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CLL Background

BCL-2 Inhibitor

« Easy initiation | | o
. Continuous and indefinite therapy » Risk for TLS requires monitoring for

_ initiation
* Very low T_LS r.|sk « Includes CD20 mAb —
* More cardiac risk immunosuppression
« Some favor in del(17p)/ e Fixed duration

mutated-TP53
» Activity in nodal disease

« Concern for del(17p)/mutated-TP53
« Activity in bone marrow and blood
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CLL Background

Considerations in Choice of Treatment

* Patient age, performance status, and comorbidities

* Genetic profile
 del(17)p
* TP53 mutation
« Complex karyotype
* IGHV mutation

* Regimen risk/benefit profile
e Patient preference

* Response to first-line therapy
e Agents/classes used first-line
e Reason for discontinuation (eg, progression or tolerability)
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BTKi — Critical data



Ibrutinib in CLL - RESONATE-2 —long term

" Phase 3, elderly patients, primary endpoint PFS

= 8-year follow-up
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Blood Adv (2022) 6 (11): 3440-3450



Acalabrutinib vs Ibrutinib — ELEVATE-RR

ELEVATE-RR:
Phase 3 Randomized Non-inferiority Open-Label Trial

Patients (N=533)
Key Inclusion Criteria

Adults with previously treated CLL
requiring therapy (iwCLL 2008
criteria®)

Presence of del(17p) or del(11q)?2
ECOG PS of <2

Stratification
del(17p) status (yes or no)
ECOG PS (2 vs 1)

No. prior therapies (1-3 vs 24)

-_-‘mN—ZOUZ>W
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Primary endpoint
* Non-inferiority on IRC-assessed
PFSe

Secondary endpoints
(hierarchical order):

Incidence of any grade atrial
fibrillation/flutter

Incidence of grade =3 infection

Incidence of Richter
transformation

Overall survival

Key exclusion criteria: Significant CV disease; concomitant treatment with warfarin or equivalent vitamin K antagonist;
prior treatment with ibrutinib, a BCR inhibitor (eg, BTK , PI3K, or Syk inhibitors), or a BCL-2 inhibitor (eg, venetoclax)

NCT02477696 (ACE-CL-006).

aBy central laboratory testing; Pcontinued until disease progression or unacceptable toxicity; °‘conducted after enroliment completion and accrual of ~250 IRC-assessed PFS events.
Afib/flutter, atrial fibrillation/flutter; BCL-2, B-cell leukemia/lymphoma-2; BCR, B-cell receptor; BID, twice daily; BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; CV, cardiovascular; ECOG
PS, Eastern Cooperative Oncology Group performance status; IRC, independent review committee; iwCLL, International Workshop on CLL; PFS, progression-free survival; PI3K, phosphatidylinositol 3-

kinase; PO, orally; QD. once daily.

J Clin Oncol. 2021 Nov 1;39(31):3441-3452




Acalabrutinib vs Ibrutinib — ELEVATE-RR

Primary Endpoint: Non-inferiority Met on
IRC-Assessed PFS

100
- Acalabrutinib

—— l|brutinib

Events, n (%) Median (95% CIl) Hazard ratio (95% CI)
143 (53.4) 38.4 (33.0, 38.6) 1.00 (0.79, 1.27)
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12 15 18 21 24 27 30
No. at risk Months

Acalabrutinib 268 250 235 227 219 207 200 193 173 163 148
Ibrutinib 265 240 221 205 186 178 168 160 148 142 130

Median follow-up: 40.9 months (range, 0.0-59.1).

Cl, confidence interval; IRC, independent review committee; PFS, progression-free survival.

J Clin Oncol. 2021 Nov 1;39(31):3441-3452



Acalabrutinib vs Ibrutinib — ELEVATE-RR

Secondary Endpoint:

Incidence of Any-Grade Atrial Fibrillation/Flutter Significantly
Lower With Acalabrutinib

Any grade
Acalabrutinib Ibrutinib
(n=266) (n=263)
Afib/flutter 25 (9.4)*2 42 (16.0)2

Events/100 person-months 0.366 0.721

Time to onset, median (range), months 28.8 (0.4-52.0) 16.0 (0.5-48.3)

Leading to treatment discontinuation® 0] 7 (16.7)

Afib/flutter incidence among patients without
prior history of afib/flutter 1l e izt )

*Difference in any-grade incidence rates: =6.6% (95% CI -12.2 to -0.9), P=0.02.

aGrade 23 afib/flutter was reported in 13 (4.9%) in the acalabrutinib arm vs 10 (3.8%) in the ibrutinib arm; YAmong patients with events of afib/flutter.
Afib/flutter, atrial fibrillation/flutter.

J Clin Oncol. 2021 Nov 1;39(31):3441-3452



Acalabrutinib vs Ibrutinib — ELEVATE-RR

Afib/Flutter Hypertension

Acalabrutinib:lbrutinib s i Acalabrutinib:lbrutinib = l’:)““:i‘b:‘*“""’
HR (95% CI): 0.52 (0 0.86) = HR (95% Cl): 0.34 (0.21, 0.54) = Ibrutinib
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Bleeding Events Diarrhea Arthralgia
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Months Months Months

No. at risk No. at risk No. at risk

Acalabrutinib Acalabrutinib Acalabrutinib

266 191 171 161 158 150 138 130 120 115104 101 85 68 49 28 15 7 4 0 266214192178171161149143137129116114 99 81 63 40 22 14 4 0 266242223213209201189178170160146141124106 85 59 31 16 8 0

Ibrutinib Ibrutinib Ibrutinib

263161134124111 99 91 83 73 68 63 59 53 42 26 19 8 3 0 O 263169150131121106 99 90 82 77 74 70 60 51 34 26 11 6 2 O 263211192178168156148140130120115111101 84 63 47 29 13 5 0

