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BACKGROUND

/BTLA (B and T lymphocyte attenuator) is a co-inhibitory immune checkpoint expressed\ In vitro functions of HFB200604 Ex vivo study of HFB200604 with 1&I patient PBMCs
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promising therapy to treat autoimmune diseases where BTLA suppressive functions Figure 2 (A) HFB200604 epitope on BTLA identified by HDX-MS. BTLA in gray; HVEM in pink; HFB200604 epitope on BTLA in
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(C) HFB200604 inhibits anti-lgM induced proliferation of human B cells in a dose-dependent manner as measured by CSFE ﬂ:
Before Treatment HFB200604 Treatment dilution. (D) HFB200604 at 10pg/ml inhibits anti-CD3/CD28-induced proliferation and activation of CD4 and CD8 T cells in Isotype ctrl HFB200604 R
human PBMCs as measured by CSFE dilution and CD25 level. (E) HFB200604 at 10ug/ml inhibits anti-CD3/CD28-induced IFNy - By AR
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In vivo efficacy of HFB200604 in acute GvHD model
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20 “ 3 :I‘ o i « G7: abatacept (92kD) 6.13 mpk Figure 6 (A) Indication selection based on HFB200604 regulated gene signature in T cells. PBMCs were stimulated with
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Days post PBMCs inoculation Days post PBMCS inoculation Day 14 post FENCS Inoculation HFB200604 regulated gene signature in T cells. (B) BTLA/HFB200604 gene signature is elevated in all CD4 and CD8 T cell
subsets upon stimulation with anti-CD3/CD28 and decreased or normalized by HFB200604 treatment. (C) |&I indications
Figure 3 (A) acute graft-vs-host disease (GvHD) model study design. Irradiated NSG mice implanted with human PBMCs, from public datasets are ranked based on signature gene expression. The heatmap includes HFB200604-regulated genes
dosed with HFB200604 or controls (ip, BIWx6) starting on the implantation day and monitored for 47 days. (B) HFB200604 expressed in Hidradenitis Suppurativa (HS) & Psoriasis (PsO), but not in Atopic Dermatitis (AD) and healthy subjects.
shows greater disease control and survival benefit than its IgG4 version, benchmark and abatacept consistent with a
reduction in the expansion of human CD45+ cells. (* Mean values and standard error are not reported for a given treatment \_ J
group from the timepoint where an animal is sacrificed in that group.)
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* Superior in vivo efficacy in acute GvHD model than benchmark Ab or positive control compound
Figure 4 Toxicokinetics (TK) profile and receptor occupancy (RO) of HFB200604 in a Non-GLP NHP SAD Safety . : : : ”y .
Assessment. Four-week study with single administration of vehicle or HFB200604 at 5, 50, 200 mg/kg iv and 50 mg/kg sc Favorable pharmacological, pharmacokinetic, sajety and developability projiles
into 1 male and 1 female monkey/group. HFB200604 is well tolerated at all doses with no local injection reactions, * [Innovative translational strategy applying HiFiBiO’s Drug Intelligence Science (DIS®) single-cell
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Figure 1. Cellect™ ScRNA-seq analysis of PBMCs and tissue samples from 1&I patients and healthy control (HC) immune profiling platform for indication selection
reveals that BTLA expression is restricted to B, T and dendritic cells, while HVEM expression is broad In one-month GLP repeated dose toxicity study, HFB200604 was well tolerated in all animals and NOAEL was determined * HFB200604 IND application cleared by the FDA
at 150 mg/kg
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