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Description

Fevipiprant (QAW039; NVP-QAWO039) is a selective, potent, reversible competitive CRTh2 antagonist with
an in vitro dissociation constant KD value of 1.1nM at the CRTh2 receptor and an IC50 value of 0.44 nM for
inhibition of PGD2-induced eosinophil shape change in human whole blood. 1C50:0.44 nM(PGD2-induced
eosinophil shape change) Kd value:1.1nM(CRTh2 receptor)[1] In vitro: CRTh2-mediated shape change in
eosinophils was used to profile QAWO039 in whole blood and represents a physiologically relevant
environment. The comparable IC50 values for QAWO039 in the whole blood and isolated shape-change
assays are consistent with its lower plasma-protein binding and its relatively slow dissociation kinetics that
drive its increased potency .QAWO039 is highly potent in whole-blood systems, with the IC50 value obtained
consistent with the affinity values calculated from radioligand experiments. In a further disease-relevant
cellular context, the potency of QAWO039 in the isolated Th2 cell cytokine inhibition assay is consistent with
its CRTh2 receptor affinity, and, as with eosinophil assay readouts, this represents an improved potency

compared with QAV680[2].

Solvent&Solubility

In Vitro:
DMSO : 2 32 mg/mL (75.05 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.3452 mL 11.7258 mL 23.4516 mL
Stock Solutions 5 mM 0.4690 mL 2.3452 mL 4.6903 mL
10 mM 0.2345 mL 1.1726 mL 2.3452 mL
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VBT IR E: 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (5.86 mM); Clear solution

B REAIRA 2 2.5 mg/mL (5.86 mM, HIFIE AR (R THIHT.

BL 1 mL LB, B 100 pL 25.0 mg/mL [#7%E DMSO fif#iinE 400 uL PEG300 1, A5
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25 WP IR IR 10% DMSO— 90% (20% SBE-B-CD in saline)
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Solubility: = 2.5 mg/mL (5.86 mM); Clear solution

JEJT A3 2 2.5 mg/mL (5.86 mM, LRI AR AOFE HH.

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (5.86 mM); Clear solution

W7 FEATERAG 2 2.5 mg/mL (5.86 mM, MIFRIREARN) AOMEVA TR, 7 SEANE TS0 e A LR Y
.

L1 mL TAER 6], B 100 pL 25.0 mg/mL (3% DMSO f§&nE] 900 L Fkiheh, REe#A.
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