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A phase 1 study to evaluate the safety, pharmacokinetics, and efficacy of the first-
in-class cyclin A/B RxL inhibitor CID-078, an orally bioavailable, cell-permeable
macrocycle.

Nehal J. Lakhani, William Bennion McKean, Ildefonso Ismael Rodriguez Rivera, Antonio Giordano, Timothy A. Yap, Afshin Dowlati, Vivek Subbiah, Judy S. Wang,
Manali A. Bhave, Kyaw Zin Thein, Jinshu Fang, Eric F. Connor, Li-Fen Liu, Peadar Cremin, LukasMakris, Li-Pen Ben Tsao, LisaM. Kopp, Michael Craig Cox, Shivaani Kummar;
The START Center for Cancer Research, Grand Rapids, MI; START Center for Cancer Research, Salt Lake City, UT; NEXT Oncology, San Antonio, TX; Dana-Farber Cancer
Institute, Boston, MA; The University of Texas MD Anderson Cancer Center, Houston, TX; University Hospitals Seidman Cancer Center, Case Western Reserve University,
Cleveland, OH; The University of Texas MD Anderson Cancer Center and Sarah Cannon Research Institute, Houston, TX; Florida Cancer Specialists/Sarah Cannon Research
Institute, Sarasota, FL; Winship Cancer Institute, Atlanta, GA; Division of Hematology and Medical Oncology, Comprehensive Cancer Centers of Nevada, Las Vegas, NV;
Circle Pharma, South San Francisco, CA; Oregon Health and Science University, Portland, OR

Background: The cyclin-dependent kinase (CDK)-RB-E2F axis forms the core transcriptional
machinery driving cell cycle progression. Alterations in RB1 or other key components occur in
many cancers, resulting in heightened oncogenic E2F activity. E2F activation relies on the
interaction between the cyclin’s conserved hydrophobic patch (HP) and the RxLmotif found on
E2F and other cyclin/CDK substrates. Disrupting this cyclin A/E2F RxL interaction leads to
hyperactivation of E2F and synthetic lethality in E2F-driven tumors. CID-078 is a novel, orally
bioavailable, passively cell-permeable, potent and selective macrocycle that binds to the HP of
cyclins A and B, blocking the RxLmotif-mediated binding of E2F1 to cyclin A2-CDK2 andMyt1
to cyclin B1-CDK1. Consequently, CID-078 induces cell cycle arrest at the G2/M phase, leading
to apoptotic tumor cell death. In preclinical studies including small cell lung cancer (SCLC) and
triple negative breast cancer (TNBC) tumor types, CDX and PDX models with high E2F target
pathway scores and high E2F1 expression demonstrated tumor regression following single-
agent CID-078 treatment. Pre-clinical species demonstrate a well-tolerated safety profile and
20% oral bioavailability. Preclinical to clinical predictions maintain a 20% bioavailability.
Methods: This is a phase 1, first-in-human, open-label, multicenter, dose escalation and dose
expansion study to evaluate the safety, tolerability, pharmacokinetics (PK) pharmacodynamics
(PD) and preliminary anti-tumor efficacy of CID-078 in patients (pts) with locally advanced or
metastatic solid tumor malignancies (NCT06577987). Pts previously treated with standard of
care therapy and for whom no available curative therapy exists are eligible. CID-078 will be
administered orally, twice-daily in repeating 21-day cycles and treatment will continue until
disease progression, death, unacceptable toxicity or withdrawal from study. Part I dose
escalation will be guided by a Backfill-Bayesian Optimal Interval Design (BF-BOIN) based
on the incidence of dose-limiting toxicities (DLTs) and all available safety and PK data. Under
the BF-BOIN design, additional pts may be enrolled to expand previous cohorts to better
characterize the safety, PK, PD and preliminary efficacy activity to support a recommended
dose for expansion. A pilot food effect cohort is planned as well. In Part II dose expansion, pts
will be enrolled to one ormore cohorts defined by histologic tumor type ormolecular alteration
at the recommended doses of expansion. Based on preclinical data generated to date, the study
plans to include patients with SCLC, TNBC, and RB1-mutated tumors with additional tumor
types expanded based on observed efficacy. Dose escalation is ongoing with no DLT reported in
the initial 3 dose cohorts evaluated. Clinical trial information: NCT06577987. Research Spon-
sor: None.

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

http://www.clinicaltrials.gov/ct2/show/NCT06577987