J Clin Oncol. 2021 Nov 1;39(31):3441-3452



Zanubrutinib vs lbrutinib — ALPINE

m Pew lw{:m.qe‘-ﬂh.’ Euﬁl"“‘

Study Identifier: BGB-3111-305, Primary Endpoint: ORR by IRC in Cohort 1
MNCT03734016 Key Secondary Endpoints: PFS, O35, safety

+ R/R CLUSLL requiringtreatment| | ‘:gg}?:srﬁs‘;s Zanubrutinib 160 mg PO BID until PD
+ Measurable disease by CT/MRI . Chinavs. ex-China (n=300)

= Mo current or pasthistory of | R 11

: : : + Refractory status — Safety and survival
Richter's transformation (ves/no)
« Mo priortreatmentwith a BTK
2 « del(17p¥p53 (present - — [ |
inhibitor vs. absent) — [brutinib (n=300)

N Engl J Med. 2023 Jan 26;388(4):319-332



Zanubrutinib vs lbrutinib — ALPINE

Best Overall Response (%)
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N Engl J Med. 2023 Jan 26;388(4):319-332
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Zanubrutinib vs Ibrutinib — ALPINE — longer f/u
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a ; 30 Zanubrutinib 130 (39.8) !
o .. |
5.; o0 Ibrutinib 159 (48.9) |
10— Hazard ratio (95% CI1)=0.68 (0.53-0.86) |
Two-sided descriptive P=0.0011 |
0 | | | | | | ! | | ! | i | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at Risk Months from Randomization

Ibrutinib 325 305 293 273 258 242 229 212 200 194 182 171 116 92 88 28 22 1 1
Median study follow-up of 39.0 months

ASH 2023 abstr 202



Zanubrutinib vs Ibrutinib — ALPINE — longer f/u

del(17p)/TP53mut
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ASH 2023 abstr 202



Zanubrutinib vs lbrutinib — ALPINE

Ibrutinib

Zanubrutinib

A Cardiac Disorders
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Months since Randomization

No. at Risk
Zanubrutinib 324 278 260
Ibrutinib 324 255 221

235 171 121 35 9 0
184 128 87 313 210

Cardiac AEs, n (%) Za?::’;;z;"b Ibrutinib (n=324)
Cardiac AEs 69 (21.3) 96 (29.6)
Serious cardiac AEs 6(1.9) 25 (7.7)
Cardiac AEs leading to discontinuation 1(0.3) 14 (4.3)
Ventricular extrasystoles 1(0.3) 0
Afib 0 5 (1.5)
Cardiac arrest 0 2 (0.6)
Cardiac failure 0 2 (0.6)
Cardiac failure acute 0 1(0.3)
Congestive cardiomyopathy 0 1(0.3)
Myocardial infarction 0 1(0.3)
Palpitations 0 1 (0.3)
Vfib 0 1(0.3)
Fatal cardiac events 0 6 (1.9)

B Atrial Fibrillation or Flutter
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N Engl J Med. 2023 Jan 26;388(4):319-332




Ibrutinib long-term effects

lbrutinib discontinuation from 4 prospective studies’
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Cumulative Incidence of
Discontinuation of [brutinib Therapy

0.2
Wy
I / Disease progression
15%
0.1 4
i 1 7 2 4 5 i

Time (years)

*  |brutinib discontinuation rates at 5 years
«  Front line = 41%"
« Relapsedirefractory = 54%:2

Integrated safety analysis:
prevalence of select AEs of clinical interest over time

Anemia
- ! = 0-1 year (n=330)
eutropenia m >1-2 years (n=280)
Thrombocytopenia

» >2-3 years (n=246)
Febrile neutropenia

Diarrhea

Fatigue
Hypertension
Arthralgia

Atrial fibrillation
Bleeding

Rash

Grade =3 infections

Major hemorrhage

0 20 40 60 80 100
Patients, %

Haematologica. 2018 May;103(5):874-879; Leukemia 34:787, 2020; Blood Adv 3(12):1799, 2019




Acalabrutinib post Ibrutinib

* Phase 2, discontinue ibrutinib due to intolerance
* Persistent gr 3/4, gr 2 not improving p adjustment
N=60, median time on ibrutinib 6 mo
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2% — W PD

Months From Initiation of Study Treatment
Number at risk

10%

Not evaluable

Haematologica. 2021 Sep 1;106(9):2364-2373
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Acalabrutinib post Ibrutinib

* Phase 2, discontinue ibrutinib due to intolerance
» Persistent gr 3/4, gr 2 not improving p adjustment
* N=60, median time on ibrutinib 6 mo

Table 3. Ibrutinib-intolerance adverse events and recurrence after acalabrutinib treatment.
Adverse event Number of patients Acalabrutinib experience for same patients

with ibrutinib intolerance’

Same grade Higher grade
Atrial fibrillation 16° 2 2 0 0
Diarrhea 5 3 2 0
Rash 7 3 3 0
Bleeding* 5 3 2 0
Arthralgia T 2 1 1 0
Total 41 24 18 6 1

Haematologica. 2021 Sep 1;106(9):2364-2373



Acalabrutinib post Ibrutinib

Phase 2, discontinue ibrutinib due to intolerance

N=30, median time on ibrutinib 12 mo
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anubrutinib post Ibrutinib/Acalabrutinib

Table 2. Patient Disposition

. . Cohort 2
Flgure 2: BGB’3111“215 Study DESlgn Cohort 1 (prior:caTa::rutinib
(prior ibrutinib) +/- ibrutinib)

(n=57) (n=10)

