SHHUNIC Ly niphuvly tic LTURlCiHig. tlicmLiinicu 1hiciapy vl rircatiiiciit iNaivoc viotdot



Disclosures

e Consultant for Guardant Health & Sobi; Grant Research Support from AstraZeneca, BeOne Medicines, Century Therapeutics &
Incyte. But relationship has ended with all of them.

This presentation and/or comments will be free of any bias toward or promotion of the above referenced companies or their
product(s) and/or other business interests.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic,
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Cultural Linguistic Competency (CLC) & Implicit Bias (I1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must include a cultural
diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a physician and surgeon must contain curriculum
that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care component.
The following CLC & IB components will be addressed in this presentation:

= Cultural diversity in the epidemiology and treatment of patients with CLL.

= Patient population at need who may experience disparities in care and how we may be able to offer more novel time limited treatment
approaches in managing their CLL.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Presentation Objectives

e Review current treatment strategies for TN CLL

e Discuss emerging therapies and clinical trial data

e Address cultural diversity and disparities in care

e Evaluate MRD and survival outcomes

e Consider adverse events and treatment tolerability
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TN CLL 2025

SUGGESTED TREATMENT REGIMENS® D¢
CLL/SLL Without del(17p)/TP53 Mutation

(alpimfiesicald P OR€pT) CLL

Preferred Regimens
* BCL2i-containing regimens

(category 1)
» cBTKi-based regimens

» Zanubrutinib™ (category 1)

» Venetoclax™" + obinutuzumab (category 1)
» Venetoclax®" + acalabrutinib * obinutuzumab

» Acalabrutinib™¥ % obinutuzumab (category 1)

Ve

nO

FIRST-LINE THERAPY®

Useful in Certain Circumstances

* Consider for IGHV-mutated CLL in patients aged
<65 y without significant comorbidities
» FCR (fludarabine, cyclophosphamide,
rituximab)
* cBTKi-based regimen
» Ibrutinib®9 + anti-CD20 mAb (category 2B)'
OGS NigecBTKi and BCL2i are not available

or jndicated or rapid disease debulking
SR KI
» Bendamustine™ + anti-CD20 mAb""

» Obinutuzumab % chlorambucil®
» High-dose methylprednisolone (HDMP) + anti-
CD20 mAb' (category 2B; category 3 for patients

BCL2i + BTKi

<65 y without significant comorbidities)
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Fixed Duration VenO - CLL14 Trial

Main Findings

* Progression-free survival
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Blood (2024) 144 (18): 1924-1935.
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MRD after Treatment with VenO

Nat Commun 14, 2147 (2023)
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Survival by MRD and Risk Profile
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Common G3/4 AEs with VenO

Clb-Obi Ven-Obi

(n=214) (n=212)
Total number of patients with at least one Grade 3,4 163 (76.2%) 176 (83.0%)
adverse event
NEUTROPEMNIA 102 (47.7%) 112 (52.8%)
THROMBOCYTOPENIA 32 (15.0%) 30 (14 2%)
INFUSION RELATED REACTION 22 (10.3%) 19 (9.0%)
ANAEMIA 14 (6.5%) 18 (8.5%)
PMNEUMOMNIA 9 (4.2%) 14 (6.8%)
FEBRILE NEUTROPENIA 8 (3.7%) 11 (5.2%)

Blood (2024) 144 (18): 1924-1935.
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BTKI+ BCL21 Combinations: | +V (GLOW)
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Captivate

Patients without del(17p)
n=136
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% (95% ClI)
CR/CRi
ORR
Duration of CR

56 (48-64)
96 (92-99)

66/76 (87)

212 cycles, n/N (%)

100 4
90 4
80 4
70 4
60 4
50
40
30 4
20 4
10
04

Response, % patients

CITY OF HOPE

Patients without del(17p)
n=136

Patients with
del(17p)/mutated TP53
n =27

56 (37-74)
96 (89-100)

13/15 (87)

Patients with
del(17p)/mutated TP53
n=27

All treated patients
N =159

55 (48-63)
96 (93-99)

78/88 (89)*

All treated patients
N =159

uMRD, % patients

Blood. 2022; 139 (22): 3278-3289.
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n =159
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Captivate — Fixed Duration Cohort | +V

FD cohort

del(17p)/mutated TP53
CKP
Unmutated IGHVE®

del(11q)¢
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With high-risk genomic feature?

27

3

40

11

5-y PFS rate, %
(95% CI)

41 (21-59)
57 (37-72)
68 (50-80)

64 (30-85)

JCO. 2024, 42, 7009-70089.

Without high-risk genomic feature®

5-y PFS rate, %

n (95% ClI)
129 73 (64-80)
102 72 (61-80)
44 85 (69-93)
74 79 (67-87)
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AE with |+V

AEs All treated patients (n = 159), n (%)

Any grade Grade 3/4

Most common AEs_

Diarrhea 99 (62) 5(3)
Nausea 68 (43) 2 (1)
Neutropenia 66 (42) 52 (33)
Arthralgia 53 (33) 2 (1)
Hypertension 25 (16) 9 (6)
Neutrophil count decreased 16 (10) 8 (5)

Other AEs of clinical interest
Atrial fibrillation 7 (4) 2 (1)
Major hemorrhage! 3(2) 2 (1)

Laboratory safety parameters

Hematology
Neutrophils decreased 115 (72) 60 (38)
Platelets decreased 94 (59) 20 (13)

Blood. 2022; 139 (22): 3278-3289.
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Amplify
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Amplify

N Engl J Med 2025;392:748-762
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OSand MRD

N EnglJ Med 2025;392:748-762
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Adverse Events

N EnglJ Med 2025;392:748-762
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AVO in High-Risk CLL
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Outcomes of AVO in High-Risk CLL
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Survival after AVO In High-Risk CLL

OOOOOOOOOO



Treatment Patterns in the US — Impact on Cultural Diversity and Disparities of Care

Hemasphere. 2023 Aug 8;7(Suppl):e6855326.
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MAJIC Trial

Future Oncology, 18(33), 3689-3699
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Celestial Trial

Figure 1. CELESTIAL-TNCLL Study Design

Key Eligibility Criteria

« Age 18 years and above

« Confirmed CLL diagnosis, no
previous treatment

« Measurable disease by CT/MRI

«ECOG PS of 0-2
« Adequate BM and organ function

« No history of, or currently
suspected, Richter’s transformation

CITY OF HOPE

Study Design
Zanubrutinib lead-in (3 cycles)
Arm A followed by
Sonrotoclax + Zanubrutinib (12 cycles)
. — (n~320)
Previously 7 R\
untreated CLL —kﬂ)—
(N~640) — Venetoclax (12 cycles) +
A B Obinutuzumab (6 cycles)
Randomization stratified by: m (n~320)

« Age (<65 vs 265 years)
« IGHV status
- Del(17p)/TP53 mutation status

JCO. 2024; 42 TPS7087-TPS7087.

Endpoints

Primary
« PFS (IRC; iwCLL 2018°)

Secondary

+CRR® (IRC and INV) +ORR (IRC and INV)

-Rates of uUMRD4 (BM and PB)° +DOR (IRC and INV)

«-0S « Patient-reported outcomes
«PFS (INV) - Safety and tolerability
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Questions
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|s there 3 drugs better then 27 - CLL-13 Trial
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