Pharmacodynamic effects and exploratory efficacy of afimetoran, a TLR7/8 inhibitor, in patients with
cutaneous lupus erythematosus
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Introduction Statistical analysis Disease profile impact and pharmacodynamics Figure 5. Heat map of mean percentage change from baseline in * Expression of IFN pathway genes in whole bload was also sgnificantly reduced as carly
. ) . . . . week 1 compared with baseline in the afimetoran arm =1.57, P < 0. an
» Statistical analyses were performed to pool and compare data from 13 patients and « The disease profile is defined by the comparison between patient and HV samples at CytOKm? secretion for unstimulated, TLR7'St":nLIlated’ and the placebo arm (AGSVAES = 0.56, P < 0.01), and maintained for 16 weeks of treatment
« Cutaneous lupus erythematosus (CLE) is a chronic inflammatory skin condition that 13 age-, ethnicity-, and gender-matched HVs . baseline. The change in disease profile, assessed by the change in GSVA ES over time, TLR8-stimulated whole blood samples from afimetoran and placebo and at least 4 weeks post-treatment (up to week 20; data not shown)
occurs in isolation or with systemic lupus erythematosus (SLE) » Treatment responses were evaluated longitudinally in each treatment arm showed the rapid impact of afimetoran treatment (week 1), which was sustained roups over 20 weeks : . 0 :
« With the lack of approved treatments for CLE," there is an unmet need for new, safe, - The dataset was analyzed using a linear regression model (limma package in R) throughout the treatment period (up to week 16), and maintained up to 4 weeks group * Inthe af‘”;?tma(‘ a[n:j" TLﬁzljg'St_l'_E‘:lat‘TS ?amplles Shc:(v_"ed >5Oé’ dscrea:_ed secretion for
and effective treatments « GSVA was performed for pathway enrichment post-treatment (Figure 3) most cytokines (including IFN-y, TNF-a, IL-family cytokines) and chemokines (e,
. L . . . . . . . CCL3/MIP1a and CCL4/MIP1B), which was not seen in the placebo arm (Figure 5)
« Type | interferons (IFNs) are major drivers of disease? « Statistical significance was assessed using t-tests comparing means of normalized GSVA — GSVAES were significantly reduced from baseline at all time points for
— Toll-like receptor 7 (TLR7) and 8 (TLR8) are endosomal RNA sensors that stimulate scores with standard deviations in groups afimetoran (P < 0.005); no significant changes in ES were observed in the GM-CSF — No notable changes were observed in the unstimulated samples
L lacebo arm
.Type : IFN pro.duct10.n 1n.lupus3. ) ) ) . g IFN-y — Decreased secretion occurred as early as week 1 of treatment and was sustained
* Afimetoran is an investigational, first-in-class, orally bioavailable, potent, selective Resu lts — Compared with placebo, afimetoran showed significant reduction in ES at week 2 throughout the treatment period (week 16)
small molecule inhibitor of TLR7/8 (AGSVAES = -0.99, P = 0.045) and week 16 (AGSVAES = -1.10, P = 0.028) . - IL-18
» Afimetoran may have therapeutic potential for CLE, given the involvement of TLR7/8 in . (Figure 3) IL-2
disease pathobiology of the closely related SLE? Patients . . . .
: , , . . . » GSVAES analysis showed robust PD activity of afimetoran on the expression of the drug
* Aphase 1b, randomized, double-blind, placebo-controlled study (NCT04493541) « Atotal of 13 patients were randomized (afimetoran, n = 8; placebo, n = 5) and 12 patients target TLR7/8 pathway genes involved in TLR7/8 signaling (Figure 4A, B) and in immune IL-3
de'monst.rated tDe preliminary safety, tolerability, and efficacy of afimetoran in patients completed 16 weeks of treatment cell populations including both immature and activated DCs (Figure 4C, D) compared with L .
with active CLE — One patient discontinued afimetoran due to COVID-19 placebo. Similar PD activity was noted in macrophages and with IFN and inflammatory g ConCIUS]OnS
. pathway signatures (data not shown) IL-5 =
Obiective Safety and efficacy 3
J Afimet g trated a f ble safet il d U tolerated d with — In the afimetoran arm, GSVA ES at all time points were significantly reduced from IL-6 &
* Alimetoran demonstrated a Tavorabie safely profile and was well tolerated compared wi baseline (P < 0.05). No significant reduction in ES was observed in the placebo arm @ : : :
» To assess the pharmacodynamic (PD) effects of afimetoran, its impact on CLE pathobiology, placebo in patients with CLE, with no serious adverse events (data not shown) ( ) ° P IL-7 Q e In pat]ents with CLE, afimetoran was safe and well tolerated
and exploratory endpoints of clinical efficacy « A greater reduction in CLASI-A scores was observed with afimetoran than placebo over time — The afimetoran arm showed significant reduction in GSVA ES compared with the compared with placebo, and showed clinical efficacy, molecular
(Figure 2) placebo arm at weeks 2 and 16 for all pathways and at weeks 8, 12, and 20 for TLR7 CXCL8/IL-8 90 - di . t d tent PD effect lv. th hout d
Methods — Compared with placebo, patients treated with afimetoran showed a greater mean signaling, TLR8 signaling, and activated DCs (P < 0.05) A 15€ase Impact, and poten errects earty, throughout, an
redu;tion in CLASI-A scores as early as week 4 (firsF CLASI-A assessment point), which beyond the treatment period
Study design and patients continued through 16 weeks of treatment and persisted to the week 20 follow-up Figure 4. Pharmacodynamics of afimetoran versus placebo: gene CCL3/MIP-1a = ) ) o
This was an exploratory, post hoc analysis of the phase 1 study expression of gene sets associated with (A) TLR7 signaling, (B) TLR8 CCL4/MIP-18 % * The effects measured on the disease profile support the clinical
° ) . . . . . . ° - o)) . o o
. Patients were screened for up to 4 weeks and then randomized 2:1 to 30 mg once-daily oral Figure 2. Mean change in CLASI-A scores from baseline for signaling, (C) immature DCs, and (D) activated DCs over 16 weeks of 3 impact of afimetoran observed with CLASI-A scores
afimetoran (BMS-986256) or placebo for 16 weeks with a 4-week post-treatment follow-up afimetoran versus placebo over 20 weeks treatment and 4 weeks of follow-up TNF S
(week 20) (Figure 1) GM-CSF S » The positive impact of afimetoran on the disease profile
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