Cohort 1 Patients remaining on treatment, n (%) 48(84.2) 8 (80.0) 56 (83.6)
Intolerant to Patients remaining on study, n (%) 54 (94.7) 10 (100) 64 (95.5)
onfy ibrutinib Patients discontinued from treatment, n (%) 9 (15.8) 2(20.0) 1 (16.4)
Eligible Patients N=57 Zanubrutinib Treatment until PD, Adverse event 4 (7.0y 1(10.0)° 5(7.5)
Previously treated patients with 160 mg BID unacceptable toxicity, Progressive disease 3(5.3) 1(10.0) 4 (6.0)
CLL/SLL, MCL, MZL, or WM or treatment consent withdrawal, Physician decision 1(1.8) 0 1(1.5)
intolerant to prior BTK inhibitor Cohort 2 320 mg QD or study termination® Withdrawal by patient 108y’ 0 1015)
lerant 1o Death 101.8) 0 1(1.5)
Zanubrutinib exposure, median (range), hs 116 (0.6-20.3) 9.8(05-12.0)  111(0.5-20.3)
Follow-up, median (range), months 12.3 (1.0-22.8) 10.4 (0.5-15.0) 12.0 (0.5-22.8)
ClinfcalTrials.gov: NCT04116437 ke teces GOV reron oty s e T — —
“Patient withdrew from study after grade 3 syncope related to diabetes. “COVID-19 pneumonia.

*Study s ongong

Table 1. Patient Demographics and Baseline Characteristics R ES U LTS

C:ﬁpf:?;:‘l i a?::l’::)r:u—‘t)inib o Figure 3. Recurrence of Ibrutinib and Acalabrutinib Intolerance Events on

ibrutinib) ibrutinib) Zanubrutinib

Characteristics (n=57)

A Fatigue
Indication, n (%) Hypertension
CLL 38 (66.7) 5 (50.0) 43 (64.2) Rash
WM 9 (15.8) 2 (20.0) 1 (16.4) Atrial fibrillation
SLL 6 (10.5) 1(10.0) 7 (10.4) Arthralgia
MCL 2(35) 1(10.0) 3(4.5) Stomatitis
Muscle spasms
MZL 2(3.5) 1(10.0) 3(4.5) Hemorrhage
Age, median (range), year 71.0 (49-91) 73.5 (65-83) 71.0 (49-91) Myalgia
Male, n (%) 30 (52.6) 6 (60.0) 36 (537) Ié\:::‘?;a'mce i Headache
ECOG PS 0, n (%) 33(57.9) 4 (40.0) 37(55.2) Ibrutinib® Constipation
No. of prior therapy regimens, 10 (12) 25(1-5) 10 (112) Lymph0§dema
median (range) . ) . ASTI Dlarrheg
, . increase
Prior BTKi, n (%) 57 (100) 10 (100) 67 (100) ALT increased ST
Ibrutinib monotherapy 49 (86.0) 6 (60.0)° 55 (82.) Pain in extremity = Recurred at a lower grade
Ibrutinib combination therapy 9 (15.8)° o] 9 (13.4) Neutropenia . gzz:::g :: ;T‘g’r‘eerg;:se
Acalabrutinib monotherapy 0 10 (100) 10 (14.9) Nausea
" : " : Insomnia
Time on prior BTKi, median e
(range), months 10.61(11-73.7) 3.33(0.5-26.9) - | Dizziness
On-study zanubrutinib dosing regimen E\Jgfl]eéx'ance Arthralgia
160 mg bid 35 (61.4) 7 (70.0) 42 (627) Acalabrutinib® Myalgia
320 mg qd 22 (38.6) 3(30.0) 25 (37.3) (o] 1 2 3 4 5 6 7 8 9 10 1N 12 13

Number of patients
Data Cutoff: 8 September 2021
*Six patients had both prior ibrutinib and acalabrutinib therapies. "One patient received ibrutinib combination therapy followed by ibrutinib monotherapy.
“Cumulative ibrutinib exposure for cohort 1and acalabrutinib for cohort 2.

ASH 2021 abstr 1410



Zanubrutinib post Ibrutinib/Acalabrutinib

Figure 2: BGB-3111-215 Study Design

Cohort 1
Intolerant to
only ibrutinib
Eligible Patients N=57 Zanubrutinib Treatment until PD,
Previously treated patients with 160 mg BID unacceptable toxicity,
CLL/SLL, MCL, MZL, or WM or treatment consent withdrawal,
intolerant to prior BTK inhibitor Cohort 2 320 mg QD or study termination®

lerant to
ClinicalTrials.gov: NCT04116437

:g i
udy is ongoing Abdominal

Acalabrutinib-Intolerance Events

Myalgia
Arthralgia
Headache

Hemorrhage

Fatigue

Diarrhea

Rash
Pain

Asthenia

Atrial Fibrillation
Dyspepsia

Groin Pain
Insomnia
Malaise

* N:17 (12 CI_I_/SI_I_) Musculoskeletal pain

Pain in extremity

* Median acalabrutinib 3.8 mo Stomatits

* Median zanubrutinib 9.2 mo
* disease controlled in 13 (93%) of 14 evaluable pts

ASH 2022 abstr 1587

H Did not recur

® Recurred at lower grade
Recurred at same grade

M Recurred at higher gradet

2
Number of Patients



Pirtobrutinib -

Safety
population

Efficacy
population?
(BTK pre-treated)

BRUIN

Phase 1 3+3 design

28-day cycles

Intra-patient dose escalation
allowed

Cohort expansion permitted at
doses deemed safe

/—[ Eligibility ]\

Age =18

ECOG 0-2

CLL or other B-cell NHL
Active disease and in need of
treatment

Phase 1 Escalation + Expansion (25 to 300 mg QD)

Phase 2 (200 mg QD)
n=618

CLL/SLL
n=296

. . . »

No Prior -
BTK Inhibitor +  Previously treated
n=35 \ /
( Key endpoints
Ongoing ) / L Yy endp
prior to 1st +  Safety/tolerability
restaging +  Determine MTD &
=9 recommended phase 2 dose
+ Pharmacokinetics
+ Efficacy according to ORR &
CL_L;?)IQ.L DoR based on disease criteria
n= (iwCLL, IWWM, Lugano)

