

Idela-R/BR(n=119)

74 (62) 79 (66)
14.0 (11.2-16.6) 8.7 (8.1-10.4)
19.4 17.7

0.54 (0.39-0.75); 0.0002

37
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Pirtobrutinib Safety—Adverse Events of Interest

AEs of Interest

Bleeding 25 (21.6) 4 (3.4) Vied ot t
o - Median time on treatment:
Bruising 9 (7.8) 10.9) pirto, 15.1 months; idela, 7.1
Petechiae and 6 (5.2) 1(0.9) months; BR, 4.7 months
purpura
Hemorrhage 18 (15.5) 3 (2.6) . Drug-related AEs led to
Anemia 24 (20.7) 13 (11.2) discontinuation in 6 (5.2%)
Neutropenia 31 (26.7) 24 (20.7) patients with pirto and 23
Thrombocytopenia 11 (9.5) 9 (7.8) (21.1%) with idela-R/BR
Infection 74 (63.8) 34 (29.3)
Without COVID-19 67 (57.8) 30 (25.9)
AFib and atrial flutter 3 (2.6)2 2(1.7)
Hypertension 8 (6.9) 3 (2.6)

Sharman JP, et al. Blood. 2024;144(Suppl 1):886.
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Press Release—Pirtobrutinib Superior to Ibrutinib?

Pirtobrutinib showed superior ORR compared with ibrutinib in a phase 3 trial for
patients with CLL/SLL, indicating potential efficacy.

The BRUIN CLL-314 trial included treatment-naive and previously treated
patients, with promising PFS trends for pirtobrutinib.

More data to come...

ORR = overall response rate.
Gerlach A [www.pharmacytimes.com]. Last updated July 31, 2025. https://www.pharmacytimes.com/view/pirtobrutinib-outperforms-ibrutinib-in-head-to-head-phase-3-trial-for-

cll-sll.
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Key Learning Points

« Second-generation BTKi safer than ibrutinib

» Unclear if time-limited versus continuous therapy is preferred method of
treatment
- Both appear effective
» Counsel patients on potential lower efficacy of time-limited therapy in high-risk
disease

 Pirtobrutinib safe and effective for relapsed/refractory CLL
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Clinical Considerations In

First- and Subsequent-
Line Therapy
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How Do | Decide What Treatment
to Pick for Our TN Patients?

Patient preference

TN = treatment-naive.
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Why |s Patient Preference #1 Consideration?

* No randomized phase 3 data in TN setting
* The patient is the one who will get treated
* Our treatments generally work well for most patients
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When Do | Favor Continuous Therapy for TN CLL?

 Older patients
- Cumulative data with BTKi is in the older age group

* Less intensive upfront regimen
- No infusions, less monitoring - Less “time off life”

 Kidney dysfunction—higher risk for BCL2i

- Increased tumor lysis and infusion reaction risk
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When Do | Favor Time-Limited Therapy for TN CLL?

* Younger patients

- Cumulative toxicity of BTKi over time
o *CLL14 (VO vs ChlorQO) was in “frail” patients

* Good risk disease
- Data in patients with TP53 aberrations

» Cardiac risk—higher risk for BTKi
- It's complicated
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Which 2nd-Generation BTKi Do | Prefer?

1.00 4

0.75

0.50 4

Acalabrutinib monotherapy vs zanubrutinib:
pos{ HR:0.81, 85% Cl: 0.53-1.56

---- Acalabrutinib monotherapy pre-matching
— Acalabrutinib monotherapy post-matching
pop] — Zanubrutinib

0 6 12 18 24 30 36 42 48
Time from randomization (months)

Key points

54

60 66

72

Atrial fibrillation or flutter, any grade
Atrial fibrillation or flutter, grade = 3
Hypertension, any grade
Hypertension, grade = 3
Hemorrhage, any grade
Hemorrhage, grade = 3
Neutropenia, any grade

Infections, any grade

Arthralgia, any grads

AE leading to treatment discontinuation

e 1.69 (0.66—4.36)

. : 0.55 (0.08-3.41)
e 0.44 (0.20-0.99)

! -~ 0.56 {0.18-1.76)

— 0.84 (0.52-1.34)

[ . i 0.34 (0.10-112)
—e——1 0.50 (0.25-1.03)
—e—1 0.94 (0.56-1.58)

——e—| 1.38 (0.75-2.53)

i 0.74 (0.38-1.43)

003100830125 025 05 1 2 4 8

Favors acalabrutinib «—— —» Favors zanubrutinib
monotherapy

 ELEVATE-TN (acalabrutinib +/- obinutuzumab vs CO) and SEQUOIA (zanubrutinib vs. BR)

» Acalabrutinib had equal efficacy to zanubrutinib, with less hypertension

Kittai AS, et al. Blood Adv. 2024,8(11):2861-2869.
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How Should We Sequence?

