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« While Bruton tyrosine kinase inhibitors (BTKi) can induce sustained remissions, ongoing response

. . R . 212 Months Treatment
requires continuous treatment and thus long-term safety/tolerability is critical for adherence, Characteristics 212 'V'°"It\lh_53;geatme“t All ﬁf‘%‘%ts All Patients (n=773) > 19 ths Treat ¢ (=326 Median (min, max)
maintaining dose intensity, and delivering maximum efficacy Disease types, n (%) Bruising® - 2 12 months Treatment (n=326) Fatigue 5.1(0.0,28.9)
 Pirtobrutinib, a highly selective, non-covalent (reversible) BTKi was approved by '\CAELL/SLL 24121((1624-97)) 136%7&1%) 9 Diarrhea - 4.2(0.0,27.6)
US-FDA in January 2023 for relapsed or refractory mantle cell lymphoma (MCL) after at least 2 lines of WM 41 (12.6) 80 (10.3) Arthralgia COVID-19 14.3(0.0,35.5)
systemic therapy including prior BTKi treatment? Rl vzL 169((15-88)) o 88-% - g Contusion 2.1(0.0,35.0)
. o .. . : : : ' , ash® = Cough {—— 8.1(0.1,28.3
« Pirtobrutinib is well tolerated and demonstrates promising efficacy in poor-prognosis B-cell malignancy Others 7(2.1) 49 (6.3) c . k°”9 SSEOO . 91
: - - : - : 2 Median age, years (range) 69 (33-88) 68 (26-95) g > ack pain — ) > (0.0, 32.
patients following prior therapy, including p.I’.IOI’ coyalent B.TI'<| Male, n (%) 213 (65.3) 516 (66.9) Hemorrhage/Hematoma L%: Headache ] [ 66(0.0.293)
* However, the Iong-ter.m. safety anq tolerablllty Qf pirtobrutinib has not yet bgen rep.or.ted ECOG PS, n (%) Hypertension 2 Upper respiratory tract infection | —— I 9.5 (0.3, 27.0)
- Here we report the clinical safety in patients with long-term (=12 months) pirtobrutinib treatment from 2 180 gg% o %33'33 = Any Grade £ Nausea I 2.1 (0.0, 26.3)
. . - . . . ©
the phase 1/2 BRUIN trial 2 14 (4.3) 45 (5.8) Atrial fibrillation/fluttere ™ Grade 2 3 g Dyspnea |~ 6.0 (0.0, 24.7)
Median number prior lines of systemic therapy, n , - T - - ' . r . . . Neutrophil count decreased =) 6.4 (0.0,31.3)
. L . . . - (range) 3 (1-13) 3(0-13) 50 40 30 20 10 0 10 20 30 40 50 JRURRN H— 07 (01,293
Pirtobrutinib is a Highly Selective, Non-Covalent (Reversible) BTK Inhibitor S f S, 1 () = '
Anti-CD20 antibody 297 (91.1) 723 (93.5) ercentage Constipation >3(00,27.2)
. .. . ChemOthe.‘rapy 282 (86'5) 668 (86'4) aAEs of special interest are those that were previously associated with covalent BTK inhibitors. PAggregate of contusion, petechiae, ecchymosis, and increased tendency to bruise. cAggregate of all preferred terms including rash.