/

N EnglJ Med. 2023;389:33-44



Pirtobrutinib

Patients* Baseline Molecular Characteristics Patients*

Characteristic (WERLY) (N =247)
Median age (range) - yr 69 (36-88) BTK C481
Male, n (%) 168 (68.0) Mutated 84/222 (37.8)
Female, n (%) 79 (32.0) Not mutated 138/222 (62.2)
ECOG performance-status score, n (%) t PLCG2

0 133(53.8) Mutated 18/222 (8.1)

1 97 (39.3) Not mutated 204/222 (91.9)

2 17 (6.9) High-risk molecular features, n/total, n(%) 1
Median number of prior lines of systemic therapy 3(1-11) 17p deletion 51/176 (29.0)
(range) TP53 mutation 87/222(39.2)

1line, n (%) 19(7.7) 17p deletion, TP53 mutation, or both 90/193 (46.6)

2 lines, n (%) 55(22.3) Both 17p deletion and TP53 mutation 48/170 (28.2)

3 lines, n (%) 57(23.1) Unmutated IGHV 168/198 (84.8)

4 I.ines. n (%) 116 (47.0) Complex karyotype]| 24/57 (42)
Previous therapy, n (%) | 11qdeletion 44/176 (25.0) I

BTK inhibitor 247 (100)

Anti-CD20 antibody 217 (87.9)

Chemotherapy 195 (78.9)

BCL2 inhibitor 100 (40.5)

PI3K inhibitor 45 (18.2)

CAR T-cell therapy 14 (5.7)

Allogeneic stem-cell transplantation 6 (2.4)
Reason for discontinuation of any previous BTK inhibitor, n (%) §

Disease progression 190 (76.9)

Toxic effects or other reason 57 (23.1)

N EnglJ Med. 2023;389:33-44



Pirtobrutinib
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75-
-100-

7o 1N R

Prior cBTKIi n=282b

ORR?incl. PR-L, % (95% ClI) 81.6 (76.5-85.9)
Best Response, n (%)
CR 5(1.8)
nPR 2(0.7)
PR 196 (89.5)
PR-L 27 (9.8)

Number of Patients (n=252)*

ASH 2023. Abstract 325



Pirtobrutinib — CLL-321 Phase 3 study

4 N
(o) of patienps previously ) ) .
/0 treated with a covalent Key inclusion criteria
BTK inhibitor * Confirmed CLL requiring treatment
\ y per 2018 iwCLL criteria

Randomized 1:1 (n=238)
N\

* Prior treatment with a BTK inhibitor
required, BCL-2 inhibitor permitted

*« ECOG0-2

Pirtobrutinib monotherapy
200 mg PO QD until Investigator's choice:

Idelalisib+rituximab? or
Bendamustine+rituximab®

Primary efficacy endpoint
 Progression-free survival (PFS)

progression or

unacceptable toxicity (n=119) Key secondary endpoint
(GEIRE))  Overall survival (OS)

S . Stratification factors

I ! * Deletion 17p status (yes/no)

1 . .

. Crossover: Confirmed PD by IRC ! * Prior treatment with venetoclax

1

\ 1

aldelalisib: 150 mg PO bid; rituximab IV x 8 (n=82; 69%)
bBendamustine 70 mg/mZ2 1V, D1 and D2, cycle 1-6; rituximab IV x 6 (n=37; 31%)

ASH 2024 Abstract 886



CLL-321 — Pirto vs BR/IdR

Baseline patient characteristics

Pirtobrutinib IdR/BR

CLL-321 Select Baseline Patient Characteristics (n=119) (n=119)
Age, years Median (range) 66 (42-90) 68 (42-85)
Sex Male (%) 70 70
Baseline ECOG PS g'(l/:;%) ?g gf
Prior therapies

Prior lines of systemic therapy® Median (range) 3(1-13) 3(1-11)
Prior BTKi treatment % Yes 100 100
Discontinuation of any prior Progt:essive disease /1 3
BTKi due to®% Toxicity 17 19

Other 12 7
Prior BCL-2 inhibitor treatment® % Yes 50 52
Mutation Status® %
17p deletion (n/N) Yes 35(39/111) 38(43/112)
IGHV unmutated (n/N) Yes 93(90/97) 80(74/93)
Complex karyotype® (n/N) Yes 72(53/74) 59(44/75)
Q‘PSB mutation and/or deletion of 17p (n/N) | Yes 54(51/94) 54(53/98) )

ASH 2024 Abstract 886



CLL-321 — Pirto vs BR/IdR

Pirtobrutinib best change from baseline in tumor size (n=107)

A Treatment Ongoing
5 ¥ Treatment Ongoing
2
3
T W n=107:
o .c
=g
ES PD (n=6)
35 _SD (n=40)
-
'gg PR-L (n=5)
> 2 PR (n=55)
S E
0.cC CR (n=1)
= (] | H -
]
- v
o vy vy

Ty VY Vv vy
AT TYY vy - "

Number of Patients®®

* Indicates patients with >100% increase in SPD, and the corresponding % changes from baseline are 155.0, 108.1, respectively.

ASH 2024 Abstract 886



CLL-321 — Pirto vs BR/IdR

Progression-free survival

100

of patients previously
treated with a cBTKi

14
MONTHS HR: 0.54
MEDIAN PFS (95% Cl: 0.39, 0.75)
60 (95% Cl: 11.2,16.6) P=0.0002
5.3 PNcrease
______________ == |aypirca
(n=119)
40 IdR/BR

(n=119)

7 8.7

MONTHS|
MEDIAN PFS
(95%CI:8.1,IO.4J|
rr r r r r 1. 1 1 1~ 1 1 t 1 1 1 1 1 T T T T T T T T T T T T T T T 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35

Progression-free survival probability (%)

Months From First Dose
Number at risk

Jaypirca
es 119114113103 100 95 84 80 79 71 69 66 54 53 44 39 36 23 19 19 12 12 10 4 4 3 3 3 3 3 3 2 2 1 0 0