* No one really knows!

* Mostly depends on how the patient did in the front line

* More robust data available for ven after BTKi
- More data overall for BTKi after chemoimmunotherapy

* Will resistance mutations come into play?
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1* Line: Covalent BTK inhibitor 2" Line: Venetoclax-Based Therapy

Active surveillance until indication for

treatment initiation’

Acalabrutinib® £ Obinutuzumab™’ Can consider treatment holiday?

or Zanubrutinib®* ‘bfog
s,
\
T Intolerance
Intolerance Intolerance®
Progression
Venetoclax plus or Intolerance
Can consider anti-CDZO mAb12 >
treatment holiday?

requires therapy
after remission*

l Relapse and

! !

Can consider alternative cBTKi® Can consider retreatment

with venetoclax £ CD20 mAb*

Consider available clinical trials at any line of therapy™®

mAb = monclonal antibogy; alloSCT = allogeneic stem cell transplantation.
Soumerai JD, et al. Blood Adv. 2025;9(5):1213-1229.

3+ Line: Other Therapeutic Classes

Options for cBTKi/BCL2i failure:
Pirtobrutinib’
Lisocabtagene maraleucel’
If not previously done,
reconsider retreatment with
venetoclax * obinutuzumab*
or alternative cBTKi®
PI3K4 inhibitor®

Can consider AlloSCT for patients
who achieve response’®
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1 Line: Venetoclax-Based Therapy

Active surveillance until indication for

treatment initiation’

Venetoclax plus
obinutuzumab?

l Intolerance

Can consider
treatment holiday?

Relapse and
requires therapy
after remission*
v

Can consider retreatment

with venetoclax £ CD20 mAb*

Soumerai JD, et al. Blood Adv. 2025;9(5):1213-1229.

BCL2I Combo First

Intolerance Intolerance®

Can consider
treatment holiday?

!

Can consider alternative cBTKi®

Consider available clinical trials at any line of therapy®

3+ Line: Other Therapeutic Classes

Options for cBTKi/BCL2i failure:
Pirtobrutinib’
Lisocabtagene maraleucel’
If not previously done,
reconsider retreatment with
venetoclax  obinutuzumab*
or alternative cBTKi®
PI3KJ inhibitor®

Can consider AlloSCT for patients

who achieve response’®
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Venice-1 Trial—Venetoclax after BTKi

Events Median progression-free
survival (95% CI), months

BCRi-naive group (n=191) 63 28-8 (22-2-31-8)
) i i » ) — BCRi-experienced group (n=6/7) 29 234 (16-8-33.8)
Prior Lines of | BTKi-naive | BTKi-
Therapy (n=191) pretreated £
(n=67) %
1 101 (53%) 5 (7%) f
2 47 (25%) 18 (25%)
>/=3 43 (23%) 45 (67%) g
Mumiber at risk
(murmber censored)
BCRi-naive group 191 174 (L 45 32 21 11 4 1 {i .. ..
[ {7 (109) (Q20) (124) (128) (128) (128) (28 © ) ()
BCRi-pretreated group &/ L 27 1/ 11 L 4 3 3 i} .. ..

(o) (5) (26) (33} (35 (38 (38 (38) (38 (0 (-} (-}

Kater AP, et al. Lancet Oncol. 2024;25(4):463-473.
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RWE—Venetoclax after cBTKI

Rate at Rate at
12 months 18 months

82.8% 75.1%

PFS
Prior Lines of | BTKi-pretreated
Therapy (205) a0
1 71 (34.6%) &
2 73 (43.7%) | Estimates
>/=3 61 (31.5%) 20% A
43.2[31.9, NR]

RWE = real-world evidence.

Ghosh N, et al. Presented at: American Society of Hematology (ASH) Annual Meeting & Exposition; 2023. Ghosh N, et al. Am J Hematol. 2025;100(3):511-515.

