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Introduction Fig. 1: TAC-003 Drives Anti-Tumor Immunity in Nectin-4 Expressing Cancers
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. Tumor microenvironment (TME) modulation using TLR9 agonists has emerged as a promising TAC-003

strategy in cancer immunotherapy, with evidence of clinical activity in melanoma when CpG | T 2 e /
oligodeoxynucleotides (ODNs) are injected intra-tumorally!. However, intra-tumoral injection
of CpG ODNs is technically challenging, and limited to accessible tumors, whereas systemic
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delivered CpG ODNs have poor safety and pharmacokinetic profiles. / FovaR
. A systemically delivered TLR9 agonist with favorable safety profile has potential to provide

o
innate and adaptive anti-tumor immunity across multiple tumor types. ? o e
. Nectin-4 is a cell adhesion molecule with limited expression in normal tissues but over- Gf o 0'.
expressed in many solid tumor types and is a clinically validated cancer-associated antigen?. TLRY oyines”
. TAC-003 is a clinical candidate Toll-like Receptor 9 Agonist Antibody Conjugate (TRAAC) DT DI
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comprised of a potent CpG ODN (T-CpG) conjugated to a novel Nectin-4 antibody for systemic NFia ¥ “ L o
administration and activation of TLR9 in the immune microenvironment of Nectin-4 s
expressing cancers. FeygR Expressing Immune Cell

Fig. 1: Schematic® of TAC-003’s anticipated mechanism of action, driving innate and adaptive anti-tumor immunity in Nectin-4 expressing tumors.
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Experimental Results

Fig. 2: TAC-003 Elicits Activation of Innate and Adaptive Immunity Fig. 6: TAC-003 is Expected to Be Efficacious Across a Range of Nectin-4
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Fig. 2: Co-cultures of human PBMCs with Nectin-4 expressing cancer cells (n=5) were treated overnight with TAC-003, anti-Nectin4 antibody, or T-CpG. Lymphocyte f ¢ R ¥ ':
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Fig. 3: TAC-003 Triggers Myeloid Cell Pro-inflammatory Differentiation, \ &
Activation and Potentiates Phagocytosis
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Fig. 3: (A) Co-cultures of human PBMCs with Nectin-4 expressing human cancer cells (n=5) were treated overnight with TAC-003, anti-Nectin4 antibody, or T-CpG and
assayed for expression levels of various cell activation and differentiation markers by flow cytometry. Data shown as mean fold change over media only control. Error (A) EMT6 mNectin4 (B) EMT6 mNectind
bars = SEM (B) Co-cultures of human PBMC (n=3) with CFSE-labeled DLD-1 cells engineered to express various levels of Nectin4 were treated overnight with 1 uM TAC-
003, anti-Nectin4 antibody or media only and assayed for percent phagocytic monocytes (CD14*CFSE*) by flow cytometry. Error bars = SEM 1500 2000 - EMT6
Fig. 4: TAC-003 Activates TLR9 Signaling in Monocytes, Thereby Inducing T T 15004 .
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Fig 4: Co-cultures of monocytes isolated from human PBMCs with Nectin-4 expressing human cancer cells were stimulated overnight with TAC-003, anti-Nectin4 ,600 &?’G end of the study (day 39).
antibody, or T-CpG and assayed for (A) expression levels of cell surface markers of activation and differentiation by flow cytometry (n=6), and (B) levels of pro- N &

inflammatory cytokines in the media supernatant, using cytokine bead array (n=3). Error bars = SEM. Fig. 8: (A) Micrograph of human Nectin-4 expression in EMT6 hNectin4 syngeneic subcutaneous tumor model, detected by IHC. Mouse EMT6 cells were engineered to

express human Nectin4 and implanted in syngeneic mice. (B and C) Mice (n=5/group) were inoculated with 2x10° syngeneic EMT6 hNectin4 cells (same model as in A).

Fig' 5 . mTAC'OO3 H ones to Tu mor an d I n d uces a PrO'I nfl am mato ry TM E When tumors reached ~90 mm?3, mice were treated with 3 mg/kg EV (493, intravenously), 3 mg/kg mTAC-003 (3q3, IP), or PBS (untreated). (B) Median EMT6 hNectin4

tumor size on day 19 post treatment, * p = 0.03, ** p = 0.003; ns = non-significant (RM one-way ANOVA, Tukey’s multiple comparison). (C) Summary of tumor growth

(A) % Target Occupancy (B) Liver/Serum ratio Tumor/Serum ratio inhibition and complete tumor regression results.
100- 200 200 Fig. 9: mTAC-003 with anti-mPD1 Elicits Enhanced Anti-Tumor Response
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improved efficacy as compared to enfortumab vedotin.

* |Increases Efficacy of T cell checkpoint inhibitors: mTAC-003 in combination with anti-PD1
antibody increases anti-tumor efficacy over single agent alone.

* Clinical Candidate Ready for IND-enabling Activities: Robust preclinical package, including
favorable safety profile observed in exploratory toxicity study in cynomolgus monkeys.



