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Preclinical
= >100-fold selectivity to BTK over other W or A
tested kinases BTK XX W L
m Low-nanomolar potency against both BTK -
and BTK C481 substitution mutants 77 5 e
— N
m More complete target inhibition /’/ \ \ \5\
»/’/f 7 A ’///I* \\‘, ~ AGC
/N f ,{}\\ N\
. . 4N\

— prevented Y551 phosphorylation in the 9 ol \
activation loop in addition to Y223, N—
stabilizing BTK in a closed inactive L] — - —
Conformatlon 2 Q pirtobrutinib lbrmlnlbo zanubrutln: acalabrutm:

M3 3.28_ 28 _28 _ o8
pv223 | - - -— -

m >90% inhibition of BTK at trough, regardless
of the intrinsic BTK turnover rate.

ovssi| o . - . -

g P b L]
Gomez EB, et al. Blood. 2023;142:62-72.
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Phase 1/2 BRUIN Study

Phase 1
3+3 Design

Phase 2 (200 mg once daily)
N=778

* 28-day cycles

 Intra-patient dose escalation allowed

» Cohort expansion permitted at doses
deemed safe

MCL CLL/SLL Othera

(n=166) (n=317) (n=295) « Age 218
« ECOGPSO0-2
» Active disease and in need of treatment

BTKi Naive Prior cBTKi
(n=35) (n=282)
Safety/tolerability
‘ Determine MTD and RP2D

» Previously treated
‘ BCL2i Naive ‘ BCL2i Exposed Pharmacokinetics

Phase 1 Escalation + Expansion (25 to 300 mg once daily) }

Eligibility

Key Endpoints

(n=154) (n=128) Efficacy (ORR according to iwCLL 2018
criteria, PFS, TTNT, and OS)

Wierda, et al; ASH 2025
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Phase 1/2 BRUIN Study: CLL PFS

Pirtobrutinib PES in Patients With CLL/SLL Pirtobrutinib PFS in Patients With CLL/SLL

Who Received Prior cBTKi Who Received Prior cBTKi, by BCL2i Exposure
1004 Median: 18.7 months 1004 BCL2i Exposed Median: 15.9
95% Cl: 16.6-21.8 95% Cl: 13.6-17.5
Median follow-up: 44.2 months Events/total: 89/128
90 4 Events/total: 187/282 90+
BCL2i Naive Median: 223
80 4 80 95% Cl: 19.3-27.6
72.1% Events/total: 98/154
70 - 70
; 60 - ; 60
3 3
8 50 8 50
4 <
o o
o 40 »n 40
w ('S
o o
30 30 1
20 20 -
10 4 10 14.0% 14.0% 14.0%
0 0
T 1T 1 1 1T 11T 171111 T1rT L LI T T T 1T T 17 T 1 17 17 1T 7T T T T T 1771 L 1L L L L L L L L L L L O O e e e e B
0246 810121416182022242628303234363840424446485052545658606264666870 0 246 8101214161820222426283032343638404244464850525456586062 64666870
Months From First Dose Months From First Dose
No. at risk
No. at risk 282 258 241 222 201 179 162 147 138 123 102 93 81 78 60 56 55 44 43 43 38 37 36 25 25 13 11 11 6 5 5 1 1 1 1 0 V:s ns|281151089988766456514029 24 2 2115 14 14 8 8 8 6 6 5 3 3 2 2 2 1 1 1 0 0 0 0 O
No 154 143 133 123 113103 98 91 87 83 73 69 59 57 45 42 41 36 35 35 32 31 31 22 2 11 9 9 5 1 1 1 10

Wierda, et al; ASH 2025
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Safety Profile

All-Cause AEs Treatment-Related AEs, %

TEAEsS in Patients With CLL/SLL (n=282)

AE, 220% Any Grade Grade 23 Any Grade Grade 23
Fatigue 38.7 1.8 3.9 0.0
Neutropenia2P 35.8 29.8 20.6 16.3
Diarrhea 30.5 0.4 8.9 0.0
Cough 29.8 0.0 2.1 0.0
Contusion 27.7 0.0 18.8 0.0
COVID-19 28.4 6.0 0.7 0.0
Dyspnea 23.4 25 07 0.4
Nausea 23.4 0.0 3.9 0.0
Abdominal pain 21.6 21 21 0.4
AEs of Interest¢ Any Grade Any Grade
Infectionsd 76.2 36.5 14.9 5.7
Bruising® 31.2 0.0 20.2 0.0
Rashf 25.2 1.1 5.7 0.4
Arthralgia 23.0 14 4.6 0.0
Hemorrhage? 25.2 3.2 8.2 1.4
Hypertension 16.0 53 3.9 0.7
| Atrial fibrillation/flutterh 5.0 2.1 1.4 0.7

