AXA-042 - A Novel Systemic TLR2/6 Agonist for Anti-Tumor Therapy.
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CT26 tumor tissues were collected 24 hrs after the 3" dose of AXA-042 (10 ug/mouse, day 7) for .
FACS analysis. M2: CD45+CD11b+F4/80+ CD206+ MHCII low: M1: CD45+CD11b+F4/80+ AXA-042 (10pg IP 1x/wk) efficacy was performed in presence of CSFIR (400ug 3x/wk), AXA-042 10 pg/mouse was delivered IP 1x/wk to CT26 tumor bearing mice for three weeks. Whole blood was collected on days 8 and 15 (24hrs post 2nd

CD206- MHCII +; DC: CD45+CD11c+ MHCII+. Data is presented as either mean % of events Ly6G (25ug QD +50 ug gnti-Rat K Ab EOD), CD8A (259 ug every 3 days) or TNF 0"(200 and 3" dose) and immune gene expression analysis was performed using the Nanostring nCounter Mouse PanCancer Immune Profiling panel. A
relative to the indicated gate or mean fluorescence intensity + SEM (n=4-5 per group). Statistical ug every 3 days) depletion Abs. Mean %TGI + SEM is shown. % TGI for individual comparison of the differentially expressed genes (DEGs) between the complete responders vs control and the non-responders vs control on day 8 (A) or

T T 1 T 1 significance relative to control was determined using Student’s T-Test animals was calculated according to the following formula: ((Mean Cp;4-Cpg) — (Tpyo- day 15 (B) is shown. The color coding indicates whether the DEG was significant (corrected p value < 0.05) in either or both cohorts relative to the control.
10 100 1000 . 100 1000 10000 ' Tpo)) / (Mean Cpy,-Cp)*100, where T are AXA-042 treated tumors, and C are respective

controls (saline + depletion Ab).
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CONCLUSIONS

TLR ECso (pg/ml) TLR ECso (pg/ml)
hTLR2 10.4 TLR2 26 e Systemic delivery of AXA-042 was well tolerated in vivo, demonstrated innate response engagement and ) .
mTLR2 17.4 TLR2/6 65 anti-tumor efficacy as monotherapy and in combination with anti-PD-1 Ab immunotherapy. ’
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TLR2 Null Not active TLR1/2 Not active

* AXA-042 has completed GLP toxicology studies and initiation of Phase 1/1b trial is planned for early 2022.




