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Key Datasets
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GalitziaA et al. Chronic lymphocytic leukemManagement of adverse events the era of targeted agent€ancers
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Jurczak W et aLongterm safetywith x MmH Y2 y i K& 2 ifi relapsddiefantdiFzR/R )81 cnalignancies. EHA
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lymphoma. ASCO 2023;Abstract TPS7583.

Woyachl] et al Pirtobrutinib vs ibrutinib in treatmentnaive and relapsed/refractory CLL/SLResults from the first
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Key Datasets
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CLL 004ASH 2023;Abstract 330.
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Key Datasets
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study. ASH 2024;Abstract 884.

A WoyachJA et alFirstin-human studyof the reversible BTK inhibitonemtabrutinib in patients with
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Targeted Therapy Sequencing for CLL

Factors affecting timelines

AAge

ADel(17p) / TP53-m
....................................................... AIGHV-MS / Del(11q)
+CD20 AComplex karyotype

cBTKi + BCL2i not included here

1 2 3 4 5 6 7 8 9 10 11 12 13 14
Years Double Exposed vs. Double Refractory :
AExposed I Refractory

ARefractory=progression on treatment

Courtesy of William G Wierda, MBhD



Targeted Therapy Sequencing for CLL

BCL2i+CD20

BCL2i+CD20

2 3 4 5 6 7 8 9 10 1" 12 13 14

Double Exposed vs. Double Refractory:
* Exposed # Refractory
» Refractory=progression on treatment

Factors affecting timelines: Years
* Age
*Del(17p) / TP53-m
« IGHV-MS / Del(11q)
« Complex karyotype

Courtesy of William G Wierda, MBhD
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/5-year-old patient with relapsed CLL, no del(17/p) or TP53 mutation
Covalent BTKi 6 yea® PDA venetoclax/ant-CD20 antibody 2 year4
3 years observatiolA PD

Pirtobrutinib or venetoclax/anttCD30 antibody

““% Dr Coombs Venetoclax/anttCD20 antibody

&1 Dr Davids Venetoclax/antFCD20 antibody

a Dr Fakhri Pirtobrutinib

Q Dr Lamanna Venetoclax/anttCD20 antibody

"a Dr Sharman Pirtobrutinib b”dge to CARI

g Dr Woyach Venetoclax/anttCD20 antibody

BTKi = Bruton tyrosine kinase inhibitor; PD = disease progressioil; €8Rmeric antigen receptorcEll therapy



In general, what is the minimum duration of remission after secchde venetoclax
anti-CD20 antibody before you would consider retreatment as thiide therapy?

7 Dr Awan 24 months

¥
P Y4

A Dr Coombs 12 mOnthS

Dr Davids 12 months

Dr Fakhri 24 months
*2) Dr Lamanna >24 months

& Dr Sharman 24-36 months

7
ﬁ Dr Woyach 36 months




7/5-year-old patient with relapsed CLL, no del(17p) or TP53 mutation
Covalent BTKi 6 yea® PDA venetoclax/ant-CD20 antibody 2 year4

1 year observatiomA PD

== Dr Awan Pirtobrutinib

¥
P Y4

Dr Davids Pirtobrutinib

Dr Fakhri Pirtobrutinib
22] DrLamanna Pirtobrutinib

& Dr Sharman Pirtobrutinib bridge to CART

7 ) p
ﬁ Dr Woyach Pirtobrutinib




/5-year-old patient with relapsed CLL, no del(17p) or TP53 mutation

Covalent BTKI 2 yeas responds but stops due to subdural hematordp 3 years observation
A PDA venetoclax/anti-CD20 antibody 2 yea 6 months observatiomA PD

=" Dr Awan Pirtobrutinib
. Pirtobrutinib
Venetoclax monotherapy
Dr Fakhri CAR Tcell therapy or epcoritamab on clinical trial

=8 Dr Lamanna Venetoclax monotherapy

& Dr Sharman Pirtobrutinib or CART

E Dr Woyach Pirtobrutinib or CART
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Ibrutinib Acalabrutinib Zanubr utinib Pirtebrutinib
BTK binding Covalent Covalent Covalent Reversible
C481 C481 C481 ATP pocket
Distant from C481
Half-life & hours 1 hour 4 hours 20 hours
=20% BTK inhibition
BTK ¥223 Inhibited Inhibited Inhibited Inhibited
autophosphorylation
BTK ¥551 Mo effect Mo effect No effect Inhibited (maintenance of dosed
phosphorylation conformation)
BTK C4815 mutation Common Reported Reported Not described
Effective against C4815
Kinase-dead mutations | Uncommon and restricted to C481~* Mot reported to | Reported: L528W Reported: L528W > V4161, A428D,
(active against HCK) date = C481Y C481R, M4771, and M437R
T474/T474L Uncommon®; active against T474l Reported Mot reported to Reported
gatekeeper and T474L date
mutation
Off-target hitst BLK HER4 BLK HER4
BMX BMX BRK
BRK BRK
EGFR EGFR
HER2 HER4
HER4 RLK
ITK
JAK3
RLE
TEC

Thompson PA, Tam (B00d2023;141(26):31342.

