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ALPN-101, a Dual ICOS/CD28 Antagonist, Demonsirates Potent and Dose-Dependent Suppression of Graft vs. Host Disease (GvHD) in a

Human/NSG™ Mouse Xenograft Model, with Activity Superior to CD28 or ICOS Single Pathway Antagonists
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Absiract Figure 3: ALPN-101 Inhibits Both CD28 and ICOS Pathways In Vifro Figure 6: ALPN-101 Suppresses Activated T Cell Expansion & Inflammartory Figure 8: Upregulation of ICOS, but not PD-1, on Activated CD4* and CD8* T Cells
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BACKGROUND: ALPN-101 (ICOSL vigD-Fc) is an Fe fusion protein of a human ICOSL variant immunoglobulin A. Jurkat cells fransfected with chimeric ICOS/CD28 B. Human Mixed Lymphocyte Reaction (MLR) Cytokine Production in the Human PBMC-NSG™ GvHD Model (Fig. 4 study) Escaping Suppression by Belatacept Correlates with Disease Severity (Fig. 5 study)
; : : ki : [ [ wi [ [ [ % Divi + ) % Divided CD8" . . . . .
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has demonstrated preliminary efficacy in a model of graft versus host disease (GvHD) (2018 BMT abstract #244). 801 & Ani-ICOSL mab | Feconol 4 ;- 1 % - Ratio of Human T Cells to Mouse Cells Total # T cells (# Cells/mL) = % CD28+  %ICOS+ 9% PD-1+ % HulgG+ : . ™ 500000- : f;";,”e Bel 3wk x 4wk
Here we examined its efficacy, exposure, and pharmacodynamics in preparation for upcoming clinical studies. E | = oolacen g o1 T Macon g £° 8 E I 24 g 1omi0'y S0 - s @ Human T Cells Over Time in huPBMC-NSG™ GvHD: pibrede Bglztzzif)tt((sin\gle);osv;,slgay )
§ 10 P § 3 2 3, ° it i 5 80 ., 4000001 - 100 pg ALPN-101 (3x/wK x 4 wks)
RESULTS: ALPN-101 inhibited T cell activation in the GvHD model with all dose regimens tested (Fig 1). g £ o s g E § a0y 2 o é: > & — ICOS CD28 = £ 100 ug ALPN-101 (single dose, Day 0)
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Dillon et al. A Dual ICOS/CD28 Antagonist ICOSL Variant I|g Domain (vigD™) Potently Suppresses Human Mixed 0 —— e —— % Cause of death for single mouse in cohort unknown; its DAI score at time of ALPN-101 potently inhibits inflammatory cytokine secretion and effector T cell expansion in the GvHD model.
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%Tghsc;?tylt_ilkzegii“o&s and Ruman/NSE T Mouse xenograft Graft vs. Host bisease (GVHD). Poster, BMT/Tandem: 0 5 10 1520 25 30 35 40 45 50 5 The huPBMC-NSG GvHD model reproduces the increase of ICOS expression on activated human T cells in GvHD patients over time, and the increase of circulating ICOS+ T cells in the model
: y, UT. Study Day correlates with disease activity, while there is no correlation with CD28+ or PD-1+ expression. Thus, one mechanism of action of ALPN-101 may be to inhibit the emergence of activated ICOS+
ACkﬂOWledgem ents Human PBMC>NSG™ GvHD Model: On Day -1, female NOD.Cg-Prkdc<scid> I12rg<tm1Wijl>/SzJ (NSG™) mice (6-10/group) were irradiated (100 pathogenic T cells that escape CD28 single pathway blockade.
rad) & administered 10 mg human gamma globulin SC. On Day 0, mice received 10x10% human PBMC, IV. For the repeat dose groups, IP dosin . . . . . . . . .
The authors thank JAX Laboratories, Inc. (Sacramento, CA) for conducting the in-life portion of the GvHD studies, and our beg)an on Day 0 and Comi‘%ued 3x \,%eek,y (,?,,, W, F) through Dgy 28. The studies were terminated on Day 42 (Figure 4';) or Day 53 (Figure 5). bmgd was D.uol on’rogorys.m of I_CO§ and CD28 via ALPN—l.Ol may be a particularly effective therapeutic and/or preventative tfreatment for GvHD and other acute and chronic T cell-mediated inflammatory
Alpine colleagues for their contributions to this work. collected from the surviving mice in the indicated groups, and engrafted human CD45+ cells were characterized by flow cytometry. diseases. A clinical trial with ALPN-101 in GvHD is being planned.

Disclosures: All authors are employees or contractors at Alpine Immune Sciences, Inc.

Sponsor: Alpine Immune Sciences, Inc. AlpinelmmuneSciences.com @AlpinelmmuneSci Y R R A —]



