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Description

Leniolisib (CDZ173) is a potent and selective PI3K3 inhibitor currently in phase I/l clinical trials for the

treatment of immunodeficiency disorders.

IC59 & Target

PI3K& PI3Ka PI3KB PI3Ky DNA-PK

11 nM (ICyo) 280 nM (ICsp) 480 nM (ICs0) 2.57 uM (ICso) 880 NM (ICso)

In Vitro

Expression of APDS mutant p1103 in cell lines and patient-derived lymphocytes lead to increased pathway
activity, measured as phosphorylation of AKT or S6, which is suppressed by leniolisib in a concentration

dependent wayl'l.

In Vivo

Oral leniolisib lead to a dose-dependent reduction in PIBK/AKT pathway activity and resolve the immune
dysregulation with normalization of circulating transitional and naive B cells and reduction in PD-1+CD4+
and senescent CD57+CD8+ T cells. After 12 weeks of treatment, all patients show amelioration of
lymphoproliferation with lymph node sizes and spleen volumes reduced by 39% (mean, range 26-57%) and

40% (mean, range: 13-65%), respectively[1].

Solvent&Solubility

In Vitro:

DMSO : 100 mg/mL (222.00 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.2200 mL 11.0998 mL 22.1995 mL
Stock Solutions 5 mM 0.4440 mL 2.2200 mL 4.4399 mL
10 mM 0.2220 mL 1.1100 mL 2.2200 mL
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In Vivo:
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VBT IR ER: 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (5.55 mM); Clear solution

B REAERAF 2 2.5 mg/mL (5.55 mM, HIFIFE AR R THH

BL 1 mL LB, B 100 uL 25.0 mg/mL (% DMSO fi#iiinE] 400 uL PEG300 1, &5
] R R A 50 uL Tween-80, JRAIA): SRS 450 uL A3 EKEZ % 1 mL.

25 P IR IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (5.55 mM); Clear solution
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M7 ETFRAS 2 2.5 mg/mL (5.55 mM, ERTEEARA) RIS AT
BL1mL TAEINEL, B 100 pL 25.0 mg/mL ({73 DMSO fif#NE 900 L 20% [ SBE-B-CD ZE
LRI, IREIA .

AT IR INEEFRE R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (5.55 mM); Clear solution

W7 EATERAS 2 2.5 mg/mL (5.55 mM, MEFRIREARN) AOMERVA TR, 7 SEANE TS0 e A BTG
s,

BL1mL TAERH], B 100 pL 25.0 mg/mL [ DMSO f§ &% 900 uL Fkieh, RE#H4.
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