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Background Figure 3. Phase 1a/1b Study Design

 Cadherin-6 (CDH®6) is a transmembrane glycoprotein involved in cancer metastasis and invasion expressed in various
tumor types including ovarian cancer (OC), renal cell carcinoma (RCC), papillary thyroid cancer (PTC), Phase 1a Dose Escalation Phase 1b Dose Expansion

cholangiocarcinoma (CCA), sarcoma, and uterine serous carcinoma (USC)?!

PRROC, RCC and other
 CUSPO6 is an antibody-drug conjugate composed of a human IgG1 monoclonal antibody against CDH6 conjugated with a PRROC

+ ' *
protease-cleavable linker, T1000, to exatecan, a topoisomerase | inhibitor payload CDHG6+ solid tumors

* In preclinical studies, CUSPO6 showed CDH6-dependent cell growth inhibition in ovarian cancer cell lines; high CDH6-
expressing ovarian and renal CDX and PDX models demonstrated tumor regression after treatment with CUSP06, as did

low CDH6-expressing PDX models of other solid tumors?
CDH6+ Solid Tumor X*

Figure 1. Expression of CDH6 Across Multiple Tumor Types
;

Other CDH6+ Solid Tumors*

A
= o _—
% 500 - % g ~ 70
o .
% 400 9. § % 3_; 80 -
300 - | g =
l% . 'i! °l g% 20 PRROC: platinum-resistant/refractory ovarian cancer RCC: renal cell carcinoma
< p = 40
% 100 - A . . . *g S 30 - * Tumors other than PRROC and RCC require prescreening for Cadherin-6 expression
© | : FEETTE | BVYYE B Y W § gt:? 55 ++ Enrichment Cohorts
0 C — L 5
o
> ﬁgs%z;;5giigssgzsggggéjggsgsgsmsa§s§§§§e§§3§§3§§§a§§§22§§§5 O 10
Normal tissue (GTEX) Tumor (TCGA) Ovarian Renal

Figure 1. A, CDH6 expression in transcripts per million reads (TPM) across normal tissue (pink) and cancer tissue (blue) samples. Renal and ovarian cancers are
highlighted (red box) indications featuring frequent CDH6 overexpression. B, CDH6 protein expression across clinical primary renal and ovarian cancer samples as
assessed by IHC. Image analysis was performed to quantify each sample's percent CDH6-positive tumor area. Inlays show IHC on sections of representative samples.

Key Inclusion Criteria Key Exclusion Criteria

CDH®6 positive OcCA patients 285%, CDH6 positive RCC patients 295%. Adapted from: Bialucha CU, et al. Cancer Discovery 2017 * Male or female patients, 218 years of age at the time of obtaining * Prior treatment with an ADC with a topoisomerase | (TOP1) payload

informed consent

. o o °« o o . * Active or progressing brain metastases or evidence of leptomeningeal
Figure 2. Preclinical Activity of CUSP06 in Ovarian and RCC Models *Patients with histologically or cytologically confirmed advanced solid o
tumors previously treated with standard of care systemic therapy, or
A PA-1 (OvCa) B OVCAR-3 (OvCa) C 786-0 (RCC) for whom no standard therapy is available * Major surgery vxethm 4 weeks prlor to first dese of study drug, or no
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Figure 2. CUSPO6 exhibits potent in vivo efficacy in three CDH6 high cell line derived xenograft (CDX) models (A, ovarian cancer PA-1; B, ovarian cancer OVCAR-3; C, dose of the study drug

 Measurable disease per RECIST 1.1

* Eastern Cooperative Oncology Group (ECOG) performance status of 0 * Prior allogeneic bone marrow transplantation
or 1 and life expectancy of 212 weeks

renal cell carcinoma 786-0). Adapted from: Lu W, et al. AACR 2023.

» Acute and/or clinically significant bacterial, fungal, or viral infection
including hepatitis B (HBV), hepatitis C (HCV), known human
immunodeficiency virus (HIV)

Study Design and Objectives

e CUSP06-1001 trial (NCT06234423) is a Phase 1a/1b, open-label, multi-center dose escalation and expansion study to
evaluate safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD), recommended Phase 2 dose (RP2D), and
preliminary efficacy of CUSPO6 in patients with platinum-refractory/resistant ovarian cancer (PRROC), advanced RCC
and other advanced CDH6-positive solid tumors

* Prior history of malignancy other than inclusion diagnosis within 3
years prior to first dose of the study drug

Enrollment and Status

*  CUSPO6 will be administered intravenously once every 21 days

 CDH6 prescreening is required for tumor types other than platinum-refractory or -resistant ovarian cancer and renal «  The study is currently enrolling in Phase 1a in

Current Study Locations

cell carcinoma the United States
Phase 1a Phase 1b  Please contact Priya Marreddy for more
information: priya.marreddy@oncusptx.com
. Follows a standard 3+3 dose escalation design with a single patient Consists of 4 expansion cohorts including PRROC, RCC, and other priy e P ,,| DFCI
in cohort 1 CDH6+ tumor types to be enrolled according to Simon’s 2-Stage * Adigital copy of this poster is available below -
. Includes up to 3 dose enrichment cohorts at doses that have design won .\{:
demonstrated safety, each with a maximum of 18 patients . Cohort selection will be informed by data from Phase 1a [ Universitysgf'omahoma ] MBKee
. Requires mandatory pre- and on-study biopsies .\{ NEXT Virginia
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e Characterize safety and tolerability of CUSP06 * Evaluate preliminary efficacy of CUSPO6 as per Response Evaluation not be reproduced without
* Determine the Recommended Dose for Expansion Criteria in Solid Tumors (RECIST) version 1.1 using ORR permission from ASCO® or the .\@ .4_[ —— ]
Secondary objectives * Further characterize safety and tolerability of CUSP06 author of this poster. Specialists/SCRI
+ Characterize the PK profile of CUSPO6 secondary objectives * Note additional Ph1b sites will expand geographic footprint
* Evaluate preliminary efficacy of CUSPO6 using RECIST v1.1 including * Characterize the PK profile of CUSP06

overall response rate, disease control rate, clinical benefit rate,  Evaluate preliminary efficacy of CUSP06 using RECIST v1.1 including REfe rences

duration of response, time to progression, progression-free survival, disease control rate, clinical benefit rate, duration of response, time

and Ove.ra” Sur.VivaI . _ . o progressmnf progréssmn_fre_e survival, and overall Sufvwal 1. Bialucha CU, Collins SD, Li X, Saxena P, Zhang X, Durr C, et al. Discovery and Optimization of HKT288, a Cadherin-6—
e e T Trgeting ADC o the Treatment of Ovarian and Rl Cancers. Cacer Discovery 20177-1030-1045

125 level 250% for at least 28 days 125 level 250% for at least 28 days 2. Lu W, ShiJ, Liu S-H, Covino N, Meng X, Slosberg ED. CUSP06/AMT-707, a new CDH6-targeting antibody-drug
* Evaluate the immunogenicity of CUSP06 * Evaluate the immunogenicity of CUSP06 conjugate, demonstrates potent antitumor activity in preclinical models. AACR 2023, Abstract 6320.
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