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Introduction AVA3996 shows greater cell cytotoxicity towards cells AVA3996 shows efficacy in high FAP in vivo PDX models
* AVA3996 is a therapeutic entity based on Avacta’s proprietary which express FAP with no toxicity (as observed with BOrtezomib)

pre | CISION™ technology which incorporates a substrate that is sensitive to ®
cleavage by FAP-a

+ FAP-q, a post-prolyl endopeptidase, is overexpressed on the surface of » Upon incubation with exogenous FAP-q, the cytotoxicity of AVA3996 increases to show equivalent activity to * Patient-derived xenograft models were selected based on high FAP-a expression and potential sensitivity to
activated fibroblastic cells which are abundant in the supporting stroma of the active warhead AVA2727D. proteasome inhibitors.
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ot secin PRI » HEK cells which over-express FAP-a (HEK hFAP) are sensitive to AVA3996 in the absence of exogenous FAP-q. * Initial studies showed efficacy in three models: melanoma, rhabdomyosarcoma and colorectal (Figure 6).
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, e , O , £ ; - AVA3996 + 50 M FAP E ] i\ - ARSI EAP E 1 Mt has a mutated BRAF): significant efficacy was observed for AVA3996 with no toxicity.
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AVA3996 shows greater cell cytotoxicity when cancer
Figure 6. Upper plots show tumour growth in the melanoma model. Bortezomib dosing required a holiday

ce' IS are COo-Cu Itu red Wlth fl brObIaStS period due to toxicity in the preliminary study: the dose was reduced in the follow-up study. AVA3996,
AVA2727D and Bortezomib dosed BIW for 6 doses.

FAP mediated hydrolysis of AVA3996 releases free

AVA2727D proteasome inhibitor (Pl)

» Stromal regions of cholangiocarcinoma (CCA) typically A.,,,., Lower plots show rhabdomyosarcoma and colorectal PDX tumour growth.
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§ 50- [/ | + AVA3996 + FAP 50nM % 50- I/ + AVA3996 + FAP 50nM % 50- | + AVA3996 + FAP 50nM p— AVA3006 EC AVA2727 EC * AVA3996 is cleaved by FAP-a with high specificity: no safety issues are apparent with AVA3996 or the active
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Conc. (M) Conc. (M) Conc. (M) monoculture (see Table). EGI-1 (dCCA) 5.575 uM 15.58 nM . . P L P 5 . P P
—— Viz-Cha-1 (GBO) 1560 MM P fibroblasts (which express FAP-a). Activation by FAP-a elicits tumour cell death.
Figure 2. Following cell lysis, proteasome activity is measured by celline  Bortezom AVAZ727D AVASSS6 pap * However the presence of the HSCs also enables activation of FAPa- -~~~ - o . . .
cleavage of an AMC-tagged peptide substrate. Hs294T cells are Hs294T | 56 127 | 3738 | 273 targeted AVA3996 and cell death. This is seen in the reduced EC,, - 1 1 * AVA3996 exhibits tumour growth inhibition in PDX models without the toxicity observed for Bortezomib.
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a melanoma cell line which express very low FAP-a. HEK cells — of AVA3996 in coculture vs monoculture, and in the narrowing of , 2L 2 , , ,
. : : . . HEKFAP | 11.0 26.0 4924 30.8 . HuCCT-1 (icCA) 3.810 uM 57.75 nM * AVA6000 is the most advanced therapeutic based on Avacta's pre | CISION™ technology, currently in Phase |
are either transfected with a FAP-a expressing plasmid or with the distance between AVA2727D and AVA3996 curves. SNU-1196 (hCCA) F— YRy . , , , o , , ,
P el - clinical trials. Further CMC, safety, efficacy and disease positioning studies are ongoing for AVA3996 with the
empty vector. Table 1. EC_. values of EGI-1 (dCCA) 4.165 uM 76.9 nM : . .
50 aim to advance this to the clinic.
proteasome inhibition (nM) Mz-Cha-1 (GBC) 3.855 uM 66.35 NM
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