IdR/BR
119 98 92 78 73 68 60 59 57 42 37 33 25 22 18 16 16 12 10 9 7 5 5 3 3 2 1 1 0 0 0 0 0 0 0 O

Median F/U - 19.4 mos (pirtobrutinib), 17.7 mos (IdR/BR)

ASH 2024 Abstract 886



BCL2i — Critical data



Venetoclax

TLS

STEP 1:
ASSESS
Prior to initiation

STEP 2:
PREPARE
At least 2
days prior
to first dose

STEP:3:
INITIATE

And monitor
blood chemistry#
for first dose

of each

ramp-up week

LOW TUMOR BURDEN

Al g Absolute
nodes (LN) AND mﬁ??/ﬁ/tce)
<5cm
<25 x 10%/L
\_/'

Oral hydration*:
1.5-2L

Allopurinolt

MEDIUM TUMOR BURDEN

Any LN
5cmto <10 cm

(R

Oral hydration*:
1.5-2L

v hydrationm:

Consider for patients
with medium tumor

burden, occurring

during outpatient stay

]
R [ e

Pre-Dose D
6-8 Hours D
24 Hours D

w
Q
2

Pa)

o]
=
S

£

o
=

(%]
o

o
L
o

For the first doses of 20 mg and 50 mg, consider hospitalization for patients with medium tumor
burden and Clcr <80 mL/min; for these patients, see table to the right for monitoring in hospital.

L
Ll
B

ALC

=25 x 10%/L

Allopurinolt

OUTPATIENT

m

O

O

HIGH TUMOR BURDEN

Any LN =25 cm
and
ALC =25 x 10%/L

Allopurinol®

Any LN
>10cm

(R

Oral hydration*:

1.5-2L

AND Rasburicase*:
IV hydration: Consider for elevated
150-200 mL/h uric acid (>8 mg/dL)

as tolerated prior
to first dose

— HOSPITAL === OUTPATIENT ——

|l 1 [ 2 L s e ]

"
Q
A

Pl

.
S
=

£

Q
=

v
]

o
9
o

Pre-Dose D D D D D
4 Hours D D — — —
8 Hours O O O O |
12 Hours O O —_ —_ —
24 Hours [] O [£] a O



CLL14 — venetoclax/obinutuzumab vs chlorambucil/obin

Safety run-in phase:
venetoclax +
obinutuzumab

Venetoclax PO 5-wk ramp-up from 20 to 400 mg/day starting
on D22 of cycle 1, then 400 mg/day until end of cycle 12

+ Obinutuzumab IV 1000 mg D1, 8, 15 of cycle 1,2 Total 28-Day Cycles

then 1000 mg D1 of cycles 2-6

= \enetoclax: 12
TN CLL (n — 216)

Coexisting medical
conditions

— CIRS >6 and/or
— CrCl <70 mL/min)

Chlorambucil: 12

Chlorambucil PO 0.5 mg/kg D1, 15 of cycles 1-12
+ Obinutuzumab IV 1000 mg D1-2, 8, 15 of cycle 1,2
then 1000 mg D1 in cycles 2-6
(n=216)

Obinutuzumab: 6

Primary endpoint: investigator-assessed PFS

Secondary endpoints: IRC-assessed PFS, ORR, MRD negativity, OS, event-free survival, DoR,
time to new antileukemic treatment

N EnglJ Med 380(23):2225, 2019



CLL14 — venetoclax/obinutuzumab vs chlorambucil/obin

100 —

90 —

80 —

70 —

60 —

50 —

40 —

30 —

20 —

Cumulative progression-free survival

R

End of treatment

Progression-Free Survival With Extended Follow-up

Investigator-assessed PFS

Median observation time: 76.4 months

Median PFS

 Ven-Obi: 76.2 months

 Clb-Obi: 36.4 months

* HRO0.40[95% Cl 0.31-0.52],
P<0.0001

6-year PFS rate

10 =4 Ven-Obi )
Clb-Obi * Ven-Obi:53.1%
0 | | | | | | e Clb-Obi: 21.7%
0 12 24 36 48 60 72 84
Time to Event [PFS] from Randomization (months)
Ven-Obi 216 193 177 160 139 112 79 3
Clb-Obi 216 185 130 101 67 50 36 3

N EnglJ Med 380(23):2225, 2019



CLL14 — venetoclax/obinutuzumab vs chlorambucil/obin

Progression-Free Survival by TP53 Status

Median PFS

 Ven-Obi & no TP53del/mut:
76.6 mo

* Ven-Obi & TP53del/mut:

T 51.9 mo
P — HR 2.29(95% Cl 1.37-3.83);
+1ﬂ P=0.001

40 — . _ i+  Clb-Obi & no TP53del/mut:
38.9 mo

30 — T B
20 — —— Ven-Obi & TP53 deletion and/or mutation L\—‘ ti_WH.H_h” y Clb_ObI & TP53deI/m Ut: 208

------- Ven-Obi & none LT mo
—— CIb-Obi & TP53 deletion and/or mutation

N — Cip-Obr & Thes S —  HR1.66 (95% Cl 1.05-2.63),
0 I I I I I I I P=0.03

0 12 24 36 48 60 72 84

Cumulative progression-free survival

Time to Event [PFS] from Randomization (months)

N EnglJ Med 380(23):2225, 2019



CLL14 — venetoclax/obinutuzumab vs chlorambucil/obin

Progression-Free Survival by IGVH mut Status

PFS by IGHV mutation status

5-year PFS for Ven-Obi vs

100 - Clb-Obi with IGHVunmut:

- — 55.8% vs 12.5%, respectively

o~ SN

=~ 80-

[4+] e

2 .

