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Adult pts with R/R | Open-label single-arm | (Median f/u: 12 months) Phase 1 portion:
MCL after at least 2 | multicohort trial. ORR: 57.8%, CR: 20.0% pirtobrutinib 30 to 300
lines of systemic 164 pts with R/R MCL | ORR in pts received HSCT: 57.9% mg PO QD; Phase 2
therapy, including a | and other B-cell DOR in responder: 21.6 months. portion: 200 mg PO
BTK inhibitor. malignancies, including | eOS at 18 months: 59.3%. QD

TEAE leading to discontinuation: 9.1%
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(BRUIN trial, those who were
NCT03740529) previously treated with
Ref: J Clin Oncol. a cBTKi. (Median
2023 Aug 20;41(24): | previous lines of
3988-3997. therapy: 3)
Adult pts with Open-label single-arm | (Median f/u: 19.4 months) Phase 1 portion:
CLL/SLL, with at least multicohort trial. ORR: 73.5%; CR: 1.6% pirtobrutinib 30 to 300
2 prior lines of 317 pts with R/R MCL, | mPFS: 19.6 months. mg PO QD; Phase 2
therapy, including a | including 247 pts For pts received all 5 CLL/SLL therapy:| portion: 200 mg PO
BTK inhibitor and a | received BTK inhibitor. | mPFS 13.8 months. QD
BCL-2 inhibitor. 12-months OS: 86.0%
(BRUIN trial, TRAE leading to discontinuation: 2.6%
NCT03740529) Open-label phase lll (Median f/u: 17.2 months) Pirtobrutinib: 200 mg
Ref: N Engl J Med RCT. mIRC-PFS: 14 months vs 8.7 months | PO QD.
2023;389:33-44. 238 pts with CLL/SLL, (HR: 0.57, P=0.0002)* IdelaR: idelalisib 150
J Clin Oncol. 2025 previous cBTKi. Median EFS: 14.1 months vs 7.6 mg PO BID &
Aug;43(22):2538- (1:1 ratio) months* (HR: 0.39) rituximab 375 mg/m?2
2549. pirtobrutinib vs Median TTNT: 24.0 months vs 10.9 once, then 500 mg/m2
investigator’s choice of | months. (HR: 0.37) Q2W at the following
IdelaR or BR OS at 18 months: 73.4% vs 70.8%. four infusions, then
TRAE leading to discontinuation: 5.1%| 500 mg/m2 Q4W*3.
vs 21.1%. BR: bendamustine 70
mg/m2 IV D1&D2 of
up to 6 total 28-day
cycles, rituximab 375
mg/m2 once, then 500
mg/m2 on day 1 of
cycles 2-6.
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Pirtobrutinib fE% CLL/SLL —#R cBTKi AKX & - EANELEN _BREEREZ— -

»  BCL2: B cell lymphoma 2; cBTKi: covalent Bruton'’s tyrosine kinase inhibitor; CLL/SLL: chronic lymphocytic
leukemia or small lymphocytic lymphoma; EFS: event-free survival; HSCT: hematological stem cell

REMEHRSE - HEFM - BARESEZELN )RR R - 2025




transplantation. MCL: mantle cell ymphoma; Pts: patients; R/R: relapse/refractory; TTNT: time to next
treatment or death.
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6. MWMERZRFEIIER : 8858 (20% ; 3/4 % : 0.9%) - BEMERE: (14~16% ; 3/4#& -
0.8~3.6%) ~ BE& (10~15%) ~ fHAEBMEAREE (12% ; 3/4 #& : 2.7%)
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13. BEREZFEET : NEA L7 (23~30% ; 3/4 %4 : 0~1.6%) - M5 FFE (19~40% ; 3/4 4 :
1.6~2.8%) ~ AST EF+ (17~23% ; 3/4 4% : 1.6~2.8%) - MEF ~PE (13% ; 3/4 % : 1.6%) ~ M
B9 NBE (13%) ~ Mefnle NBE (12~21% ; 3/4 4R : 4.4~7%) ~ ALP L7t (11~21%) ~ ALT E£F+
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REFELK CYPIA4 K3 - WA UGT1A8 B2 UGT1A9 #1717 glucuronidation -

2 E Y ZBEBR 37% R HERE - 53% K HKRAHER (10%/REZER RRHR) -
ARzzg il CYP2C8 ~ CYP2C9 - CYP3A - CYP1A2 -~ CYP2B6 -~ CYP2C19 - CYP2D6 - P-gp £
BCRP ; W oJzFE CYP3A4 ~ CYP3A5 - CYP2B6  CYP2C19 -

BRI RS SR
T F#m
SR CYP3A HDHI7E
(#0 itraconazole)

ETHI SR

AUC EHIEE

Pirtobrutinib AUC
FF 49%

EEREZEE

BRI -

NSRRI SRR CYP3A HIHIE -
pirtobrutinib 28 = 150 mg QD -

HBAME% 50 mg QD - RIZEH CYP3A

HMF2E 5 E+FREBKERSE -

A%

(#0 rifampin)

NET71%

th2X CYP3A I Pirtobrutinib AUC | B&8l pirtobrutinib BEEI1ER -
(40 verapamil =% EFH 20~30%

diltiazem)

3% CYP3A FEEHE Pirtobrutinib AUC | &% -

YNER N A AR CYP3A FEH -

Rl
pirtobrutinib H=E31&/01Z 300 mg QD ; &
HAEIEIE% 50 mg 5% 100 mg QD - RUE/N

50mg -

th%4 CYP3A FEH Pirtobrutinib AUC | B2l pirtobrutinib &2Y -

(4 Efavirenz 3§ FPE 27~49%

bosentan)

CYP3A4 28 Midazolam AUC L | 1288 CYP3A4 B (R EETE S %L
F+70% BOH

CYP2C8 ZEH Repaglinide AUC | %88 CYP2C8 S EHH BB TEI S A E
EH 130% B

CYP2C19 =& Omeprazole AUC | %88 CYP2C19 2B EEITHI S22
7 56% Bl

P-gp 28 Digoxin AUC EF+ | %288 P-gp RERHEETE SRR EE
35% Al

BCRP & Rosuvastatin AUC | %88 BCRP B H B ETEIS AR HE
EFH 140% Al
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A428D -~ M437R ~ T4741 B3 |L528W SEREEEM A B _ LRIBERE - 15 pirtobrutinib <
M - SINNIER PLCY2 RE: - T EZEFTAR BTK fIHIEIKXY - AT ZE MO & L
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Toll-like Receptor Chemokine Receptor

B Cell Receptor Singnaling
Signaling Signaling

cxcLz @

Fig. 3 A schematic map of
BTK in BCR signalling, TCR
signalling, and chemokine
receptor signalling pathway.
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