May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

Median (IQR) time on treatment
was 20.0 (9.6-37.7) months

11 (3.9%) patients had
treatment-related AE leading to
pirtobrutinib dose reduction

9 (3.2%) patients had
treatment-related AE leading to
pirtobrutinib discontinuation

Wierda, et al; ASH 2025
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Brown et al. Blood 2026; 147:24-34
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BRUIN CLL-321

Stratified by:
17p deletion (yes/no)

Patients with Prior venetoclax (yes/no)

CLL/SLL previously
treated with cBTKi

/—‘ Key Eligibilit
=  Age=18 Y=o Y 4

= ECOGPSO0-2

=  Confirmed CLL/SLL requiring
treatment per iwCLL 2018

=  Prior cBTKirequired

= No limit on prior lines of
therapy

=  Prior history of atrial
fibrillation allowed

May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

Pirtobrutinib Monotherapy

200mg PO QD

1:1

Optional Crossover
(PD confirmed by IRC)d

IdelaR/BR

Idelalisib + Rituximab?2

Bendamustine + RituximabP:

/—[ Key Endpoints

= Primary Endpoint: PFS
assessed by IRC

PFS assessed by investigator
Event-Free Survival

Time to Next Treatment
Overall survival

Safety

\ /

Sharman, et al; ASH 2024
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IRC-Assessed Progression-free Survival

Number of Events, n (%)

Median PFS, mo (95% CI)

Median follow-up, mo

Hazard ratio (95% ClI)

Stratified log-rank 2-sided p-value

-
o O
o o

~N
o o

[=2)
o

Pirtobrutinib

50 = = = = == ;"-T“‘ 14 mo

40 - 8.7 mo ..

301 delaRBR

201 _

10 1 ST .

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

Progression-free Survival Probability (%)

Time Since Randomization (Months)
Number at Risk

—_— 119
119

113
92

100
73

84
60

79
57

69
37

54 44 36 19 12 10 “ 3 3 3 2
25 18 16 10 7 5 3 1 0 0 0 0

May 18-19-20, 2026
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Pirtobrutinib IdelaR/B
n=119 R

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*

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

Pirtobrutinib reduced
risk of progression or
death by 46%
according to IRC
assessment

Sharman, et al; ASH 2024
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Time to Next Treatment or Death

May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

Pirtobrutinib IdelaR/B
n=119 R

Number of Events, n (%) 54 (45) 82 (69)

100
Median TTNT, mo (95% Cl) 24.0(17.8-29.7) 10.9 (8.7-12.5)
o § 904 Median follow-up, mo 20.0 20.2
g — 80- ! Hazard ratio (95% ClI) 0.37 (0.25-0.52)
© 5 704 - - _ o Stratified log-rank 2-sided p-value <0.0001*
£ E T Pirtobrutinib
% 60
m © 1=
- 2 24 mo
OF 50 mw w e R
E’ S 40 109 mo ., Pirtobrutinib reduced
= 2 T the risk of starting
2 k -5
8% 30 IdelaR/BR " next treatment or
© 3 207 BECEEEET e, death by 63% with a
o ) (- median TTNT of ~24
10 '
s months
0- T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time Since Randomization (Months)
Number at Risk
—_— 119 114 105 96 91 84 81 74 60 45 34 23 10 9 4 2 1

-=-- 119 101 86 72 66 56 44 33 26 19 13 8

3 3 0 0 0
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Pirobrutinib in 2" line setting after cBTKi

BRUIN LOXO-BTK-18001:

* Open-label, multi-center Phase 1/2 study of
pirtobrutinib in patients with R/R B-cell
malignancies®

BRUIN CLL-321:
» Randomized, open-label, multi-center Phase 3 study
of pirtobrutinib in patients with CLL/SLL®

