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Background: Platinum-based chemotherapy is the current standard-of-care (SOC) for
patients with newly diagnosed advanced NSCLC in China. However, the survival
benefit conferred by this therapy leaves considerable space for improvement. Recent
studies have shown the synergy effect of immune checkpoint inhibitors with platinum-
based chemotherapy in patients with advanced NSCLC. CS1001 is the first full-length,
fully human PD-L1 targeted immunoglobin G4 (IgG4, s228p) monoclonal antibody
developed by the OMT transgenic rat platform. The Phase la/lb study (GEMSTONE-
101, NCT03312842) demonstrated that CS1001 was well tolerated and had promising
anti-tumor activities across a range of tumors including NSCLC. GEMSTONE-302
(NCT03789604) is a randomized, double-blind, Phase 111 study to compare the efficacy
and safety of platinum-doublet chemotherapy with or without CS1001 as first-line
treatment in NSCLC.

Methods: Patients with Stage IV NSCLC, who have ECOG PS of 0-1 and no prior
systemic chemotherapy are eligible. Approximately 480 patients will be randomized
2:1 to two arms. Randomization will be stratified by histology (squamous vs. non-



squamous), PD-L1 expression status (PD-L1>1% vs. PD-L1 < 1%), and ECOG PS (PS
0 vs. PS 1). Patients with squamous NSCLC will receive four 21-day cycles of CS1001
(1200 mg, 1V) or placebo in combination with carboplatin (AUC =5 mg/mL/min, 1V)
and paclitaxel (175 mg/m?, 1V), followed by maintenance therapy with CS1001 or
placebo; patients with non-squamous NSCLC will receive four 21-day cycles of
CS1001 (1200 mg, IV) or placebo in combination with carboplatin (AUC =5
mg/mL/min, IV) and pemetrexed (500 mg/m?, 1V), followed by maintenance therapy
with CS1001 plus pemetrexed or placebo plus pemetrexed. Study treatment will be
given for up to 2 years or until disease progression, intolerable toxicity, or investigator
or patient decision to withdraw. AEs will be monitored throughout the study and graded
per NCI CTCAE v4.03. Tumor response will be assessed by RECIST v1.1 at week 6
and 12, then every 9 weeks until week 48 and every 12 weeks thereafter. The primary
endpoints are investigator-assessed PFS in patients with PD-L1 expression level > 1%
and PFS in all patients. Secondary endpoints include blinded independent center review
(BICR)-assessed PFS, OS, investigator-assessed ORR, safety, and PK profile. The trial
is currently enrolling patients in China in over 30 sites.

Clinical trial identification: NCT03789604