H|gh|y Selective for BTK23 Plasma EXposureS EX.Ceed ed BTK |C90 Pi rtObtrUtl nét?nznay Stal,blllsz/ g'cl':ltzlnhlbltor 27553((2737_b6)) gg; ggég dAggregate of all preferred terms including hematoma or hemorrhage. eAggregate of atrial fibrillation and atrial flutter. . Bruising® 1.9 (0.0, 28.3)
. . . . . - M Ll i
inactive conformation Immunomodulator 32 (9.8) 100 (12.9) L . . . . . 5 L Rash® 2.4(0.0,28.6)
100 Prior Stem Cell Transplant 26 (8.0) 75 (9.7) » Most TEAEs and AEs of special interest were low grade and did not lead to dose reduction or discontinuation o = )
; A B Autologous 20 (6.1) 59 (7.6) ) ] ] o ) ] ] s Hemmorhage/Hematoma 5.8 (0.0, 24.6)
—e— Pirtobrutinib 200 mg QD Allogeneic 8 (2.5) 21 (2.7) * 42% of the patients with treatment-emergent hypertension had a pre-existing medical history of hypertension 8 Hypertension -— 6.9 (0.0,22.5)
Prior CART 12 (3.7 55(7.1 . . . . . . . e
— B} Other systemic therapy 79 ((24_2)) 213 227-)6) * In total, across all TEAES, dose reduction or discontinuation occurred in 23 (7%) and 11 (3%) patients, respectively @ Atrial fibrillation/flutters {  —— T 10.2(1.3,24.8)
ISt TE . . . T . .o . . . .. . . . - - -
Fa= TR T2 ) Reason discontinued any prior BTK inhibitor?, n (%) « With additional treatment, the rates of selected AEs of special interest did not show clinically meaningful increases, 0 10 20 30 40
o o momcic,anm | S %r)?(%rifs}%\t/ﬁe?sease 16894 (2772-37) igg (Z?-g) particularly Grade 23 Time to First Occurence of AE (Months)
=~ g LY s :_5 /’.\‘\’\‘ R PR TOGRUTING y (27.3) (21.6) - aAEs of special interest are those that were previously associated with covalent BTK inhibitors. "Aggregate of contusion, petechiae, ecchymosis, and increased tendency to
'*E % _ ' @D Data cutoff date of 29 July 2022. aIn the event more than one reason was noted for discontinuation, disease progression took priority. bruise. °Aggregate of all preferred terms including rash. 9Aggregate of all preferred terms including hematoma or hemorrhage. ¢Aggregate of atrial fibrillation and atrial flutter.
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TN I Pirtobrutinib Safety Profile in Patients with 212 Months Treatment and in the Overall Safety Population Treatment Related Modifications Were Similar between Patients _Wlth The median times for first occurrence of most common and select TEAEs were generally within
FANN = 82 | 212 Months Treatment Compared to the Overall Safety Population the first 12 months of treatment initiation
AN 212 Months Treatment (N=326) | . |
1 e\ Treatment Emergent AEs Any Grade Grade 23 Leading to Leading to Drug | Any Grade Grade 23 Leading to Leading to Drug 212 Months : Exposure Adj usted Incidence Rates? for AEs of SpeCIaI Interest
' (215%) 9 TEAE TEAE Dose Reduction Discontinuation TEAE TEAE Dose Reduction Discontinuation TreaiE All Patients -
0.1 0 2 i T = = " =iere (%) (%) (%) (%) (%) (%) (%) (N = 326) (N=773) 212 Months Treatment (N=326) All Patients (N=773)
) Fatigue 32.2 1.2 0 0 28.7 2.1 0.4 0.3 -
Time (h) on Day 8 (Steady-State) Diarrhea 30.7 1.2 0.3 0 24.2 0.9 0.3 0 Median time on treatment, months 19.4 9.6 AEs of Special InterestP : TEAE : TRAE : TEAE : TRAE
Neutropenia? 20.8 239 31 0.6 25.0 20.3 21 0.5 (IOR) (16.0, 25.4) (3.5, 18.1) Incidence Rate Incidence Rate | Incidence Rate Incidence Rate
o ) Covid-19 28.5 4.3 0.3 0 16.7 2.7 0.1 0.4 B R Bruising® 1.99 1.21 2.69 1.55
® |nthItS bOth WT and C481'mutant BTK Wlth equal IOW nM pOtency4 Contusion 25.8 0 0.3 0 19.4 0 0.1 0 Discontinuations due to TRAES, n (0/0) 4 (12%) 20 (26%) Arthra|g|a 1.16 0.23 1.41 0.31
. . .. - . . . . Cough 24.5 0 0 0 17.5 0.1 0.1 0
» In contrast to cBTKi (A), pirtobrutinib (B) appears to stabilize BTK in a closed, inactive conformation, Back Pain 20.9 0.9 0 0 12.7 05 0 0 . Rash® 1.27 0.44 i1 0.55
: : ) L Headache 184 06 0 0 131 05 01 0 Dose reductions due to TRAEs, n (%) 18 (5.5%) 35 (4.5%) Hemorrhage/ Hematoma® 0.87 0.30 1.07 0.36
blocking access to upstream kinases and phosphorylation of Y551, thus inhibiting e : : : : : T 0.85 0.93 0.87 0.30
Scaﬁ:oldlng Interactlons that Support klnase_lndependent BTK Slgnallng4 Inr;gction P y 18.1 0 0 0 9.8 0.1 0 0 Data cutoff date of 29 July 2022. TRAES, treatment related adverse events. Ailrrl)al fibrillation/ flutter’ 013 004 025 007
Nausea 17.5 0.3 0 0 16.2 0.1 0.1 0.1 : : ' ' ' '
Dyspnea 17.2 0.6 0.3 0 15.5 1.0 0.1 0.1 Among the 326 patients who received 212 months treatment: Data cutoff date of 29 July 2022. 2Exposure-adjusted incidence rate is calculated as the first occurrence of each adverse event of interest per 100 person-months of
Abdominal Pai 16.3 0.9 0 0 13.1 1.0 0 0.1 . . . . . . . pirtobrutinib exposure. PAEs of special interest are those that were previously associated with covalent BTK inhibitors. cAggregate of contusion, petechiae, ecchymosis, and
nor’inlnail naln 16. 13. _  Median time on treatment was 19.4 months, with 231 (71%) patients remaining on plrtOertlnlb at increased tendency to bruise. YAggregate of all preferred terms including rash. eAggregate of all preferred terms including hematoma or hemorrhage. ‘Aggregate of atrial
Constipatio 6.3 0 0 0 3.6 0.3 0 0 nereas ¢
_ Any Grade Grade 23 Leading to Leading to Drug ~ Any Grade  Grade 23 Leadingto  Leading to Drug data cutoff fibrillation and atrial flutter.