S ] Gy

-3 60 \_’1 2

%) -

Q " g 7

= 40 * Censored | T

T — Ven-Obi, mut

S (mPFS: NR; n=76)

E 20 _| " Ven-Obi, unmut

=S (mPFS: 64.2 mo; n=121) —

(&) — Clb-Obi, mut (mPFS: 59.9 mo; n=83)

0 Clb-Obi, unmut (mPFS: 26.9 mo; n=123)
I | I | I |
0 12 24 36 48 60 72

Time to event (PFS) from
randomization (months)

Al-Sawaf O, et al. PanPacific 2022



Venetoclax post Ibrutinib

Assessed for eligibility:
n=167 patients with R/R

L Patients who received ibrutinib as the last prior BCRi
Excluded
n=40 Main cohort Expansion cohort All patients
— n=43 n=48 N=91
n=127 patients with R/R CLL
after prior ibrutinib or idelalisib ORR, n (%); [95% CI] 30 (70); [54%; 83%] | 29 (60); [43%,72%] | 59 (65); [53%,74%]
: l v CR/CRi, n (%) 409 4(8) 8
Main cohort - lbrutinib as last Main cohort - Idslalisib as fast Expansion cohort
BCRi prior to enroliment BCRI prior to entoliment” nPR, n (%) 2 (5) 1 (2) 3 (3)
n=43 n=21 Ibrutinib as last Idelalisib as last
BCRi prior to BCRi prior to
il B i PR, n (%) 24 (56) 24 (48) 48 (52)
n=48 n=15
1 SD, n (%) 8 (19) 14 (29) 22 (24)
PD,II (%) 1*(2) 4*(8) 5 (6)
Analysed: Analysed
Sty gy Sofoty vt Discontinued prior to response assessment 4(9) 2(4) 6(7)
mF/U 19 mo mF/U 12 mo mF/U 14 mo
Characteristic Patients who received ibrutinib as the last prior BCRi Prog reSSiOI’I 'F ree Su I'Vival
Main cohort Expansion cohort Total g 100+ i
n=43 n=48 N=91 o -
Age, median (range), years 66 (48 — 80) 65 (28 - 81) 66 (28 — 81) g 754 oy
Unmutated IGHV 25/29 (86) 25/38 (66) 50/67 (75) ?
del(17)(p13-1) 21/43 (49) 21/47 (40) 42/90 (47) 9'_, L it e icls e
=
del(11)(q22-3) 13/43 (30) 17/48 (33) 30/91 (33) g 25
TP53 mutation 15/41 (37) 14/46 (30) 29/87 (33) E
No. of prior therapies, median (range) 5(1-12) 4(1-15) 4(1-15) 32 o412month estimate: 75% (95% C1: 64%.83%)
Prior ibrutinib use, n (%) 43 (100) 48 (100) 91 (100) 0 2 4 6 8 101214 16 18 20 22 24 26 28 3
Time on prior ibrutinib, median (range), months 18 (1 —56) 21 (1-61) 20 (1 -61) Nk oF: 181 TR xOZIh:3A:stte;8F;ZSt2‘)D?:?6 > W
u ratri
Relapsed during or after ibrutinib.”n (%) 11 (26) 17 (35) 28 (31) Numbercensored 0 2 3 3 6 12 17 32 37 42 42 42 44 51 55 56
Refractory to ibrutinib,//n (%) 3274 30 (63) 62 (68)

Lancet Oncol. 2018 Jan;19(1):65-75.



Venetoclax post Venetoclax

Baseline Characteristics Results N (pts w avail data)
Median age at diagnosis (range), years 55.5 (24-75) 46
Median age at Ven1 start (range), years 64 (31-75) 46
Venl as monotherapy 37% 46
Ven1 as first line 8.7% 46
Median prior lines of therapy (range) 2 (0-10) 46
Prior BTKi 40% 45
del(17p) 25% 44
TP53 mut 15.6% 32
Complex karyotype 20.5% 39
Unmutated IGHV 82.1% 39
Monotherapy 37%
Ven-R 47.8%
Venl regimen Ven-G 4.3% 46
Ven-lbr 2.2%
Other 8.7%
Monotherapy 45.7%
Ven-R 28.2%
Ven2 regimen Ven-G 10.9% 46

Ven-lbr 4.4%
Other 10.9%

median 16 mos completion Ven1 - start Ven2 (3-52)

84.8% of patients with 6+-month interval
58.7% 12+-month interval
84.8% no tx between Venl-Ven2

Blood Adv. 2022 Aug 9;6(15):4553-4557

A ORR to Ven1 B ORR to Ven2

SD 4.3% PD 2.6%

CR

PR CR 33.3%

47.8% 47.8%

PR
46.2%

C Progression free survival for Ven2
Ven2: progression free survival
1.00 4
0.75 A
0.50 ~
0.25 A
000 T T I I I
0 10 20 30 40 50
Months

Number at risk
44 24 13 7 4 2
Abbreviations: Ven1: initial venetoclax regimen; Ven2: venetoclax re-treatment regimen;

ORR: overall response rate; CR: complete response; PR: partial response; SD: stable
disease; PD: progression of disease




BTKi post Venetoclax

B C
100 A S 100 A 1 VEN = 24 months
Eq:‘l:d _L PFS = _L_ VEN < 24 months
i MR -1 OS g i
E &
= ()]
E o
a 50 . 5_ 50 . i
= = HR: 0.31 (95%CI 0.09 - 1.03)
e g - p =0.044
=
=
O 1 1 1 1 1 1 1 1 1 o\o O 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Time since BTKi initiation (months) Time since BTKi initiation (months)
No. at PFS 23 15 12 4 1 No. at VEN > 24 mo 14 10 8 3 1
risk OS 23 15 13 6 1 risk VEN < 24 mo 9 5 4 1

N=23 (ibrutinib, n=21; zanubrutinib, n=2)
mF/U 33 months (range, 2-53)
e 11 pts remained on BTKi
e 12 pts stopped therapy (PD, n=8; toxicity, n=4)

mPFS 34 months (range, <1 to 49)
mOS 42 months (range, 2-49)

Blood. 2020 Jun 18;135(25):2266-2270



BTKi post Venetoclax

Characteristic

Result (range)