Pooled population, eligibility criteria:

 All patients received pirtobrutinib 200 mg once daily

» BCL2i-naive patients

 Prior 1L cBTKi therapy, with or without anti-CD20 antibody

Outcomes assessed:

* ORR, based on investigator assessment using iwCLL 2018 criteria

» Progression-free survival, based on investigator assessment using
iwCLL 2018 criteria

+ Time to next treatment

» Overall survival

» Safety

Eyre, et al; ASH 2025
S
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Demographic and Clinical Characteristics

Characteristics TCital
Shitd h isti Total
Age, median, (range), years 69 (42-87) Characteristics s

Male, n (%) 27 (73) Molecular characteristics, n/N available (%)

Region, n (%) BTK C481S mutated 10/30 (33)
us . 13(35) PLCy2 mutated 6/30 (20)
Outside US 24 (65)

Histology, n (%) Prior therapy, n (%)

CLL 35 (95) cBTKi 37 (100)
SLL 2 (5) Ibrutinib 28 (76)
ECOG PS, n (%) Acalabrutinib 5 (14)
0-1 31 (84) Zanubrutinib 3(8)
2 6 (16) Other 1(3)
Rai stage, n (%) . .
o-ll 23 (62) Anti-CD20 antibody 4 (11)
-1V 13 (35) E(i;)s)gn for prior BTKi discontinuation,
High-risk molecular features, n/N available
(%) Disease progression 21 (57)
Unmutated IGHV 22/26 (85) Toxicity 13 (35)
Complex karyotype (=3 abnormalities) 11/17 (65) Other 3(8)
Mutated TP53 13/30 (43)
del(17p) 15/31 (48)

Eyre, et al; ASH 2025
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Investigator-Assessed PFS

No. of events, n (%) 22 (59)
Median PFS, (95% CI), mo 19.5 (11.7-44.7)
Median follow-up, mo 30.3

1007
907
807
707
607
507
407
307
207
107

PFS Probability (%)

O- L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
Months From First Dose

No.atrisk 37 36 32 30 28 28 23 21 18 15 12 12 10 10 8 7 6 5 5 5 5 5 5 2 2 1 1 1 O

Eyre, et al; ASH 2025
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Time to Next Treatment -

1007 No. of events, n (%) 19 (51)

= Median TTNT, (95% CI),
o 907 0, 32.5(16.6-47.4)
o% 83.8% g1 9o mo
= ::: 801 Median follow-up, mo 30.5
28 70
c 0
a S -
gg 60
2 E’ 50
[T
;, T 407
P
3% 307
23
oz 207
o

107

O- L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
Months From First Dose

No.atrisk 37 36 33 30 29 28 28 25 21 18 16 14 13 12 12 10 9 6 6 6 6 5 5 4 3 3 3 3 1 O

Eyre, et al; ASH 2025
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Liso-cel in the Real World

Total number of patients: 41

Median time to best response: 30 days

Overall response rate: 85% (n = 35)

CR: 56% (n = 23)
— CR:44% (n = 18)
— uCR: 5% (n=2)
— CRi: 7% (n = 3)

May 18-19-20, 2026

BOLOGNA, ROYAL HOTEL CARLTON

Real-World Best Response Rate of Liso-cel
in R/R CLL/SLL

Il CR M PR [ sSD M PD [@ Not evaluable

80
S 60
<)
(o))
3]
c 40
[«})
o
a 20

0 [ = —
CR+PR SD + PD Not evaluable

Huang et al. ASH 2025, #642
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Pirtobrutinib as Last Line of Therapy

Characteristic PiftNOEr;l:ﬂnib Noihf; p-value?
Complete Response 0.3
Complete Response 15 (65%) 8 (35%)
Not CR 8 (50%) 8 (50%)
Not evaluable 1 1
Overall Response Rate 0.6
CR/PR 20 (57%) 15 (43%)
Not CR/PR 3 (75%) 1 (25%)
Not evaluable 1 1

'n (%)

2Pearson's Chi-squared test; Fisher's exact test

Huan% et al. ASH 2025, #642
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Progression-Free Survival

N
o
o
J

* Median follow-up: 3.3 months | a ™
* 6-month PFS: 92% (83% - 100%)

©
~
(@)

* 1 patient experienced disease relapse

®* 6-month OS:
— CR: 88% (74% - 100%)

= All

©
N
3

PFS probability
o
(&)
O

©
o
o

— Not CR: 100% (100% - 100%)

* 3 of 41 patients died 0 2 4 6 8§ 10 12

Months
— 1 prior to Day 25 secondary to IEC-HS Number at risk
— 1 due to CNS disease relapse after achieving CR — | 40 o8 18 13 9 . 1
— 1 without disease relapse 0 2 4 Mgnths 8 10 12

Huan% et al. ASH 2025, #642
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BRUIN CLL-314

Stratified by: Pirtobrutinib?

