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GSKB805 is a potent, orally bioavailable, and CNS penetrant RORyt inhibitor with pICs, of 8.4 and >8.2 for

Description
RORYy FRET assay and Th17 assay!'l.
ICso & Target | IC50: 8.4 (RORy)!!
In Vitro:
DMSO : = 100 mg/mL (187.84 mM)
H,0 : < 0.1 mg/mL (insoluble)
*">" means soluble, but saturation unknown.
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.8784 mL 9.3921 mL 18.7843 mL

Stock Solutions 5 mM 0.3757 mL 1.8784 mL 3.7569 mL
10 mM 0.1878 mL 0.9392 mL 1.8784 mL
TR SRS R PR RO P e PR A IS T I C U G 2V — ELRC AW, B SR IRAE, R
52 VR R BT R
it 35 O A7 7 2URUSIIR: -80°C, 6 months; -20°C, 1 month. -80°C fi#f7kt, it 6 4H MMM, -20°C
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In Vivo:
T AR 1 IR SR A P AN 2 2575 A PR 2 VAR )7 58 . LU AR 7 018 e 448 In Vitro J7 QRS HITE IS 10 it
Solvent&Solubility | 2y, ey muninsi:
—— I PRAESE IR S AR AT S, PR I il A VT DR A A2 25 1, & (R A7 s AR A SRR AR, BT
RS, MORAEHS: DU VAR BT SR I0 B 43 LR AR 120 7R O ) 2 i P R AR AR o Bl e RS R oh i
PUTUE BB, wT DL R/ s 7 i 75 Ui
VB KPR IR 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline
Solubility: 2 2.5 mg/mL (4.70 mM); Clear solution
77 R FERAT 2 2.5 mg/mL (4.70 mM, EATREARAD) RIS E R
P4 mL AR, T 100 pL 25.0 mg/mL [ DMSO i #-iinE] 400 uL PEG300 1, JR&#15%
[ _ER R RPN 50 uL Tween-80, WRAIS): SRIE4REEIIN 450 L A3 /K E A4 1 mL.
25 WP IR IR 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (4.70 mM); Clear solution
W7 HATERAG 2 2.5 mg/mL (4.70 mM, WERIREARRN) IOMEREVE TR, 7 SANE HI T80 J e A H LEIY
L.
LL1mL TAEBCAHE], B 100 uL 25.0 mg/mL [J#iE DMSO fi & in#] 900 uL Fokiirh, &5,
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Animal Administration

Animal administration[1]

GSKB805 are orally administered once daily at 3 doses (1, 3, and 10 mg/kg) to EAE mice from the
day of immunization. Compared to the control, the treatment with 9a or 99 resulted in a delay and
significant reduction in clinical severity of EAE in a dose-dependent manner. Compared to thiazole
ketone amide 2, which only showed EAE efficacy up to day 20 at 100 mg/kg twice daily dosing,32
the biaryl amides 9a and 9g are much more efficacious. This could be attributed to their good in vitro
activities as well as much improved oral exposure and CNS penetration. However, it should be
noted that although 9g had more brain exposure than 9a, it exhibited less efficacy than 9a in EAE
experiments, indicating that there might be additional factors such as "free" brain concentration

affecting in vivo efficacy[1].
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