Key Differences Between Available Covalent and Reversible Bruton
Tyrosine Kinase (BTK) Inhibitors
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baen)atologlca

Journal of the Ferrata Stotl Foundation

Pirtobrutinib monotherapy in Bruton tyrosine kinase
inhibitor-intolerant patients with B-cell malignancies:

results of the phase I/ll BRUIN trial

by Nirav N. Shah, Michael Wang, Lindsey E. Roeker, Krish Patel, Jennifer A. Woyach,

William G. Wierda, Chaitra S. Ujjani, Toby A. Eyre, Pier Luigi Zinzani, Alvaro J. Alencar, Paolo Ghia,
Nicole Lamanna, Marc S. Hoffmann, Manish R. Patel, Ian Flinn, James N. Gerson, Shuo Ma,
Catherine C. Coombs, Chan Y. Cheah, Ewa Lech-Maranda, Bita Fakhri, Won Seog Kim,

Minal A. Barve, Jonathon B. Cohen, Wojciech Jurczak, Talha Munir, Meghan C. Thompson,

Donald E. Tsai, Katherine Bao, Nicholas A. Cangemi, Jennifer E. Kherani, Richard A. Walgren,
Hongmei Han, Amy S. Ruppert, and Jennifer R. Brown

Haematologica2025;110(1):92102.
RTP
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BRUIN: Pirtobrutinib Efficacy in Patients with CLL or SLL Who
Received Prior BTK Inhibitor (BTKI) Treatment

Last Prior BTKi Discontinued Due to Toxicity

z I Ibrutinib !
T B Acalabrutinb |

o ,.

o B Zanubrutinib |

c | Nemtabrutinib |

o * Patient discontinued 21 BTKi due to toxicity

= 55| # Patient discontinued same BTKi more than once due to toxicity |
Q I
G Overall response rate 76.9%

- _

o I

& -25 I

@

= . I

&

SIS .l |

5 e |

£ -75 |
< *

@ x |
= 100 |

CLL/SLL |

SLL = small lymphocytic lymphoma; SFDm of product diameters RTP
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Shah NN et aHaematologica2025;110(1):92102.



BRUIN: Median Progressiefree Survival for Patients with CLL/SLL

CLL/SLL

Median (months) 95% CI
28.4 21.8-NE

40
30
20

Progression—free Survival Probability (%)
()]
(=]

101

0 6 12 18 24 30 36
Months from First Dose

Number at risk
— 75 58 49 35 13 3 0
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Shah NN et aHaematologica2025;110(1):92102.



BRUIN: Pirtobrutinib Safety Profile in the Overall Population

BTKi-intolerant (n=127)
All cause AEs, % Treatment-related AEs, %
AE Any Grade Grade 23 Any Grade Grade 23
Fatigue 394 3.9 9.4 1.6
Neutropenia® 37.0 31.5 21.3 17.3
Diarrhea 29.9 1.6 12.6 0.8
Contusion 29.1 0.0 22.0 0.0
Cough 26.8 0.0 4.7 0.0
Headache 25.2 0.8 7.1 0.8
COVID-19 22.8 4.7 0.0 0.0
Abdominal pain 22.0 2.4 4.7 0.8
Dyspnea 22.0 2.4 5.5 0.0
Nausea 20.5 0.0 4.7 0.0
AEs of Interest” Any Grade Grade 23 Any Grade Grade 23
Infections® 68.5 24.4 14.2 5.5
Infections (excluding COVID-19) 59.8 17.3 14.2 5.5
Bruising® 36.2 0.0 26.8 0.0
Rash® 22.8 0.8 8.7 0.8
Arthralgia 21.3 0.8 4.7 0.0
Hemorrhage/hematomaf 14.2 3.1 4.7 0.8
Hypertension 7.9 0.8 3.1 0.0
Atrial fibrillation/flutter® 4.7 1.6 0.8 0.0

Shah NN et aHaematologica2025;110(1):92102.