= 17p deletion presence: Y vs N 200 mg PO QD
Patients with CLL/SLL = Prior lines of therapy: 0 vs 1 vs 22
who are BTKIi naive,
including TN and R/R

Ibrutinib?
420 mg PO QD

R
1:1

Key Eligibility Primary Objectives Key Secondary Objectives

= Confirmed diagnosis of CLL/SLL, with Non-inferiority of ORR®9¢ Superiority of PFS9¢
requirement for therapy (per iwCLL 2018 criteria) (per iwCLL 2018 criteria): (per iwCLL 2018 criteria):

* BTKi naive® = InITT population, or = InITT population, or

= 17p deletion status (by FISH) = |n R/R population * In R/R population

» ECOGPS0Oto2

Exploratory
Analyses of endpoints in the TN population

Woyach,, et al.; ASH 2025
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Progression-Free Survival (ITT Population)

100- 87%  Pirtobrutinib
90 ~
804 i T T ———

Wi - — g

%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time Since Randomization (Months)

<

2

S

3

° : » »
o | | Pirtobrutinib Ibrutinib
= 10 I il B (n=331) (n=331)
g 60; 182% lbrutinip ~ #* ! Number of events, n (%) 43 (13.0) 69 (20.8)
(?) 50+ | 18-month PFS rate (95% CI) 86.9 (82.4, 90.3) 82.3 (77.3, 86.3)
g 40- | Median follow-up, mo 22.0 19.7
|L.' 304 | Hazard ratio (95% ClI) 0.569 (0.388, 0.834)

5 20 [ Nominal p-value? 0.0034

3 104 | The PFS results presented are INV-assessed

5 o :

o

=

o

Number at risk

Pirtobrutinib 331 319 315 311 301 298 257 255 205 198 154 140 48 45 7 3 1
Ibrutinib 331 310 303 297 288 280 235 227 177 173 129 118 44 41 6 0 0

Pirtobrutinib reduced the risk of progression or death by 43%, with ibrutinib outcomes consistent with
historical data

Woyach,, et al.; ASH 2025
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Progression-Free Survival by Prior Treatment Status

TN population R/R population
Pirtobrutinib Ibrutinib Pirtobrutinib Ibrutinib
(n=112) (n=113) (n=219) (n=218)
Number of events, n (%) 6(5.4) 24(21.2) Number of events, n (%) 37(16.9) 45 (20.6)
18-month PFS rates (95% Cl) 95,3(89.1,98.0)  87.6(79.7,92.6) 18-month PFS rate (95% Cl) 81.7(75.1,86.7)  79.2(72.3,84.6)
Median follow-up, mo 225 224 Median follow-up, mo 184 15.8
Hazard ratio (95% Cl) 0.239(0.098, 0.586) Hazard ratio (95% Cl) 0.729(0.471,1.128)
- Nominal p-value? 0.0007 - Nominal p-value? 0.15663
i The PFS results presented are INV-assessed 9 5% 5 The PFS results presented are INV-assessed
£ 100, S £ 100
§ 90 R ﬁ 90
E 80 ' !"-“-{'1'----4-4'\ 2 80
% Zg ' *LﬂH—i E ;g L
£ 50 | 88% £ 50
o 40 ! D a0
£ 30 £ 30
£ 20 | £ 20
g 10 | g 10
2 o 2 o
g‘ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 g 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
o o

Time Since Randomization (Months) Time Since Randomization (Months)