Number with
available data

Median age at CLL diagnosis

Median age at venetoclax start

Median number therapies prior
to venetoclax

Male

White

Rai stage > 3

Del(17p) positive

TP53 mutation present

TP53 disruption (del17p or
TP53 mutation)

Del(119) positive

Complex karyotype present

NOTCH1 mutation present

IGHV unmutated

[brutinib prior to venetoclax

Any BTKi prior to venetoclax

Idelalisib prior to venetoclax

58 years (32-88)
66 years (38-91)
3 (0-11)

69%
87%
64%
47%
45%
56%

27%
39%
18%
82%
60%
61%
19%

326
324
326

326
325
318
312
221
312

3N

279
103
171

324
324
324

Number at risk

0.50 0.75 1.00
" " L

0.25
"

Subsequent therapy BTKi BTKi
Ibrutinib
Ibrutinib Acalabrutinib

Agents
Pre-ven exposure

Patient number

Lines of therapy pre-ven,
median (range)

ORR

CR

PR

PR-L

SD

PD

Median PFS (months)

Median follow-up (months)

DC rate

Reasons for DC

(% discontinuations)

CLL progression

Adverse event

Transformation

Planned cellular Tx

Unrelated death

Sudden death on Tx

Patient preference

Other

Post venetoclax: PFS for BTKi in BTKi-naive patients

0.00
L

20 30
Months

42 21 8 4 2 0

Clin Cancer Res. 2020 Jul 15;26(14):3589-3596

Acalabrutinib

Noncovalent BTKi
BTKi exposed

BTKi-naive 33% BTKi intolerant
66% BTKi resistant
44 30
2 (0-8) 4 (-1
83.9% 53.4%
9.0% 10.0%
56.8% 26.7%
18.1% 16.7%
1.6% 23.3%
4.5% 23.3%
32 12
10.5 35
38% 38%
21.4% 66.6%
14.3% 8.3%
14.3% -
14.2% -
7.1% 8.3%
7.1% 16.6%
7.1% —
14.2% -
B & Post venetoclax: PFS for BTKi in BTKi-exposed patients
He
o \_\_y
8
°0 2 4 6 8 10
Months
Number at risk
AE 7 6 4 2 1 1
CLL progression 16 12 7 6 5 4

CLL progression




New combinations

cBTKi, ncBTKi, obin, ven alphabet soup



Acalabrutinib in CLL — ELEVATE-TN

Progression-free survival (%)

= Phase 3, elderly patients/comorbidities-frail, primary endpoint PFS
= n=535, median age 70

100 —
3 Complete response [l Complete response with incomplete marrow recovery
3 Partial response [ Nodular partial response [l Stable disease
807 100 168 (94%)
90- 23(13%) 153 (86%)
80 - 1(1%) 1(1%) 139 (79%)
60 - 5 70- 8 (5%)
> 60-
x5
40+ 47% B 485
& 30 3(2%)
20 - 1(1%) 2 (1%)
Median (95% Cl)  Hazard ratio (95% Cl) p value 10 4(2%) 8 (5%) 15 (9%)
S g Acalabrutinib-obinutuzumab NR (NE-NE 0-10 (0-06-0-1 0-0001 0+ T ] _— 1
e ( ) 10 (0- 17) B Response  Stable disease = Response Stable disease  Response  Stable disease
— Acalabrutinib monotherapy NR (34-2-NE) 0-20(0-13-0-30) <0-0001 < e N e N - )
o4 Obinutuzumab-chlorambucil 22.6 (202-27-6) - s Acalabrutinib-obinutuzumab* Acalabrutinib monotherapyt Obinutuzumab-chlorambucil}
T T T T T T T 1 n=17' n=17 n=177
0 6 12 18 24 30 36 42 ? .
Months

Lancet 395(10232):2178, 2020



Acalabrutinib in CLL — ELEVATE-TN - long-term

A+O A
(n=178) (n=179)

Any grade Grade 23 Any grade Grade 23
Diarrhea 78 (43.8) 11 (6.2) 76 (42.5) 1(0.6)
Headache 72 (40.4) 2(1.1) 70 (39.1) 2(1.1)
Arthralgia 64 (36.0) 4 (2.2) 49 (27.4) 2 (1.1)
Neutropenia 61 (34.3) 55 (30.9) 23 (12.8) 21 (11.7)
Fatigue 55 (30.9) 4(2.2) 43 (24.0) 2(1.1)
Cough 50 (28.1) 1(0.6) 45 (25.1) 1(0.6)
COVID-19 44 (24.7) 16 (9.0) 38 (21.2) 13 (7.3)
Thrombocytopenia 26 (14.6) 15 (8.4) 16 (8.9) 6 (3.4)
Pneumonia 25 (14.0) 13 (7.3) 27 (15.1) 11 (6.1)
Hypertension 17 (9.6) 8 (4.5) 19 (10.6) 9 (5.0)
Syncope 12 (6.7) 9 (5.1) 5(2.8) 4(2.2)

ASH 2023 abstr 636



Acalabrutinib in CLL — ELEVATE-TN - long-term

Progression-Free Survival, %

100 -
78% i
80 - i Median PFS=NR
A+Ovs O + Clb
60 HR?(95% Cl): 0.14 (0.10,
0.20); P<0.0001b 62% :
Avs O +Clb : Median PFS=NR
HR? (95% Cl): 0.24 (0.17,
40 0.32); P<0.0001P
A+Ovs A :
HR? (95% Cl): 0.58 (0.39, 17% | .
204 0.86); P=0.0229" : Median PFS=27.8 mo
— A+O
— A
0- —— O+Clb :
I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I 1
0O 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
No. at risk
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 25 10
A 179 167 163 158 156 155 153 150 149 146 142 141 137 135 133 130 129 124 121 115 113 103 100 95 85 56 37 22 7
o+Clb 177 163 156 153 139 125 110 100 86 82 67 66 56 49 44 41 38 30 29 28 24 21 21 18 14 8 6 3 1 0