FDA Grants Traditional Approval to Pirtobrutinib for Chronic
Lymphocytic Leukemia and Small Lymphocytic Lymphoma

Press Release: December 3, 2025

Gddd GKS C22R FYR 5NHZA ! RYAYAAUNY 0A2y 3INIF YyUGSR
relapsed or refractory chronic lymphocytic leukemia or small lymphocytic lymphoma (CLL/SLL) who ha
previously been treated with a covalent BTK inhibitor.

Efficacy was evaluated in BREINE321 (NCT 04666038), a randomized, ofsdrel, activecontrolled

trial. The trial randomized 238 patients who were previously treated for CLL/SLL, including a covalent
BTK inhibitor. Patients previously treated with a remvalent BTK inhibitor were not permitted. Patients
GSNE NI} YR2YATI SR omYMO (G2 NBOSAGS SAUOKSNI LA NI 2 «
rituximab product (IR) or bendamustine plus a rituximab product (BR).

Median PFS was 11.2 months (95% CI: 9.5, 11.4) in the pirtobrutinib arm and 8.7 months (95% CI. 7.2,
MADPHU AY GKS Ay@SaidAadal d2NDa& OK2AOS dlue 0.OUG5). @f | |
0KS MmMd LI GASYGa Ay GKS AYy@SadoAdalrdz2zNnNna OKz2AOS
updated analysis with a median follemp time of 19.8 months, the HR for overall survival (OS) was 1.09
odbpi: /LY ndcyZ MOPTpOL PE

https://www.fda.govdrugs/resourcesnformation-approveddrugs/fdagrantstraditional-approvatpirtobrutinib-chronic
lymphocyticleukemiaand-smaltlymphocytic




Original Reports | Hematologic Malignancy

®Phase Il Trial of Pirtobrutinib Versus Idelalisib/Rituximab or
Bendamustine/Rituximab in Covalent Bruton Tyrosine Kinase

Inhibitor—Pretreated Chronic Lymphocytic Leukemia/Small
Lymphocytic Lymphoma (BRUIN CLL-321)

Jeff P. Sharman, MD' (3 ; Talha Munir, PhD, MBBS* () ; Sebastian Grosicki, MD, PhD"; Lindsey E. Roeker, MD*; John M. Burke, MD®

Christine |. Chen, MHPE, MD®; Norbert Grzasko, MD, PhD" (&) ; George Follows, PhD, MA, BM, BCh, FRCP?; Zoltan Matrai, MD, PhD?

Alessandro Sanna, MD' (% ; Lugui Qiu, MD'"; Ru Feng, MD'? (% ; Vu Minh Hua, PhD, MBBS, FRACF, FRCPA'?; Wojciech Jurczak, MD, PhD'%;
Matthias Ritgen, MD'® (% ; Shuhua Yi, MD'® (&) ; Francesc Bosch, MD, PhD' (%) ; Catherine C. Coombs, MD'®; Katherine Bao, PhD'®

Vishalkumar Patel, MD'®; Bin Liu, MSc, MPH'S; Livia Compte, MD, PhD'" (%) ; Ananya Guntur, PhD'®; Denise Y. Wang, PhD'®; Marisa Hill, MS, MD'%;

Ching Ching Leow, PhD'®; Paclo Ghia, MD, PhD**(%; and Paul M. Barr, MD?'

J Clin Oncd2025:43:253849.




BRUIN CLB21: A Phase Il Trial of Pirtobrutinio Monotherapy
for Relapsed/Refractory CLL

Pirtobrutinib Monotherapy

200mg PO QD
Stratified by:

- - 17p deletion (yes/no)
Patients W-Ith Prior venetoclax (yes/no) R Optional Crossover
CLL/SLL previously

: PD fi d by IRC)¢
treated with cBTKi 1:1 (PD confirmed by IRC)

IdelaR/BR

Idelalisib + Rituximab?

Bendamustine + Rituximab®

Key Eligibility Key Endpoints
= Age =218 / J

« ECOGPSO0-2 = Primary Endpoint: PFS
=  Confirmed CLL/SLL requiring assessed by IRC
treatment per iwCLL 2018 = PFS assessed by investigator
=  Prior cBTKi required = Event-Free Survival
= No limit on prior lines of = Time to Next Treatment
therapy * Overall survival
= Prior history of atrial = Safety

fibrillation allowed / K /

Irealment was given in 28-day cycles PFS assessed based on wCLL2018 “ldelalisib dosed at 150mq PO BID Day 1 of cycle 1, first dose of ntuximab at 375 mgim?, next 4 infusions al 500 ma/m? every 2 weeks, next 3 imfusions at 500 mg/m® every 4 weeks