Number at risk Number at risk
Pirtobrutinib 112 107 106 106 104 103 100 100 99 99 98 94 35 33 4 1 1 0 Pirtobrutinib 219 212 209 205 197 195 157 155 106 99 56 46 13 12 3 2 0 0
Ibrutinib 113 105 105 105 102 101 97 96 ©90 89 86 81 32 29 65 0 0 0 Ibrutinib 218 205 198 192 186 179 138 131 87 84 43 37 12 12 1 0 0 0

Pirtobrutinib reduced the risk of progression or death by 76% in the TN population,
the subgroup with the longest follow-up

Woiach,, et al.; ASH 2025
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Adverse Events of Special Interest

Pirtobrutinib Ibrutinib
n=330 n=325
Any Grade Grade 23 Any Grade Grade 23
210% of Participants in Either Arm n (%) n (%) n (%) n (%)
Subjects with 21 AESI 288 (87.3) 127 (38.5) 288 (88.6) 117 (36.0)
Infections? 226 (68.5) 56 (17.0) 241 (74.2) 54 (16.6)
Infection without COVID-19 214 (64.8) 53 (16.1) 234 (72.0) 49 (15.1)
Bleeding 115 (34.8) 11 (3.3) 118 (36.3) 9(2.8)
Hemorrhage® 78 (23.8) 11 (3.3) 81 (24.9) 9(2.8)
Bruising® 45 (13.8) 0 (0) 39 (12.0) 0(0)
Petechiae and purpura 17 (5.2) 0(0) 25(7.7) 0(0)
Neutropenia? 103 (31.2) 83 (25.2) 76 (23 4) 57 (17.5)
Anemia® 1(15.5) 20 (8.1) 1(15.7) 12 (3.7)
Thrombocytopenia® 39 (11.8) 12 (3.6) 57 (1 7.5) 13 (4.0)
Atrial fibrillation and atrial flutter 8(2.4) 3(0.9) 4 (13.5) 13 (4.0)
=75 years oldd 3(4.5) 1(1.5) 15 (21.4) 5(7.1)

AEs were mostly low-grade and consistent with prior pirtobrutinib studies

Incidence of atrial fibrillation/flutter was substantially lower with pirtobrutinib vs ibrutinib,
particularly among older patients

Woyach,, et al.; ASH 2025
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BRUIN CLL-313

Stratified by:

IGHV mutation status: Pirtobrutinib?
IVIutateI;:l Ys. unmutated 200 mg PO QD \
. . ai stage:
Patients with 0-1l vs I?I-IV
n i R Optional crossover®
previously untreated 1:1 [ (PD confirmed by IRC) }
CLL/SLL

Bendamustinea® Rituximaba.4

90 mg/m? IV 3752500 mg/m? IV

1 |
/ | Key Eligibility Criteria J \ -

= Confirmed diagnosis of CLL/SLL, with requirement for therapy (per iwCLL 2018 criteria)
= ECOGPSO0to2
= Naive to systemic therapy for CLL/SLL

Primary
= PFSef(per iwCLL 2018 criteria)

Key secondary

= No 17p deletion = 0sf
= Platelets =75 x 10%/L (=50 x 10%/L for patients with evidence of bone marrow infiltrate)
Secondary
= Hemoglobin=8 g/dL = ORR? (per iwCLL 2018 criteria)
= Absolute neutrophil count =0.75 x 10%/L = Safety measures
. ) . J

Jurczak,, et al.; ASH 2025
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Progression-Free Survival

100
90+
80+
70+
60+
50+
40+
30+
20+
101

0

The PFS results presented are IRC assessed

T o Pirtobrutinib
LA ¢ = . % Pirtobrutinib BendaR
- =141 =141
L val 03% (n=141) (n )
BendaR . T —||—||. Number of events, n (%) 13 (9.2) 48 (34.0)
I Hry + —1k 24-month PFS rate, 934 70.7
0,
' 71% ll\ (95% CI) (87.6, 96.5) (61.5,78.1)
I h Median follow-up, months 28.1 28.3
I l—1—H Hazard ratio (95% CI) 0.20 (0.11, 0.37)
I p-value? <0.00012
|
|

Progression-Free Survival Probability

Number at risk

Pirtobrutinib
BendaR

141 138 136 135 133 133 131 130 128 128 124 124 119 119 67 56 055
141 122 120 116 114 111 107 105 96 96 92 87 81

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

Time Since Randomization (Months)

