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Description

Ibrutinib (PCI-32765) &M R Al ¥ kM Btk #4150, 1C50 {454 0.5 nM. Ibrutinib AJ{EN
Btk Fifk, FT&E— &% PROTAC 41, 0 P131. P131 {EfT A Burkitt’s #kELR RAMOS 4
B, WREN 10 F11007aM I, 4R 5IFEME 73% F1 89% Btk.

IC50 & Target

1C50: 0.5 1M (Btk)

In Vitro

Ibrutinib (PCI-32765) selectively inhibits B-cell signaling and activation. It inhibits autophosphorylation
of Btk (IC50=11 nM), phosphorylation of Btk's physiological substrate PLCy (IC50=29 nM), and
phosphorylation of a further downstream kinase, ERK (IC50=13 nM)[1].

Ibrutinib (PCI-32765) inhibits BCR-activated primary B cell proliferation (IC50=8 nM). Following
FcyR stimulation, Ibrutinib (PCI-32765) inhibits TNFa, IL-13 and IL-6 production in primary monocytes
(IC50=2.6, 0.5, 3.9 nM, respectively)[3].

Ibrutinib binds C481 (Cysteine481) of BTK with an ideal IC50 of 0.5?nM. Ibrutinib cannot form a
covalent bond with the hydroxyl group of serine, C481S mutation increases the IC50 against BTK-C481S

phosphorylation from 2.2?nM to 1?uM[4].

In Vivo

Ibrutinib (PCI-32765) (3.125-50 mg/kg, p.o.) reduces the level of circulating autoantibodies and
completely suppresses disease in mice with collagen-induced arthritis. Ibrutinib (PCI-32765) inhibits
autoantibody production and the development of kidney disease in the MRL-Fas(lpr) lupus model. Ibrutinib
(PCI-32765) (3.125-50 mg/kg, p.o.) reduces renal disease and autoantibody production in MRL-Fas(Ipr)
mice[1]. Ibrutinib (PCI-32765) (0.1 uM) inhibits activation-induced proliferation of CLL cells, induces
selective cytotoxicity in B cells compared with T cells, but alters activation induced T-cell cytokine
production[2]. Ibrutinib (PCI-32765) dose-dependently and potently reverses arthritic inflammation in a
therapeutic CIA model with an ED50 of 2.6 mg/kg/day. Ibrutinib (PCI-32765) also prevents clinical arthritis
in CAIA models[3].

Solvent&Solubility

4 P S
DMSO H#EFESE : 100 mg/mL (227.01 mM; #8 A BE; WIRK DMSO X 7= i I 7 il B A 2 35 52
e, 5 AETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2701 mL 11.3507 mL 22.7015 mL
Stock Solutions 5 mM 0.4540 mL 2.2701 mL 4.5403 mL
10 mM 0.2270 mL 1.1351 mL 2.2701 mL
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VI S

WK IR IR R: 5% DMSO  —  95% (20% SBE-B-CD in Saline)

Solubility: >2.75 mg/mL (6.24 mM); 54T

I -

R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.68 mM); V&5

W RAHAG > 2.5 mg/mL (R ARKD HIETHIRT.

VL 1mL TAEWCHE], B 100 pL 25.0 mg/mL B DMSO f## N 400 uL PEG300 1, VR4
151, Hi B ARSI 50 uL Tween-80, JRE YA RIGHAEEEIIN 450 uL AFHAK EHE 1

mL,

AEFRER KT 4 0.9 g FALEN, BT ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR ER K
L

R =

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

Solubility: 2.5 mg/mL (5.68 mM); &kitil; i##~ Bhi

SET7 A3 2.5 mg/mL B S0, S AT T IR A

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7EH DMSO fig & inE] 900 uL 20% [ SBE-B-CD
AEFEAOKIEIR T, IREBIN .

2 g SBE-B-CD (I T 5k B-FRMIE) MACAE T 10 mL AEEE K, SEARMEREEN.

F%E N

EIRF AR 10%DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (5.68 mM); IR

SET7 AR > 2.5 mg/mL CHRIBERSED BRI IbJ7 R 9 FMI7E LA A UL s Y sesemg

B
PL I mL TAEBCAE], X 100 uL 25.0 mg/mL f7EE DMSO fig & inE] 900 uL Tk, JBEH
%],

DUR R %8, 1 BRI TAE. A, AR .  LURE RIS i E ot
SEPRILIE FE T AR AR b IAERR A AR P DT . TR, AT DUE R N AR
S 7 BN .

VI S

WU IR 0.5% Methyl cellulose/0.5% Tween-80 in Saline water

Solubility: 3.33 mg/mL (7.56 mM); Suspension solution; #7 B,
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it & WA ARA7 77 SURIIRR . -80°C, 6 months; -20°C, 1 month (protect from light). -80°C & fEIN, i%7E 6 NH WA, -20°C
TEAEIE, VEE 1A H A

AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W
1 mM 2.2701 mL 11.3507 mL 22.7015 mL 56.7537 mL
5mM 0.4540 mL 2.2701 mL 4.5403 mL 11.3507 mL
10 mM 0.2270 mL 1.1351 mL 2.2701 mL 5.6754 mL
15 mM 0.1513 mL 0.7567 mL 1.5134 mL 3.7836 mL
20 mM 0.1135 mL 0.5675 mL 1.1351 mL 2.8377 mL
25 mM 0.0908 mL 0.4540 mL 0.9081 mL 2.2701 mL

DMSO

30 mM 0.0757 mL 0.3784 mL 0.7567 mL 1.8918 mL
40 mM 0.0568 mL 0.2838 mL 0.5675 mL 1.4188 mL
50 mM 0.0454 mL 0.2270 mL 0.4540 mL 1.1351 mL
60 mM 0.0378 mL 0.1892 mL 0.3784 mL 0.9459 mL
80 mM 0.0284 mL 0.1419 mL 0.2838 mL 0.7094 mL
100 mM 0.0227 mL 0.1135 mL 0.2270 mL 0.5675 mL
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