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Description

Pirtobrutinib (LOXO0-305), a highly selective and non-covalent next generation BTK inhibitor, inhibits
diverse BTK C481 substitution mutations. Pirtobrutinib causes regression of BTK-dependent lymphoma
tumors in mouse xenograft models. Pirtobrutinib is also more than 300-fold selective for BTK versus

370 other kinases tested and shows no significant inhibition of non-kinase off-targets at 1 uM[1].

In Vitro

Pirtobrutinib LLZN BE /K (2 F14G #3015 4£ 7 BTK A1l BTK C481S A5 (3T M. Pirtobrutinib 111
#il WT BTK (Y223) ERE#E{L, IC50 9 3.68 nM. Pirtobrutinib i BTK C481S Y223, C481T Y223
C481R Y223 HWMAL, 1C50 379 8.45. 7.23 Fl 11.73 nM[1].

Solvent& Solubility

41 P S s
DMSO [ f#EE : 50 mg/mL (104.29 mM; 8 7 Bi; KGR DMSO X i iR VA il BE A 35 5,
1718 F BT T3 19 DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.0858 mL 10.4291 mL 20.8581 mL
Stock Solutions 5mM 0.4172 mL 2.0858 mL 4.1716 mL
10 mM 0.2086 mL 1.0429 mL 2.0858 mL
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E S

IR IR R: 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: 2.75 mg/mL (5.74 mM); =3 5 BhA

W77 ZAIHRAT 2.75 mg/mL (3550 B, Bk AT A T AR R s e

PLU 1 mL TAERCABI, B 100 pL27.5 mg/mL [¥E DMSO fif#3N%] 900 uL 20% ) SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD U T 5k B-FRMIE) MAEAE T 10 mL AEIE K, SEARMEREIEN.
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EIRF I INEFER:  10% DMSO  —  90% Corn Oil

Solubility: >2.75 mg/mL (5.74 mM); ¥ #K

SET7 A 3RS > 2.75 mg/mL CHEIRIEESRAD MRE WL BET7 22 Se08 FWIZE AN BB M 3h W seie iy
AL

PLImL TAEWABE], HL 100 uL 27.5 mg/mL [ DMSO fif & NEl 900 uL F oK+, 1REH
5.
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R FAINEEAAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.21 mM); ¥ &k

M5 ARG > 2.5 mg/mL CHURIERFD 1EHER.

U1 mL TAE9%), B 100 pL 25.0 mg/mL %% DMSO & WNE] 400 uL PEG300 ', &
Y15y, B ERKATIA 50 uL Tween-80, VB AAT; ARG HEAEEMA 450 uL AEBEK EFHE 1
mL.

AEFE KT K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE 1% I 1 AR B A K
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Solubility: 10 mg/mL (20.86 mM); = ihik; 7 BhvE

50% PEG300 — 50% Saline

ZHE

[1]. Gomez E B, et al. Loxo-305, a Highly Selective and Non-Covalent Next Generation BTK Inhibitor,

Inhibits Diverse BTK C481 Substitution Mutations[J]. Blood, 2019, 134(Supplement 1):4644-4644.

TEEEAE BRI R -

AR P S E S R 70 R R VA R B I PR A & T ISR AR — ELRC RV, VB M RAE, B G S S VR R BRI P
P BB RAE T RAAMR : -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C ff£IE, &7 6 AN H WA,
-20°C fififFiy, EAE 1 AMH AR

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.0858 mL 10.4291 mL 20.8581 mL 52.1453 mL
5 mM 0.4172 mL 2.0858 mL 4.1716 mL 10.4291 mL
10 mM 0.2086 mL 1.0429 mL 2.0858 mL 5.2145 mL
15 mM 0.1391 mL 0.6953 mL 1.3905 mL 3.4764 mL
20 mM 0.1043 mL 0.5215 mL 1.0429 mL 2.6073 mL
DMSO 25 mM 0.0834 mL 0.4172 mL 0.8343 mL 2.0858 mL
30 mM 0.0695 mL 0.3476 mL 0.6953 mL 1.7382 mL
40 mM 0.0521 mL 0.2607 mL 0.5215 mL 1.3036 mL
50 mM 0.0417 mL 0.2086 mL 0.4172 mL 1.0429 mL
60 mM 0.0348 mL 0.1738 mL 0.3476 mL 0.8691 mL
80 mM 0.0261 mL 0.1304 mL 0.2607 mL 0.6518 mL
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