*Hendamustine (/0 mg/m? ) administered IV D1, D2 of cycles 1.6 “Day 1 of cycle 1, first dose of ntuximab at 375 mg/m? next 5 infusions day 1 of cycle 2 through eycle 6 at 500 mg'm? Eligible patients recesving investigator's choice of IdelaR/BR  could crossover

to receive pirtabrutinib monotherapy upon confirmation of FD by IRC per protocol Abbrewations' DID, twice dally; BR bendamusting + ntuximab, cBTK1, covalent Bruton tyrosine kinase inhibitor; CLL chronic lymphocytic leukemia; ECOG PS, Eastem Cooperative

Oncology Group Performance Status; IdelaR, idefalisib + ntuximab; IRC. Independent Review Committee; iwCLL, infemational workshop on chronic lymphocytic leukemia: mg, milligram; PD, progressive disease; PFS . progression free sunvival: PO, by meuth; QD

once daily, R, randamized: SLL, small lymphocytic lymphoma -~
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Sharman Jet al. ASH 2024;Abstract 886.



BRUIN CLB21: IRCAssessed Progressiefree Survival (PFS)

Mo. of Mao. of Median, HR

Patients Events Manths (35% Cl} [9%5% CI) B
Pirtobrutinibc 119 74 14.0 (11.2-16.6) 0.54
: 0002
IdelaR/BR 119 79 8.7 (8.1-10.4} (0.33-0.75)
100 - ,
a0 - i,
B0 -

70 -
60 -
50 -
AQ -
30 -
20 -
10 -
0

PFS Probability (%)

0 2 4 &6 8 10 12 14 16 18 20 22 24 26 2B 30 32 34
Time Since Random Assignment (months)
Mumbaer at risk

Pirtobrutimik  11% 113 100 B4 75 839 54 44 36 19 12 10 4 k] 3 3 2z 0
IdelaR/BR Mg %2 73 &0 &F 37 26 18 16 10 7 5 3 1 a0 ] 0
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IRC = independent review committee
Sharman Jet al.J Clin Onc@025;43:253&49.



BRUIN CLB21: Time to Next Treatment

MNo. of Mo. of Median, HR
Patients Events Months (35% Cl] (95% Cl)

Pirtobrutinib 119 54 24.0 (17.8-29.7] 0.27
<0001

IdelaRfBR 118 B2 10.8 {8.7-12.5) [0.25-0.52)

100 -
90 -
BO
70
60 -
50
40
30
20
10 -

Probability of Remaining
Free of Next Treatment (%)

T ] L] ] ]

0 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Time Since Random Assignment {months)
Mumbar at risk:
Pirtobrutimikb M2 114 105 96 21 84 81 74 60 45 34 23 17 10 g 1 2 1
IdelaR/BR "Ms 1M1 B6 72 66 HE 44 33 26 189 132 8 7 3 3 0 0 0
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Sharman Jet al.J Clin Oncd025:;43:253849.



BRUIN CLB21: Overall Survival

MNao. of Mo. of Median, HR
Patients Ewents Months [95% Cl) (95% CI )

Pirtobrutinib 119 38 29.7 (27.1-NE) 1,09
IdelaR/BR 119 32 MR (28.3-NE) 10.88-1.75)

J202

el o o
ED A =

B0 -
70 -
60 -
50 -
40 -
30 -
20 -
10

Overall Survival Probability (%)

o0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3

Time Since Random Assignment (months)

Mumber at risk

Pirtobrutimib 119 174 108 102 100 93 80 84 70 56 45 34 28 20 14 6 3 1 0
IdelaR/BER M8 107 %% 53 91 B3 8O V1 64 B4 40 32 X 21 18 B 3 1

RTP

Sharman Jet al.J Clin Onc&025;43:253&49. 10 PRACTICE



BRUIN CLB21: Safety Profile

TEAE Pirtobrutinib (n = 116), IR® IdelaR or BR (n = 109), IR® IRR (95% CI)® P
Infections® 94.5 1255 0.75 {0.53 to 1.07) 1
Freumonia® 20.4 19.5 1.04 (0.54 to 2.03) 80
COVID-19 11.1 334 0.33 (0.77 to 0.658) 00
Anemia 18.5 30.3 061 (0.33 1o 1.12) 11
Meutropenia’ 26.4 66.5 0.40 (0.25 to 0.64) <.001
Cough 14.3 30.8 0.47 (0.25 to 0.88) 0z
Diarrhea 16.3 637 0.24 (0.74 to 0.42) <001
Pyrexia 11.1 hZ 4 0271 (017 to 0.40) <001
Fatigue 9.5 342 0.28 (0.14 to 0.55) <001
MNausesa 98 38.3 0.26 (0.13 to 0.51) <001
Womiting 5.8 296 0.18 (0.08 to 0.44) <001
ALT increased 28 336 0.08 (0.03 to 0.25) <001
Weight decreased 28 285 0.10 (0.03 to 0.29) <.001