24 30 36 42
Months
56 39 25 13

Patients at risk

48

54

60



Lin VS, et al. Blood. 2020;135(25):2266-2270.
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N=23

Median # prior lines of
therapy: 4 (range 2-9)

cBTKI after Venetoclax

Patients assessable for response (%)

100 4

80 A

60

40

20 4

73%

Best response to BTKi

s
[_]PR/PR-L
[ cr

BTK inhibitors are effective against
venetoclax-resistant CLL

% survival

100 A —1_PFS
dhﬂcd -1 0S
i Ll | I |
50
D L] T T L) L] T T T L
0 6 12 18 24 30 36 42 48 54

Time since BTKi initiation (months)

Durability of response to BTK inhibitor
is associated with length of remission to

prior venetoclax therapy

% alive and progression free

100 A

50 4

—L_ VEN response > 24 months
—L_ VEN response < 24 months

0

6 12 18 24 30 36 42 48 5
Time since BTKi initiation (months)



Celebrating 25 Years of Excellence

Sequencing Summary

* Not much data on the sequencing

 Ultimately, choice of 2"d-line therapy depends on choice of 15-line therapy
- Decision of why you chose BTKi or ven-based regimen likely is still at play

 Ultimately, it will fall on real-world analyses rather than clinical trials

- ReVENGe trial
- ¢cBTKi to ncBTK:i trial

* Pirtobrutinib appears to be effective after both cBTKi and BCL2i

ncBTKi = non-covalent BTKi.
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Technique

Flow cytometry NGS

Depth of MRD

e 10-6
Sample type
Population

Intention-to-treat Evaluable patients

Timing and frequency of MRD
Regular  F¥SSEVIXIS

"2}3{;{%3 at any time EOT
treatment point

EOT = end of treatment.
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Prognostic Value of MRD

CLL14
210°%and < 107
v
L 2 10° CLL13
]
Fz 100 A
g % 80 - > 10" and < 10~ 210°and < ]:.0'4 Vs
i HR: 2.18;
O B 60 210 95% Cl: 1.32-3.61
8]
0 T T T T T T T S 40 A 210" vs
0 12 24 36 48 60 72 84 g 50 a;p:;;d <10
Time to event (PFS) from last treatment exposure (months) © 95% CI: 2.42-8.41
0 T T T T T
100 75— co 0 12 24 36 48 60
Time to event (PFS) from month 15 (months)
e 80 1 Patients at risk
o 291 283 269 162 39
Y 60 >10%and <10 112 105 95 53 15
k= 210% 25 18 11 6 2
S 401
g
3 201
O 1 1 1 1 1 1 ]
0 12 24 2c 12 &0 72 21

Time to event (PFS) from last treatment exposure (months)

Al Sawaf O, et al. Blood. 2024;144(18):1924-1935. Furstenau M, et al. Blood. 2023;142(Suppl 1):635.
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MRD Concordance in Marrow and Peripheral Blood

100% 7 g0 6% 506
o
T 90% - 87% m PB uMRD BM uMRD
= 2% 81%
% 80% - 73% 75% s 73%
0%
3 70% - 1% s 0% 61%
= 0% o
2 60% - 57% 55%
@ 52% 504 3%
= 39%
S 40% - 37% 8%
©
5 30% 1
5 20% A 17%
jo
[s]
£ 10% -
0% -
VOI VO CR ol VO FCR/BR \Y \Y \Y% o \% FCR ZVO
CLL13/GAIA*? CRISTALLO? CAPTIVATE GLOWSE FLAIR? BOVen?
MRD? FD?

Wierda WG, et al. Leukemia. 2021;35(11)3059-3072. 2. Eichhorst B, et al. N Engl J Med. 2023;388(19):1739-1754. 3. Sharman JP, et al. Blood. 2024;144(Suppl 1):3237. 4.
Wierda WG, et al. J Clin Oncol. 2021;39(34):3853-3865. 5. Tam CS, et al. Blood. 2022;139(22):3278-3289. 6. Munir T, et al. J Clin Oncol. 2023;41(21):3689-3699. 7. Munir T,
et al. Presented at: EHA Congress; 2025. 8. Soumerai JD, et al. Blood. 2024;144(Suppl 1):1867.
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Key Learning Points

» Choice of frontline therapy should be based on patient preference and
comorbidities

» Choice of second-line therapy should be based on what the patient got
In the front line

» Unclear which sequence is better: BTKi - BCL2i or BCL2i = BTKi

 UMRD appears to be prognostic of survival and should be obtained after
time-limited therapies
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Q&A Session
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