AEs of Special InterestP == TEAE Dose Reduction Discontinuation TEAE == Dose Reduction Discontinuation . . . . . . . L. . . . i . .
[ Phase 13+3 | (%) (%) (%) (%) (%) (%) (%) (%) * Four (1%) patients discontinued due to a TRAE (platelet count decreased, Covid-19 pneumonia, * Prolonged treatment with pirtobrutinib did not lead to an increase in exposure adjusted incidence
desi Bruising® 30.7 0 0.3 0 23.7 0 0.1 0 : ‘e P _ ; ;
e I SR S } / N Ll esign | Arhralgia 212 08 0 0 144 08 ) o neutropenia, pneumonitis) rates of majority of treatment emergent or treatment-related AEs of special interest
. -day cycles as s s o o 0 o ° H H id- 1
_ - Intra-patient dose escalation Hemorrhage! Hematoma® o6 51 0 0 114 18 o 5 One patient experienced a fatal TRAE (Covid-19 pneumonia) .
Phase 1 Escalation Phase 2 allowed Hypertension 16.0 3.4 0.3 0 9.2 23 0.1 0 T di inuati dd ducti imilar b h Il saf I
+ Expansion (25 to (200 s aD) . et expansion permitted TS lot 2 X D 22 Z : D reatment discontinuation and dose reduction rates were similar between the overall safety O n C u S | O n S
300 mg QD) at doses deemed safe , _ — _ _ _ o population and for patients who received 212 months treatment
Data cutoff date of 29 July 2022. aAggregate of neutropenia and neutrophil count decreased. PAEs of special interest are those that were previously associated with covalent BTK inhibitors. cAggregate . . . . - . . .. S
o 4 of contusion, petechiae, ecchymosis, and increased tendency to bruise. YAggregate of all preferred terms including rash. éAggregate of all preferred terms including hematoma or hemorrhage. * |In this pOSt'hOC Safety ana|y5|s In patlents (N - 326) who received plrtObrutlnlb for 212
Y \ fAggregate of atrial fibrillation and atrial flutter. . . . . months:
Overall Safety /—[ Eligibility Cumulative AE Occurrence Rate Over Time for Selected AEs of Interest in the Overall Safety Population :
Poﬁf;a_;t;on + Agezts 041 morase=2 Atrial fibrillation/fluttera 4] = ooz Hemorrhage/Hematoma® 04| momas=a Hypertension — With continued therapy, low incidence of grade 23 AEs and few dose modifications were
— + Active disease and in need + censored + censored * censored observed
|
of treatment - . .. . .
= 12 months - Previously treated — The safety and tolerability profile observed was similar to previously published safety
« Eligibilit itted with: i X | .
treatment 2" Cardiac comorbidities ” 2 > analyses on all patients enrolled regardless of follow-up
N=326 including prior atrial o % o . .. . .
fibrllation” b :: S * Prolonged pirtobrutinib therapy continues to demonstrate a safety profile amenable to
*  Ongoing anti- @ 3 @ . : : .
/ \ coagulalion/antr-platelt g 5 S Ll long-term administration at the recommended dose without evidence of new or
+ Patients with R/R B-cell malignancies who \ resimen / 3 3 a i ici i
received 212 months of pirtobrutinib at the time ~ § S S worseni ng tOXICIty Slg nals
of_data cutoff (29 Ju!y 2022) were included in Key endpoints u<J < < DISCLAIMER: ©American Society of Clinical Oncology, Inc. Reused with permission. Previously presented at the American Society of Clinical Oncology - 59th Annual
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