TEAE = treatmergmergent adverse event; IR = incidence rate; IRR = IR ratio

Sharman JP et al.Clin Oncd025;43:2538&49. %



Incidence and Management Recommendations for Select BTK
Inhibitor-Associated Cardiologic Adverse Events and Bleeding

Incidence
' y& 3INI RSZ |DNI}RS xo
Adverse event BTK inhibitor % Management
Leitalle 16, 25 Avoid stroke; anticoagulation
Acalabrutinib 6-9, 15 -
Atrial fibrillation ul Bettgr symptom control: rate vs rh_yt_hm
Zanubrutinib 3c I XKwm Cardiovascular and other comorbidity
Pirtobrutinib 2.8, 1.2 management
Ibrutinib 16-23, 812
. Acalabrutinib 7-9, 34 Correct predisposing factors
Hypertension — : :
Zanubrutinib 1417, 615 Antihypertensive therapy
Pirtobrutinib 9.2,23
Ibrutinib 36-51, 34 Minor bleeding: no intervention
_ Acalabrutinib 3651, 3 Major bleeding: _ -
Bleeding — A Consider treatment discontinuation
Zanubrutinib 3645, 3 A Platelet transfusions regardless of
Pirtobrutinib T platelet counts

GalitziaA et al.Cancer2024:16:1996JurczakV et al. EHA 2023; Abstract P618.




Incidence and Management Recommendations for Select BTK
Inhibitor-AssociatedNoncardiovasculaAdverse Events

Incidence o
l'ye& 3INI RSZ |DNYRS xo
Adverse event BTK inhibitor % Management
Ibrutinib 25-39, 1331
_ Acalabrutinib 21-23, 1319
Neutropenia — Growth factor support
Zanubrutinib 37-34, 1519
Pirtobrutinib 25, 20.3
lbrutinib 22-59, <14 Symptomatic treatments and dose
_ Acalabrutinib 18-39, 1-5 adjustments _ _
Diarrhea — Dietary modifications, hydration, anti
Zanubrutinib 14-18, <12 diarrheal medications
Pirtobrutinib 24.2, 69 Probiotics
Ibrutinib 14-18, 1-2
Acalabrutinib 22-39, <1 Moderate dose of caffeine or
Headache . i
Zanubrutinib 11-12, 01 acetaminophen
Pirtobrutinib 13.1, 0.5

GalitziaA et al.Cancer2024:16:1996JurczakV et al. EHA 2023; Abstract P618.



BRUIN CLB22: An Ongoing Phase |l Trialfftobrutinib and
VenetoclaxXRituximab for Relapsed/Refractory CLL

Key Inclusion Criteria N=600 [/ Pirtobrutinib, 200 mg oral, once daily from C1D1 - C28
. , : Arm A (PVR)
Confirmed CLL/SLL per wCLL 1:1 Pirtobrutinib Rituximab, IV, 375 mg/m? on C1D1
2018° : P+ Venetocl 500 mg/m2 on D1 of C2-C6
* Previously treated CLL/SLL c . Rietn?ciz:: ?Jx
(including a covalent BTKi or g dxima
covalent BTKi naive [limited to N :
20% of total enroliment]) g
« Known 17p status 'g ' Arm B (VR) Rituximab, IV, 375 mg/m? on C2D1
AM B 500 mg/m?2 on D1 of C3-C7
— If 17p status is unknown, & mgim=on B1 9
Venetoclax
local or central FISH test

—p . .
. & +
results during screening can ~ *+ Rituximab

be used Stratification factoré |

» No prior venetoclax + 17p status (deleted/wildtype)
+ Prior experience of BTKi

° 218 years of ageand ECOG 0-2 ~ (giscontinuation due toPDor - Primary endpoint:Progressiokree survival peiwCL12018 by IRC
e : other vs no prior BTKi)

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

RE#ARCH
Eyre TA et al. ASCO 2023;Abstract TPS7583. Wierda WG et al. SOHO 2022;Ab3#act CLL



Pirtobrutinib vs lbrutinib in Treatment-Naive
and Relapsed/Refractory CLL/SLL:

Results From the First Randomized

Phase lll Study Comparing a Non-covalent

and Covalent BTK Inhibitor

Jennifer A. Woyach', Lugui Qiu?, Sebastian Grosicki®, Tomasz Wrobel*, Marcelo Capra®, Jaroslaw Czyz®,
Shuhua Yi?, Ki Seong Eom’, Anna Panovska?®, Wojciech Jurczak®, Kamel Laribi'?, Lutz Jacobasch!,
Ross Baker'2, Richy Agajanian’3, Alejandro Berkovits'4, Muhit Ozcan's, Stéphane Lepretre?,

Catherine C. Coombs'?, Paula Cramer'®, Katharine L. Lewis'?2°, Marisa Hill?!, Katherine Bao?,
Yuanyuan Bian?!, Amy S. Ruppert?!, Ching Ching Leow?', William G. Wierda??

