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Background Kineta’s Anti-VISTA Antibodies Induce Monocyte Activation Kineta’s Anti-VISTA Antibodies Reverse MDSC Suppression of T Cells

. VISTA .(V—cjiomaln Ig Suppressor of T cell Actlv.at|on) is a unique B7 famlly member, rr?a|'nly expressed on myelmd cells, neutrophils, NK cells and Treg. Abs Enhance Activation of Monocytes & DCs
. VISTA is highly expressed on MDSC and Treg in the TME and play an important role in immune modulation. PBMCs
. VISTA is a negative regulator that directly suppresses T-cell activation and proliferation. KVA Ab CFSE Dilution IFNy
. High VISTA expression correlates with poor survival in cancer patients. GM-CSF 50— 2000
. VISTA is a unique Immune checkpoint inhibitor for tumor immunotherapy. _ IL-6 _ _
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CTLA-4 nnf g 300 Figure 7. 6E7 PBMCs were cultures for 7 days with GM-CSF and IL6 (10 ng/mL ea.) after which cells were collected and CD11b+ or CD33+
< 3000 a cells were isolated and evaluated for VISTA expression by flow cytometry. 1E5 MDSCs were added to 1E5 PBMCs labeled with Cell Trace in
== 2000 et 200 the presence or absence of 4 pug/mL anti-CD3 antibody and 10 ug/mL anti-VISTA antibody and incubated for 4 days. Cell proliferation of
v 4 ! o CD3+ T cells was measured by flow cytometry and IFNy secretion was measured using ProQuantum.
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Screen for speC|f|c fu”y human _antl V_ISTA ant|b9d|es. L . . . . . . Figure 4. 0.5E5 CD14* enriched human PBMCs were co-cultured with 2E5 human PBMCs in the presence of KVA Abs or KVA12 AntlbOdy Ind uces Stl’Oﬂg Antl'tumor RESpOﬂSE asa
. Evaluate and select an antagonist anti-VISTA antibody (KVA) as clinical candidate from in vitro and in vivo studies. control Abs tested at 100, 10, 1, 0.1, 0.01, 0.001 and 0.0001 pg/ml for 24 hrs. Upregulation of activation markers on CD14* Sj | A t inC b th .
. Characterize KVA12.1, our lead candidate for IND submission. cells at 24 hrs was quantified by Flow Cytometry on gated CD14* live cells (MFI). CXCL10 production was measured by lng e gen or in Lombo- eraples

ELISA. Data are mean + SD of n=3.
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Figure 1. Anti-human VISTA antibodies titrate against CHO-K1 cell lines stably expressing human and cynomolgus, but not mouse VISTA. 1.5e5 VISTA CHO-K1 cells T h » ’ 02 46 8 101214161820222426203032 T ’ 26

Fluorescence Intensity was determined on viable cells by flow cytometry. h=human, c=cynomolgus, m=mouse.
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Figure 6. Monocyte activation assay performed with total PBMCs as described previously with 10 mL Ab. At 24 hrs . q q q . . .
& Y v p P Y ue/ ’ + Kineta’s anti-human VISTA lead antibody induces strong anti-tumor response as a single agent or in
sample was measured for the number of CD137+ NK (CD56+) cells by Flow Cytometry. Data are mean + SD of n=4.

Figure 3. Human PBMCs were negatively selected for CD56+ NK cells using EasySep kits. 2 x 10° cells per well were stimulated with 5 ng/mL SEB super-antigen in the presence of 0.03, 0.3 or mbo-therapi with anti-PDL1 or anti-CTLA4 in different har r morm |
3.0 ug/mL (0.2 — 20 nM) of the indicated anti-VISTA antibody for 3 or 4 days at 37°C. IFNy production was measured using a ProQuantum kit. Data are represented as the mean fold-induction combo-the QRIS thant or anti-C different hard to treat tumo odels.

of IFNy over background (isotype antibody treatment at 3 ug/mL). N=5 data points per sample. Mean + SD. e KVA 12.1is our lead antibody for IND enab"ng studies.
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