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Ibrutinib + Venetoclax



2021-2023: CAPTIVATE (fixed-duration)

Tam CS et al, Blood, 2023. *#



CAPTIVATE: High Risk

Allan JN et al, Cancer Res, 2023.



2021-2023: FLAIR *updated at ASH: abstract 585

Munir T et al, NEJM, 2023



2021-2023: FLAIR (PFS)

Munir T et al, NEJM, 2023 7~



2021-2023: FLAIR (OS)

Munir T et al, NEJM, 2023 3



NCCN v1.2025



NCCN v1.2025



Why didn’t 1+V become widely adopted?

* **no FDA approval
e General movement away from ibrutinib
e Comfort with ongoing cBTKi

e Especially for high risk features

e Fear of ven?

e Confusion — studies varied in terms of duration of therapy, MRD assays
used, etc
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Triple vs Doublet

Eichhorst B et al, NEJM, 2023



Does MRD negativity translate to PFS?

Eichhorst B et al, NEJM, 2023



2024-2025: AMPLIFY
Abstract 1009




Brown JR et al, 2024 ASH Annual Meeting 15
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When might we chose AVO over AV?

e Patient willing to risk more viral infections in exchange for higher likelihood of MRD
negativity?

* ulGVH?



What about AVO in higher risk groups?



Phase 2: AVO in pts with TP53 aberration

Davids MS et al, 2024 ASH Annual Meeting 28



Phase 2: AVO in pts with TP53 aberration

Davids MS et al, JCO, 2024 29



Phase 2: AVO in pts with TP53 aberration

MRD via ClonoSeq Davids MS et al, JCO, 2024 30



PFS: AVO in pts with TP53 aberration

Davids MS et al, JCO, 2024 31



OS: AVO in pts with TP53 aberration

Davids MS et al, JCO, 2024 32



Safety

Davids MS et al, JCO, 2024 33



Safety

AE

Rash maculopapular

AEs of special interest
Infection2
Hypertension
Infusion-related reactions

' Bleeding events

Neoplasms benign, malignant, and unspecified (including
cysts and polyps)

Atrial fibrillation
Tumor lysis syndrome

Ventricular arrhythmias

Any Grade, No. of
Patients (%)

18 (25)

33 (46)
8 (11)
20 (28)
8 (11)

8 (11)

Grade =3, No. of
Patients (%)

Davids MS et al, JCO, 2024
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What questions remain?

e How much does the O add in the population with TP53 aberration?
* This study had fewer COVID deaths than AMPLIFY

e What about other high risk features?
e Complex karyotype?

e Role for re-treatment?
e Looking to balance PFS with toxicity for higher-risk patients



Sonrotoclax + zanubrutinib
Abstract 1012



BGB-11417-101 (NCT04277637) Study Design

BGB-11417-101: TN CLL

 BGB-11417-101 is a global phase 1/1b study evaluating sonrotoclax as monotherapy, or in combination
with zanubrutinib and/or obinutuzumab in patients with B-cell malignancies

» The study endpoints included safety per CTCAE v5.0, RP2D, and efficacy

» Treatment consisted of 8-12 weeks of zanubrutinib lead-in (320 mg QD or 160 mg BID), then zanubrutinib +
sonrotoclax until disease progression or intolerance

BID=twice daily, CLL=chronic lymphocytic leukemia, CTCAE=Common Terminology Criteria for Adverse Events, MCL=mantle cell lymphoma, QD=once daily, RP2D=recommended phase 2 dose, R/R=relapsed/refractory, SLL=small
lymphocytic lymphoma, TN=treatment naive. .
ymphocytic ymp Soumerai et al. BGB-11417-101 ASH 2024



Baseline Characteristics

BGB-11417-101: TN CLL

Sonro 160 mg +

Sonro 320 mg + zanu

All Patients

Characteristics zanuist (n=51) t(N=86) (N=137)

Study follow-up, median (range), months 19.5(12.6-33.3) 19.3(0.4-29.7) 19.4 (0.4-33.3)

Age, median (range), years 63 (38-82) 61 (32-84) 62 (32-84)

=65 years, n (%) 20 (39.2) 35(40.7) 55(40.1)

Male sex, n (%) 37 (72.5) 61(70.9) 98 (71.5)

Disease type, n (%)

CLL 48 (94.1) 82 (95.3) 130 (94.9)

SLL 3(5.9) 4(4.7) 7 (5.1)

Risk status, n/tested (%)

del(17p) 5/45(11.1) 6/77 (7.8) 11/122 (9.0)

TP53 mutation? 11/47 (23.4) 13/62 (21.0) 24/109 (22.0)

del(11q) 10/45 (22.2) 11/77 (14.3) 21/122 (17.2)
IGHV status, n/tested (%)

Unmutated IGHV 32/47 (68.1) 32/60 (53.3) 64/107 (59.8)
High tumor bulk® at baseline, n/tested (%) 22/51 (43.1) 17/82 (20.7) 39/133(29.3)

Data cutoff: August 23, 2024.
aTP53 mutations defined as >0.1% VAF. ®Nodes 210 cm or nodes >5 cm and ALC >25x109/L.