ASH 2025:Abstract 683.




BRUIN CLB14 Study Design

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
R

who are BTKi naive, 1:1
including TN and R/R )

Ibrutinib®

420 mg PO QD

Key Eligibility Primary Objectives Key Secondary Objectives

= Confirmed diagnosis of CLL/SLL, with Non-inferiority of ORR¢d¢ Superiority of PFS¢e
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) = In R/R population = In R/R population

* ECOGPSO0Oto2

Exploratory
Analyses of endpoints in the TN population

TN = treatment naive

RESEARCH
1O PRACTICE

WoyachJ et al. ASH 2025; Abstr&&3;\WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print].



BRUIN CLB14: Response Data

ITT Population TN Population R/R Population
Pirtobrutinib Ibrutinib Pirtobrutinib Ibrutinib  Pirtobrutinib  Ibrutinib

n=331 n=331 n=112 n=113 n=219 n=218

ORR? (PR or better)

% 87.0 78.5 92.9 85.8 84.0 74.8
95% CIP 82.90,90.44 73.73,82.85 86.41,96.87 78.03.,91.68 78.48,8861 68.46, 80.39
Nominal p-value® 0.0035 0.0886 0.0175
ORR? ratio
ORR ratio (95% Cl) 1.1080 (1.034, 1.187) 1.0797 (0.989, 1.179) 1.1233(1.020, 1.237)
p-value for NI¢ <0.0001 - <0.0001
Best Overall Responses®, %
CR or CRi 4.8 2.4 71 3.9 3.7 1.8
PR or nPR 82.2 761 85.7 82.3 80.4 72.9
PR-L 2.4 3.9 0.9 2.7 3.2 4.6
SD 5.4 10.9 2.7 4.4 6.8 14.2
PD 1o 1.2 0 0 2.3 1.8
ORR including PR-L
% 89.4 82.5 93.8 88.5 87.2 79.4
95% CIP 85.60,92.52 77.95,8642 8755, 9745 81.13,93.73 82.05,91.33 73.37,84.53
Nominal p-value* 0.0093 0.1692 0.0286

ORR results presented are IRC-assessed

ORR = overall response rate; NI = noninferiorityl. RRpartial remission with lymphocytosis

RESEARCH
1O PRACTICE

WoyachJ et al. ASH 2025; Abstr&&3;\WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print].



BRUIN CLB14: PFS in ITT Population

X Pirtobrutinib Ibrutinib
- (n=331) (n=331)
= 1004~ . '

E Lt Number of events, n (%) 43 (13.0) 69 (20.8)
g 901 . ‘ - 18-month PFS rate (95% Cl) 86.9 (82.4,90.3) 82.3(77.3,86.3)
g 80+ == - 4\7 Median follow-up, mo 22.0 19.7
= 70 e P Hazard ratio (95% Cl) 0.569 (0.388, 0.834)

% 604 il | Nominal p-value® 0.0034

03) 50 The PFS results presented are INV-assessed

8 40+

—

L 301

c

S 20

%

-4 104

—

g 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

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

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

ITT = intent to treat

RESEARCH
1O PRACTICE

WoyachJ et al. ASH 2025; Abstr&&3;\WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print].



BRUIN CLB14: PFS 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(54) 24 (21.2) Number of events, n (%) 37 (16.9) 45 (20.6)
18-month PFS rates (95% CI) 95.3 (89.1, 98.0) 87.6 (79.7, 92.6) 18-month PFS rate (95% ClI) 81.7 (75.1, 86.7) 79.2 (72.3, 84.6)
Median follow-up, mo 225 22.4 Median follow-up, mo 18.4 16.8
Hazard ratio (95% Cl) 0.239 (0.098, 0.586) Hazard ratio (95% CI) 0.729 (0.471, 1.128)
Nominal p-value?® 0.0007 Nominal p-value? 0.1563

S The PFS results presented are INV-assessed S The PFS results presented are INV-assessed

g [V P E— R 2 100;

3 90- T — e - 2 904

[1+] ¢ e 7 vn ; SRR ©

'g 80+ N!O----P g 80

3 Vememienh L

o 704 ¥ o 704

S 60; e 3 60;

g 501 g 50,

9 40, 9 4o0;

£ 30; 2 304

S 204 S 204

g 10 g 10+

20— e . T

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

a a

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 9% 90 89 86 81 32 29 5 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

WoyachJ et al. ASH 2025; Abstr&&3;\WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print].