11
77 50 38 36 6

5
4

4
3

0
0

|

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

|

Jurczak,, et al.; ASH 2025



newDrugsnHematology AR G
Adverse Events of Special Interest

EAIR per 100 Person-Years

Pir;cr(])f{zg;ib I?ne:f;; Pirtobrutinib BendaR EAIR Ratio
Any Grade Grade 23 Any Grade Grade 23 AnéA?g;de Anéﬁé%de (95% CI)"
n (%) n (%) n (%) n (%)
Infection? 80 (57.1) 19 (13.6) 44 (33.3) 11 (8.3) 383 89.7 0.43 (0.30, 0.62)
Infection without COVID-19 72 (51.4) 19 (13.6) 38 (28.8) 9 (6.8) 30.9 74.9 0.41 (0.28, 0.61)
Bleeding® 36 (25.7) 1(0.7) 2(1.5) 0 (0) 12.5 3.3 3.73 (0.90, 15.50)
Hemorrhage 17 (12.1) 1(0.7) 2(1.5) 0 (0) 5.2 818 1.55 (0.36, 6.69)
Bruising 16 (11.4) 0 (0) 0 (0) 0(0) 4.8 0 NE
Petechiae and purpura 8 (5.7) 0 (0) 0 (0) 0 (0) 2.3 0 NE
Neutropenia® 21 (15.0) 13 (9.3) 68 (51.5) 60 (45.5) 6.5 169.5 0.04 (0.02, 0.06)
Anemiad 14 (10.0) 6 (4.3) 21 (15.9) 10 (7.6) 4.1 37.7 0.11 (0.06, 0.21)
Thrombocytopenia® 12 (8.6) 4(2.9) 23 (17.4) 9 (6.8) 3.5 43.1 0.08 (0.04, 0.16)
Atrial fibrillation and atrial flutter 2 (1.4) 1(0.7) 2 (1.5) 1 (0.8) 0.5 3.3 0.17 (0.02, 1.17)
275 years oldf 1(5.0) 0 1(4.3) 0 2.2 10.0 0.22 (0.01, 3.46)
Hypertension 11 (7.9) 4(2.9) 6 (4.5) 4 (3.0) 3.2 10.2 0.31 (0.11, 0.84)

Incidence of atrial fibrillation/flutter remains low in older patients aged >75 years (5.0% with pirtobrutinib and 4.3% with
BendaR)

Jurczak,, et al.; ASH 2025
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BRUIN CLL-322: Venetoclax Rituximab +/- Pirtobrutinib

Key Inclusion Criteria

+ Confirmed CLL/SLL per iwCLL
20183

* Previously treated CLL/SLL
(including a covalent BTKi or
covalent BTKi naive [limited to
20% of total enrollment])

* Known 17p status

— If 17p status is unknown,
local or central FISH test
results during screening can
be used

* No prior venetoclax

* 218 years of age and ECOG 0-2

N=600

Arm A (PVR)
Pirtobrutinib
+ Venetoclax
+ Rituximab

1:1

Arm B (VR)

Venetoclax
+ Rituximab

Randomization

-

Stratification factors

« 17p status
(deleted/wildtype)

+ Prior experience of BTKi
(discontinuation due to
PD or other vs no prior
BTKI)

Pirtobrutinib, 200 mg oral, once daily from C1D1 - C28

Rituximab, IV, 375 mg/m? on C1D1
500 mg/m? on D1 of C2-C6

Rituximab, IV, 375 mg/m? on C2D1
500 mg/m? on D1 of C3-C7

Each cycle is 28 days; C1 of Arm B is 35 days

Mato et al, ASCO 2021, #3742
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PVO Tral: Treatment Schema

CT scan CT scan
Enrollment CT scan BMBx (NGS MRD) BMBx (NGS MRD)
CT scan for TLS Blood (NGS MRD) Blood (NGS MRD)||Blood (NGS MRD)||Blood (NGS MRD)
BMBXx risk# (end of C4) (end of C7) (end of C9) (end of C13)
Cl C2 C3-6 C7 C8-13*
* Pirtobrutinib * Pirtobrutinib * Pirtobrutinib * Pirtobrutinib 200 mg once daily
200 mg once 200 mg once 200 mg once * Venetoclax 400 mg once daily
daily daily daily
* Obinutuzumab || « Obinutuzumab ]| * Obinutuzumab
100 mg D1 1000 mg D1 1000 mg D1
900 mg D2 * Venetoclax * Venetoclax
1000 mg D8 weekly dose 400 mg once
1000 mg D15 ramp-up daily