ASH 2023 abstr 636



Acalabrutinib in CLL — ELEVATE-TN - long-term

100
\© 80+ w/ del(17p) and/or TP53m:
o—m‘ A+0 vs 0+Clb | 'H"":“- i
; HR? (95% Cl): 0.28
2 (0.13, 0.59); P=0.0009° i .
3 909 Avsoscb Y L, et
O HR? (95% Cl): 0.23 w/ del(17p) and’or rtﬁm Median PFS=NR
.; (0.10, 0.52); P=0.0002° 1
c A+tOvsA T L : —+—
.g 40— HR? (95% Cl): 1.21 "*'*_.___I_ i W/ de|(17p) and/or TP53m:
& (0.51, 2.87); P=0.7966" — : Median PFS=73.1 mo
%0 — w/ del(17p) and/or TP53m, A+O e
a ----- W/o del(17p) and/or TP53m, A+O R e -+'.--+__ ;W/ d'el(17p) and/or TP53m:
204 ___w/ del(17p) and/or TP53m, A + i — == L EMEdin£F§:17'5 mo
----- w/o del(17p) and/or TP53m, A 18%H_+ _____ -+
—— w/ del(17p) and/or TP53m, O+Clb :
- w/o del(17p) and/or TP53m, O+Clb
04 :
I I I I I I I I I I I I I I I I I I I I I I I I I * I I I I I 1
0O 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
No. at risk

w/del(17p) and/or TP53m,A+0 5 24 23 22 22 22 22 22 21 21 21 21 21 20 19 18 18 18 18 17 16 15 14 13 10 5 5 3

w/o del(17p) and/or TP53m, A+O 154 151 147 146 142 141 138 135 135 135 132 131 130 126 125 123 122 120 118 116 111 109 105 103 89 49 34 22
w/ del(17p) and/or TP53m,A 23 22 21 21 20 20 20 19 18 18 18 18 18 17 16 16 16 15 15 15 14 14 13 11 11 7 7 4
w/o del(17p) and/or TP53m, A 156 145 142 137 136 135 133 131 131 128 124 123 119 118 117 114 113 109 106 100 99 89 87 84 74 49 30 18

w/ del(17p) and/or TP53m,0+Clb 25 21 19 19 18 15 10 9 9 9 6 6 5 5 4 4 4 4 4 4 3 3 3 3 3

w/o del(17p) and/or TP53m, O+Clb 152 142 137 134 121 110 100 91 77 73 61 60 51 44 40 37 34 26 25 24 21 18 18 15 11 5 5 3 1 0O

U N 0N
= = N O
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AMPLIFY — acalabrutinib + ven +/- obin (no TP53/del17p)

N=926

TN CLL

No del(17p) or
TP53 mutations
ECOG PS L2

Acalabrutinib + Venetoclax (AV)
Up to 1 year

Primary endpoint

Acalabrutinib + Venetoclax + * PFS (IRC assessed) of AV vs FCR/BR

Obinutuzumab (AVO)
Up to 1 year

Key secondary endpoints
* PFS (IRC assessed) of AVO vs FCR/BR
* PFS (INV assessed) of AV vs FCR/BR

FCR or BR
Up to 6 cycles

N Engl J Med. 2025 Feb 20;392(8):748-762



AMPLIFY — acalabrutinib + ven +/- obin (ho TP53/del17p)

Randomization - Number of Patients 867
Primary EP: )
Acalabrutinib + Venetoclax + - PFS (BIRC) of AR vs FCR/BR Median Age (IQR) 61 years (54.0-66.0)
> Obin (Up to 1 yr) N=286 » Key 2dary EPs:
nEpto Lyn = _ PFS (IRC) of AVO vs FCR/BR Male Percentage 64.5%
- PFS (INV) of AV vs FCR/BR
|, iiCRol Blele’ggtg Elaiclest () Unmutated IGHV(%) 58.6%
AV AVO FCR/BR
Median Follow-Up 41 months
Median PFS (BIRC) Not reached Not reached 47.6 months
36-Month PFS Rate 76.5% 83.1% 66.5%
BICR-Assessed ORR 92.8% (95% Cl 89.4-95.4) 92.7% (95% Cl 89.2-95.3) 75.2% (95% Cl 70.0-79.9)

N Engl J Med. 2025 Feb 20;392(8):748-762



AMPLIFY — acalabrutinib + ven +/- obin (ho TP53/del17p)

AV AVO FCR/BR
Deaths Prior to April 30, 2024 18 (10 COVID-related) 37 (25 COVID-related) 42 (21 COVID-related)
Event AV AVO FCR/BR
Most Common Grade >3 AE (Neutropenia) 26.8% 35.2% 32.4%
Serious AEs 24.7% 38.4% 27.4%
Tumor Lysis Syndrome 0.3% 0.4% 3.1%
Atrial Fibrillation (any grade) 0.7% 2.1% 0.8%
Hypertension (Grade >3) 2.7% 2.1% 0.8%

N Engl J Med. 2025 Feb 20;392(8):748-762



Then what?

What do you do?



Current practice

Consider mainly single agent BTKi or ven/obin
e Take all features beyond disease into consideration
* Preferably BTKi for del17p/TP53

» Discuss potential inferiority for ven in del17p/TP53, unmut IgVH but may still do it

* "Finite” therapy for TP53/del17p with BTKi+ven
Preferably use Zanubrutinib
* AEs are very mild, may avoid in very select cases
Obinutuzumab in select situations
e Sluggish response, hemolytic anemia
Venetoclax ramp up hardly ever a problem
* Neutropenias generally mild and controlled with gcsf
 Anemia, thrombocytopenia more frequently from CLL itself
Never switch between cBTKi if progression
 Reason that led to cBTKi may be the same that will lead to ncBTKi



Thank you

aalencar@med.miami.edu

L JOYIVESIER g

COMPREHENSIVE CANCER CENTE
UNIVERSITY OF MIAMI HEALTH SYSTEM
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