BRUIN CLLB814: Safety Profile

Grade 23

Any Grade

Ibrutinib
n=325

Grade 23

Pirtobrutinib
n=330
Preferred Term Any Grade
210% of Participants in Either Arm n (%)
Subjects with 21 TEAE 320 (97.0)
Neutropenia 75 (22.7)
Upper respiratory tract infection 99 (17.9)
Anemia 0(15.2)
Pneumonia 5(13.6)
Diarrhea 44 (13.3)
COVID-19 40 (12.1)
Hypertension 35 (10.6)
Contusion 3(10.0)
Arthralgia 26 (7.9)
Thrombocytopenia 26 (7.9)
Urinary tract infection 26 (7.9)
Atrial fibrillation 8(2.4)
Dose modifications due to TEAEs
Reductions 26 (7.9)
Discontinuations 31(9.4)

n (%)
181 (54.8)
57 (17.3)

2 (0.6)

19 (5.8)
21 (6.4)

1(0.3)

4(1.2)

11 (3.3)

0 (0)

0 (0)

9 (2.7)

3(0.9)

3(0.9)

] (‘yo)
318 (97.8)
58 (17.8)
63 (19.4)
46 (14.2)
49 (15.1)
62 (19.1)
33 (10.2)
49 (15.1)

30 (9.2)
41 (12.6)
37 (11.4)
40 (12.3)
41 (12.6)

n (%)
174 (53.5)
43 (13.2)

0 (0)
12 (3.7)
28 (8.6)
4(1.2)
5 (1.5)
16 (4.9)

0 (0)

0 (0)
10 (3.1)
3(0.9)
12 (3.7)

59 (18.2)
35 (10.8)

Median time on treatment was 20.5 months with pirtobrutinib and 19.3 months with ibrutinib;
1 patient developed Richter Transformation (RT) on pirtobrutinib; 4 patients developed RT on ibrutinib

Pirtobrutinib was well-tolerated with fewer dose reductions and discontinuations due to TEAEs than ibrutinib

WoyachJ et al. ASH 2025; Abstr&&3;\WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print].
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BRUIN CLB814: Adverse Events of Special Interest (AESI)

Pirtobrutinib Ibrutinib
n=330 n=325
Any Grade Grade 23 Any Grade Grade 23
>10% 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 (23.6) 11 (3.3) 81 (24.9) 9 (2.8)
Bruising® 45 (13.6) 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® 51 (15.5) 20 (6.1) 1(15.7) 12 (3.7)
Thrombocytopenia’ 39 (11.8) 12 (3.6) o7 (17.9) 13 (4.0)
Atrial fibrillation and atrial flutter 8(2.4) 3(0.9) 4 (13.5) 13 (4.0)
>75 years old? 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

RESEARCH

WoyachJ et al. ASH 2025; Abstr#&3;WoyachJA et alJ Clin Oncd025 December 7;[Online ahead of print]. —




Pirtobrutinib vs Bendamustine Plus Rituximab
(BendaR) in Patients With CLL/SLL: First Results
From a Randomized Phase 11l Study Examining a
Non-Covalent BTK Inhibitor in Untreated Patients

Woijciech Jurczak?, Michal Kwiatek?, Jaroslaw Czyz®, Ederson Roberto de Mattos*, Ki-Seong Eom?,
Alexander Egle®, Anna Panovska’, Zhanet Grudeva-Popova®, Hsuan-Jen Shih?®, Luis Felipe Casado
Montero'®, Paolo Sportoletti'!, Vu Minh Hua'?, James T. D’Olimpio'3, Shinsuke lida’#, Rodrigo Ito'>,
Katherine Bao'®, Anne Fink'>, Weiji Su', Amy S. Ruppert’, Alejandro Levy'>, Tomasz Wrobel'®

ASH 2025;Abstract LBA3.




