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Figure 6. Cytokine release following a single dose of CX-908 or unmasked TCE in
cynomolgus monkey. CX-908 greatly decreases the magnitude of cytokine release
compared to unmasked TCE. Cytokine analysis was performed using a multiplex assay
platform. Serum samples were obtained at 4 or 8 hr post dose as indicated.

TCE. Masked CX-908 has reduced

Compared to the unmasked TCE, CX-908 demonstrates at least a 500-fold decrease in target ,
cytotoxic potency compared to

binding in vitro. Similarly, in vitro cytotoxic potency of CX-908 is reduced by at least 1000-fold. In ed TCE. Cvtotoxic activity i
contrast, in vivo, CX-908 potently induces tumor regressions in established breast and lung cancer unmaske - YLOIOXIC aclivily 15
restored when masks are removed

cell line derived xenograft tumor models. Additionally, studies performed in non-human primates i L

: : : . through in vitro protease treatment.
demonstrate that CX-908 is well tolerated with 100-fold improved tolerability compared to the Left, H1975 target cells; Right MTD (mg/kg) Efficacy Benchmark H1975TI | HCC1806 TI
unmasked form and shows significantly reduced cytokine release. A o Ly Ay Y - o . "y . HCC1806 target cells. Cytotoxicity was

pM pM quantified using CytoTox-Glo
CONCLUSIONS - Unmasked TCE - Unmasked TCE (Promega) following 48 hr co-culture of CX-908 70% tumor volume decrease
CX-908 shows strong anti-tumor efficacy and an improved tolerability profile compared to the -e- CX-908 - CX-908 PBMC and target cells at a 10:1 ratio.
unmasked TCE in preclinical studies. These data indicate that CX-908 has a wide predicted "®: Activated CX-908 -®- Activated CX-908 'Vl'eti‘”d(”=2) +/- standard deviation is Unmasked TCE 0.03 Stable disease 28 11
plotted.

therapeutic window and support the potential to target CDH3 positive solid tumors clinically.
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Table 1. Maximum tolerated dose (MTD) and Therapeutic Index (Tl) estimates. Left,

CX-908 Induces Tumor Regressions in H1975 and HCC1806 Tumor Models Based on clinical observations in monkey, maximum tolerated dose of CX-908 was 3 mg/kg,
while MTD of unmasked was 0.03 mg/kg, 100x lower. Right, PK/PD modeling was used to
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the potential to target CDH3+ tumors clinically, including lung and breast cancers.
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