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BACKGROUND

Somatostatin receptor 2 (SSTR2) is an established target for the treatment of neuroendocrine tumors
(NETs) and a possible target for other solid tumors expressing SSTR2, including breast cancer,
melanoma, small cell lung cancer, and meningioma. CRN09682 is a novel, nonradioactive, nonpeptide
drug-conjugate (NDC) targeting SSTR2-expressing tumors with a monomethyl auristatin E (MMAE)
payload. Here, we report the study design and methodolgy for the first-in-human evaluation

of CRN09682.

METHODS

This phase 1/2, multicenter, open-label, nonrandomized study consists of two phases: dose

escalation and dose expansion. In the dose escalation phase, the primary objective is to evaluate the
safety and tolerability of CRN09682, while secondary objectives include evaluation of CRN09682
pharmacokinetics, identification of the maximum tolerated dose (MTD), and selection of the expansion
phase dose. Eligible patients with progressive metastatic/unresectable SSTR2-expressing tumors
(confirmed by SSTR imaging) will be enrolled in the dose escalation phase. CRN09682 will be
administered every 3 weeks via intravenous infusion, at a starting dose based on ICH S9 guidelines.
Dose escalation will utilize a BOIN design to establish the MTD. The recommended dose for expansion
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will be based on the totality of data, including available exposure response from the dose escalation
phase. The dose expansion phase will enroll cohorts of patients with SSTR2-expressing neoplasms,
including: well-differentiated grade 1-3 pancreatic NETs; well-differentiated grade 1-3 extra-pancreatic
NETs; poorly differentiated neuroendocrine carcinomas (NECs; including small- and large-cell
pulmonary carcinomas, extrapulmonary NECs, and Merkel cell carcinoma); and, if feasible, relapsed or
refractory non-neuroendocrine SSTR2-expressing tumors. Patients will continue therapy until disease
progression, unacceptable toxicity, or other discontinuation criteria are met. The primary endpoints

in the dose expansion phase are safety and tolerability (eg, incidence of adverse events, dose
interruptions). Secondary endpoints include assessments of antitumor activity (eg, objective response
rate, duration of response, and disease control rate, based on RECIST 1.1 criteria; progression-free
survival, overall survival) and pharmacokinetic assessments.

RESULTS
N/A

CONCLUSIONS

Results of this study will be used to inform subsequent clinical trials to investigate the efficacy and
safety of CRNO9682 for patients with metastatic or locally advanced/unresectable neuroendocrine
neoplasms or other SSTR2-expressing tumors.
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