BRUIN CLB13 Study Design

Stratified by:

J

IGHV mutation status: Pirtobrutinib?
Mutated vs. unmutated 200 mg PO QD
: : Rai stage:
Patients with 0-1 vs. NI-IV
- R Optional crossover®
previously untreated 1:1 [ (PD confirmed by IRC)
CLL/SLL
Bendamustine®¢ . Rituximab?2d
90 mg/m? IV 375->500 mg/m? IV
Key Eligibility Criteria
/ y=19 y / \ / Endpoints
= Confirmed diagnosis of CLL/SLL, with requirement for therapy (per iwCLL 2018 criteria) Pri
rimary
" ECOGPS0to2 - PFSe/ (per iwCLL 2018 criteria)
= Naive to systemic therapy for CLL/SLL Key secondary
= No 17p deletion = OSf
= Platelets 275 x 109/L (=50 x 109/L for patients with evidence of bone marrow infiltrate)
Secondary

= Hemoglobin =8 g/dL
= Absolute neutrophil count 20.75 x 109/L

. J

Jurczak W et al. ASH 2025;Abstta8A3;] Clin Oncd025 December 9;[Online ahead of print].

* ORRSY (per iwCLL 2018 criteria)

= Safety measures




BRUIN CLB13: Response Data

IRC-Assessed ORR

Pirtobrutinib

(n=141)

INV-Assessed ORR

Pirtobrutinib

(n=141)

ORR? (PR or better)
n (%)
95% CIb
Best overall response®c, n (%)
CR or CRi
PR or nPR
PR-L
SD
PD

Unknown/not applicabled

133 (94.3)
89.1,97.5

19 (13.5)
114 (80.9)
0
3(2.1)
2 (1.4)
3(2.1)

114 (80.9)
73.4,87.0

29 (20.6)
85 (60.3)
0
0 (7.1
1(0.7)
16 (11.3)

133 (94.3)
89.1,97.5

8 (5.7)
125 (88.7)
2 (1.4)
1(0.7)
2 (1.4)
3(2.1)

116 (82.3)
75.0, 88.2

29 (20.6)
87 (61.7)
0
6 (4.3)
3(2.1)
16 (11.3)

ORR with pirtobrutinib was >90% by both IRC and INV, and higher than with BendaR

ORR = overall response rate; PR = partial response

Jurczak W et al. ASH 2025;Abstta8A3;] Clin Oncd025 December 9;[Online ahead of print].



BRUIN CLEB13: PFS Outcomes

>

= 100+ —=———m— o Pirtobrutinib

8 g0l B e 4 ""_m Pirtobrutinib

o b (n=141)

% gg Bendali _"-. 44 Number of events, n (%) 13 (2.2) 48 (34.0)
2 blla)— +h 24-month PFS rate, 93.4 70.7
2 60- '\ (95% Cl) (87.6,96.5)  (61.5,78.1)
@ 80 Ll Median follow-up, months 28.1 28.3
= 407 F# 4 —H  Hazard ratio (95% Cl) 0.20 (0.11, 0.37)

S 301 | p-valuea <0.00012

5 20+ |

)] | The PFS results presented are IRC assessed

o 101 |

g 0 ] ] n n L] L] T L] L] L] L] L] ] L] L] ] L] L] L] - L

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

Number at risk Time Since Randomization (Months)

Pirtobrutinib 141 138 136 135 133 133 131 130 128 128 124 124 119 119 67 5 55 11 5 4 O
BendaR 141 122 120 116 114 111 107 105 96 96 92 87 81 77 50 38 36 6 4 3 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 W et al. ASH 2025;Abstta8A3;] Clin Oncd025 December 9;[Online ahead of print]. W



BRUIN CLEB13: OS Outcomes

Pirtobrutinib

100”"'“‘""‘7—-—-”, T L e —
2 g - A T — I -HEHE Wy g Pirtobrutinib 7  BendaR
= BendaR n=141 n=141
% _813 Number of events, n (%) 3(2.1) 10 (7.1)
a 24-month OS rate, 97.8 93.0
— 607 (95% Cl) (93.3,99.3)  (87.0,96.3)
g 50 - Median follow-up, months 32.7 317
,,3, 40 Hazard ratio (95% Cl) 0.26 (0.07, 0.93)
= 30 p-value 0.02612
o 20 -
>
O 10 1
0 L] L] n T L] L] n I n T n n L] L] L] n L] L] L] L] L] .
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 4 Effective crossover rateP:
Number at risk Time Since Randomization (Months) 52.9% (18/34)
Pirtobrutinib 141 140 139 138 137 137 137 137 137 137 135 134 132 132 125106 80 52 39 15 1 O
BendaR 141 130 127 124 123 122 119 117 114 113 113 112 111 111 100 82 61 40 23 9 0 0O

OS data were immature, but trended in favor of pirtobrutinib, despite a high effective crossover rate

Jurczak W et al. ASH 2025;Abstta8A3;] Clin Oncd025 December 9;[Online ahead of print]. W



BRUIN CLB13: Safety Profile

EAIR = exposw&djusted incidence rate

Jurczak W et al. ASH 2025;Abstta8A3;] Clin Oncd025 December 9;[Online ahead of print].