ALC=absolute lymphocyte count, CLL=chronic lymphocytic leukemia, IGHV=immunoglobulin heavy chain variable region, SLL=small lymphocytic lymphoma, VAF=variant allele frequency.

Soumerai et al. BGB-11417-101 ASH 2024



TEAEs Observed With Sonrotoclax + Zanubrutinib Were Mostly Low Grade and
Transient

BGB-11417-101: TN CLL

* No TLS TEAEs in 210% of all patients
r Meutropenia was  Sonro160mg +zanu (n=51) ~ Sonro320mg +zanu (n=86)
transient and did not Median follow-up: 19.5 mo (range, 12.6-33.3 mo) Median follow-up: 19.3 mo (range, 0.4-29.7 mo)
lead to higher rates of
de >3 infecti Neutropenia - 26 |7 Neutropenia *- 6 Izsimy
grade =o Intections Contusion (bruising) 89 Contusion (bruising) 30
COVID-19 - 37 COVID-19 - 21 |
Diarrhea - 28 4] Diarrhea - 21
URTI T 20 URTI A 23
Headache - 31 Headache + 15
Nausea - 20 Nausea - 22
Fatigue - 28 Fatigue 4 11
Arthralgia - 16 @ Arthralgia o 13
Rash - 6 Rash - 19
Hypertension 2 2N Hypertension - 6 5l
Cough 2 Cough - 6
Back pain 12 Back pain 4 11
GERD - 14 Grade 1/2
GERD 4 9 Grade 1/2
Constipation - 10 ] | I. Graclie 3/4 | Constipation 11 I Grade 3/4
0 10 20 30 40 50 ' ' ' ' !

0 10 20 30 40 50

Patients, % .
Patients, %

2Includes the combined preferred terms neutrophil count decreased and neutropenia.

GERD=gastroesophageal reflux disease, TEAE=treatment-emergent adverse event, URTI=upper respiratory tract infection. .
9 phag 9 pperrespiratory Soumerai et al. BGB-11417-101 ASH 2024



Sonrotoclax + Zanubrutinib Demonstrates Antitumor Activity in TN CLL

BGB-11417-101: TN CLL

Best Response?

By Week 24 By Week 48
100 — Y
SD
80— PR
X s CR/CRI
%) 60—
C
Q
< 40—
[a¥
20—
Sonro Sonro Sonro Sonro
160 mg 320 mg 160 mg 320 mg
(n=51) (n=58) (n=45) (n=53)

aPercentages based on the number of patients who reached assessment at 24 or 48 weeks after completion of ramp-up, following zanu monotherapy and sonro ramp-up to target dose.

CR=complete response, CRi=complete response with incomplete count recovery, PR, partial response, SD=stable disease. .
P P piete resp P RN P Soumerai et al. BGB-11417-101 ASH 2024



High Blood uMRD4 Rates Occurred Early and All Patients Remain in uMRD

BGB-11417-101: TN CLL

 As of the data cutoff date, no patients had switched from uMRD to MRD4+

Best Blood MRD?2

By Week 24° By Week 48P
100 0 0
18% - N/A
80 mmm \RD4+
° == yMRD4
u 607
c
2
© 407
o
20
0 sSonro sSonro sSonro sSonro
160 mg 320 mg 160 mg 320 mg
(n=51) (n=58) (n=45) (n=53)

aAs measured by ERIC flow cytometry panel; uMRD4 is defined as less than 1 CLL cell per 10,000 leukocytes (<10-4). PNumber of weeks at target dose, following zanu monotherapy and sonro ramp-up to target dose.
CLL=chronic lymphocytic leukemia, ERIC=European Research Initiative in CLL, MRD=minimal residual disease, uMRD=undetectable minimal residual disease.

Soumerai et al. BGB-11417-101 ASH 2024



At Median Study Follow-Up of 19.4 Months, No Progression Was Observed With
Sonrotoclax 320 mg

BGB-11417-101: TN CLL

* 1 PFS event in sonrotoclax 160-mg cohort (Richter transformation)

1.0 —
0.9 —
0.8 H

PFS probability
© © © O o ©
N W R OO0
] ] ] ] | ]

©
—
]

Median follow-up
(range), months

19.5 (12.6-33.3)
19.3 (0.4-29.7)

== 160 mg
320 mg

No. at risk:

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

Months after first dose

160mg 51 51 51 51 51 51 51 505049 4947 4443 3527 2525242423211919181716 8 8 8 7 7 5 0
86 67 62 61 61 61 61 58 58 56 56 56 52 52 48 42 4140383833127 6 4 3 3 0 0 0 O 0O O O

PFS=progression-free survival.

Median treatment duration
(range), months

18.7 (5.8-33.3)
19.3 (0.4-29.7)

Soumerai et al. BGB-11417-101 ASH 2024



What else happened at ASH in CLL?



Not yet ready for prime time...

e [brutinib + liso-cel (abstract 887)

e CR better than lisp-cel alone (45% vs 20%), but CART use likely to remain rare in
CLL

* BRUIN CLL-321: pirto vs ideal/BR (abstract 886)
e Not a useful comparator arm

e BTK degraders looking good
e Mostly PRs, but durable



Questions?

ebrem@hs.uci.edu

@DrLizBrem


mailto:ebrem@uci.edu
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