#CT imaging is repeated for TLS risk assessment only if baseline CT had nodes 25 cms

Each cycle is 28 days

NGS MRD assessed by clonoSEQ assay (Adaptive Biotechnologies)

*For pts who are MRD+ at 210 in either PB or BM at end of C13 can continue pirtobrutinib + venetoclax for an additional 12 cycles
All pts monitored by PB NGS MRD g3 mos for first 12 mos off therapy, and then g6 mos

Jain, ASH 2025, Abs 680



PVO Trial: NGS MRD In Blood and Marrow

100%

8 Missed sample
@ MRD 210+ (%)

|
80% O MRD 210°5to <10#4 (%)

B MRD 2106 to <105 (%)
0 U-MRD <10 (%)

60%
92% 88%
U- U-
40% MRD4 MRD4
20%

0%

End of Cycle 7 (PB) End of Cycle 7 (BM)
n=77 n=77 ) S S Jain, ASH 2025, Abs 680




PVO Trial: NGS MRD in Blood and Marrow

100% -
. 8 Missed sample
; B MRD 2104 (%)
80% a MRD 21 0-5 to <10-4 (%)
@ MRD 210to <105 (%)

0 U-MRD <10 (%)

60%
- - | 100% 96%
slaJu, _ 38/: U- 1 u-
40% MRDA4 MRDA MRD4 MRD4 " 1+V trial (MDACC),
12-mo U-MRD4 was
52%*
20%

End of Cycle 7 (PB) End of Cycle 7 (BM) End of Cycle 13 End of Cycle 13

in:77i in:77i iPBi in:77i iBMi in:77i Jain, ASH 2025, Abs 680

0%



PVO in RT: PFS and OS (N=15)

PFS and OS of whole cohort

100_- - PFS
—I_I;"L_._l - 0S8
2 507 e M P
g |
©  40- 12 months OS 85.6%
o - : 12 months PFS 80%
20
0 1 I 1 1 1 1
0 6 12 18 24 30 36
Time in months from C1D1
Number of Risk No of events
PFS 15 10 8 6 3 2 0 4
OS 15 32 9 6 3 2 0 4

Jain, PVO in RT, ASH 2025, Abs 89
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CLL18

| TR
MOIRAI e ——
B piricbrsiin
"rYery
] Arm A
| | | | p Venetoclax/Obinutuzumakb
T T 1 f L .
Treatment naive, 12 o fixed duration, 12 cycles
all comer CLL/SLL
(imespective of filness, — e — Arm B
comaorbidity and risk ! } ! I I » Venetoclax/Pirtobrutinib
taciors i i
) 16 no fived duration, 15 cycles
eeseelEEE . treatment duration depending on [l Arm C
MRD results
—t—te. et Varstocimittfutel
cyche 16-36 9 -0 cY
Rules for treatment duration imamm G-
= shop 25 UMRD cutoff <1(H Dy EE——
o in bico) with interval of 3 . -
eyeion + 12 waaks cancallda-
flon ater 2nd uMIRD sarede N - N “ﬂl’l’ﬁymﬂw{hlﬂﬂ]
< only affer cpcles 15 21 0r 27— & uMRD <104
= * *« * RO =104
T . WIRD irmesteanit ko dis-

ratien of fresbmant
+ froatment beyond cyck 27 caly —
with & clear benefil for the moi- *®
vl gl [Furtheer chescing in MRED | } | | . i } ; . BT = staging every 12 weeks
Erp al kel ans legh & ™ mr an anm . l2g 5T3 ﬂﬁB"C!'C'B Q]




newDrugsnHematology AR G
Conclusions

m Pirtobrutinib is effective in patient’s previously treated with cBTKi
m Established role in this setting

m Modest durability in heavily pre-treated & cBTKi refractory patients
m Bridge to CAR-T therapy

m Well-tolerated with low rates of discontinuation and low rates of atrial fibrillation
m Potential for single agent first line use in older patients

m Promising early data in combination with venetoclax and anti-CD20

m Potential use in fixed duration regimens for higher risk patients
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