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AZD8797 is an allosteric non-competitive and orally active modulator of the human CX3CR1 receptor;
Description
antagonizes CX3CR1 and CXCR2 with Kis of 3.9 and 2800 nM, respectively.

125]].CX3CL1-CX3CR1 125]-]L-8-CXCR2
IC59 & Target [

3.9 nM (Ki, in HEK293S cells) 2800 nM (Ki, in HEK293S cells)

In a flow adhesion assay, AZD8797 antagonizes the natural ligand, fractalkine (CX3CL1), in both human
whole blood (hWB) and in a B-lymphocyte cell line with ICs; values of 300 and 6 nM respectively. AZD8797
also prevents G-protein activation in a [**S]GTPyS accumulation assay. AZD8797 positively modulates the
CX3CL1 response at sub-micromolar concentrations in a B-arrestin recruitment assay. In equilibrium
In Vitro saturation binding experiments, AZD8797 reduces the maximal binding of 125I-CX3CL1 without affecting
Ka[1]. AZD8797 binds selectively with high affinity to human and rat CX3CR1 (K; of hCX3CR1, 4 nM; K; of
rCX3CR1, 7 nM, respectively). The equilibrium dissociation constant, Ks, demonstrates that AZD8797 is a
very potent inhibitor for human CX3CR1 (10 nM). The potency is threefold lower for rat CX3CR1 (29 nM)

and decreases even further at mouse CX3CR1 (54 nM)[2].

AZD8797 treatment in Dark Agouti rats with myelin oligodendrocyte glycoprotein-induced EAE results in
In Vivo reduced paralysis, CNS pathology, and incidence of relapses. The compound is effective when starting

treatment before onset, as well as after the acute phase[2].

In Vitro:

DMSO : 2 150 mg/mL (371.69 mM)

* "2" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 24779 mL 12.3897 mL 24.7795 mL
Stock Solutions 5mM 0.4956 mL 2.4779 mL 4.9559 mL
10 mM 0.2478 mL 1.2390 mL 24779 mL

AR % S IR 9 0 R A A O B 8 e — ELRR BB, AP SR, SR
SR 7 5

& RAF 77 AR -80°C, 6 months; -20°C, 1 month. -80°C fifER, i7E 6 4~ WiEfH, -20°C
RS, W 1 AH A

In Vivo:

R 00 S BRI 25 07 S BG4 B AR7 5E Dh R VAR SR e B I Vitro 77 SUREHIZEES 0
K, PRI A1

Solvent&Solubility | i geuoss s nr st IR & 00T DR RETE 2 F, 38517 PRMSIN0 T AENE, AR
FBAL, SRAE LR ORI S 00 E 3 R R A SIS Wk B L L A B i e
BRULHE. HPUIUG, T LU RS A B T B

AWK INAEEFA7 . 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (6.19 mM); Clear solution
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L1 mL TAEMCAH, B 100 pl 25.0 mg/ml [93%% DMSO &%) 400 uL PEG300 Hi, 8 &40
FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (6.19 mM); Clear solution

M7 ETFRAS 2 2.5 mg/mL (6.19 mM, LRI ARA) RIS

PL 4 mL TAER], B 100 pL 25.0 mg/mL {95 DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil
Solubility: = 2.5 mg/mL (6.19 mM); Clear solution

BET5 T HRAT 2 2.5 mg/mL (6.19 mM, AIEEAR) FIEREIL BT RANE R T 9 A AE A A BLER

Bl mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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Animal Administration

Rats: AZD8797 is formulated in 30-35% (wt/wt) hydroxy-propyl-beta-cyklodextrin and administered
s.c. through osmotic minipumps. Treatment is blinded to the operator. The plasma concentration of

AZD8797 is analyzed twice from each rat[2].

Kinase Assay

CHO-hCX3CR1 membranes together with different concentrations of AZD8797 are incubated in 50
mM HEPES, 100 mM NaCl, 5 mM MgCl,, 10 uM GDP and 0.01% gelatin in a MicroWell 96-well
plate. 0.56 uCi/mL [**S]GTPyS and ECg, of CX3CL1 are then added. The plate is incubated at 30°C
for 1 h and subsequently unbound [**S]GTPYS is separated from bound by vacuum filtration to a
Printed Filtermat B. The different AZD8797 concentrations are achieved by stepwise dilution in
DMSO to achieve a final DMSO concentration of 1% in all wells after addition of assay buffer,

regardless of AZD8797 concentration[1].
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