IRAK4 Degrader GS-6791 Inhibits TLR and IL-1R-Driven Inflammatory Signaling, and
Ameliorates Disease In a Preclinical Arthritis Model
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In Vivo non-human primate (NHP) study: Cynomolgus monkeys (n=3) were dosed once daily with GS- 203 44 203 4y 250 measured over time represent clinical disease (p-values shown relative to vehicle group, linear mixed-effect model with Suzuki et al, Nature, (2002) 416(6882).750-6
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6791 at 6 mg/kg for 3 consecutive days (QDx3) and blood was collected at indicated time points. IRAK4
levels were measured by flow cytometry and Western blot analysis in isolated PBMC.

Dunnett’s correction). (B) Histological examination of knees (ankles not shown), with areas of tissue damage and
inflammation indicated (*Inflammation, P=pannus, Arrow=Cartilage damage, T=Tibia, F=Femur). Mean composite
histology scores for knees represented as a histogram (p-values shown for total histology scores relative to vehicle group,
ANOVA with Dunnett’s correction). (C) At study terminus (Day 18), IRAK4 protein levels in splenocytes were measured by
Western blot. (D) Cytokine levels in synovial tissue were measured using MSD in tissue lysates.
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In Vivo challenge models: Mice were dosed orally with GS-6791 for two days prior to challenge with
200 ug of CpG-c (i.v.) or 200 ug of IL-1p (i.p.). Splenocyte IRAK4 protein levels were assessed by - . -
Western blot. Plasma cytokines were assessed 2 h after CpG challenge or 1.5 h after IL-13-challenge. DT ety CY ety T metonn

Rat CIA study: Disease was induced by type Il collagen injection on Days 0 and 7. Animals were dosed Figure 2. Pharmacodynamics of GS-6791 in non-human primates (n=3) following three consecutive days of dosing AC k nNow I ed g men tS D| SC I osures
orally starting on d11 with GS-6791 or Dexamethasone. Ankle diameters were measured daily from d10- at 6 mg/kg. (A) IRAK4 levels were evaluated by western blot analysis of isolated PBMC lysates at indicated time

d18. IRAK4 levels were assessed in spleen and synovial tissue using Western Blot. Cytokine levels were points. (B) Quantification of Western blot analysis (C) IRAK4 levels were assessed in whole blood by flow cytometry 1
evaluated in synovial tissue non-denatured lysates using MSD. and normalized to pre-dose samples. Arrows indicate dosing times. This study was funded by Gilead Sciences, Inc. and Nurix Therapeutics, Inc. GT,ICL, AH,fJCC;'i ZZ',SMM, VG, \é\_f_hé,il\w,\l/o\\lg,PGX/lBare Currelnt or forrpﬁr _
empioyees O lea ciences. \ \ : are empioyees o urix

Therapeutics

a1
o
1

o

0

o

Presented at the Annual College of Rheumatology, ACR; November 15-18, 2024



	Default Section
	Slide 1: IRAK4 Degrader GS-6791 Inhibits TLR and IL-1R-Driven Inflammatory Signaling, and Ameliorates Disease in a Preclinical Arthritis Model


