Effect of concomitant common cardiovascular medications on efficacy of sonidegib 200 mg daily in patients with locally advanced basal cell carcinoma: Results of the 42-month randomized, double-blind BOLT study
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	INTRODUCTION: Sonidegib, a hedgehog pathway inhibitor, is approved in the US, EU, Switzerland, and Australia for treatment of adults with locally advanced basal cell carcinoma (laBCC) not amenable to surgery or radiotherapy; and for metastatic basal cell carcinoma (mBCC) in Switzerland and Australia. In the pivotal BOLT trial, sonidegib demonstrated durable efficacy for laBCC and mBCC through 42 months. We present a post hoc analysis of sonidegib 200 mg once daily (QD) efficacy per investigator review in patients with laBCC taking concomitant common cardiovascular (CV) medications.
[bookmark: _Hlk13654568]	METHODS: BOLT was a phase 2, multicenter, double-blind study in which patients with laBCC or mBCC were randomized 1:2 to sonidegib 200 or 800 mg QD, respectively. Primary endpoint was objective response rate (ORR) per central review. Secondary post hoc assessments included ORR and duration of response (DOR) per investigator review in patients taking common concomitant CV medications. Tumor responses were assessed using modified Response Evaluation Criteria in Solid Tumors for laBCC. Safety assessments included adverse event (AE) monitoring through 30 days after end of treatment.
[bookmark: _Hlk13654727][bookmark: _Hlk13654742]	RESULTS: At 42 months, overall ORR (95% confidence interval [CI]) for laBCC patients receiving sonidegib 200 mg QD (n = 66) was 71.2% (58.7%–81.7%) by investigator review. In patients taking concomitant CV medications, ORR (95% CI) was 66.7% (9.4%–99.2%) for angiotensin II antagonists (n = 3), 92.3% (64.0%–99.8%) for angiotensin converting enzyme inhibitors (ACEI; n = 13), 75.0% (19.4%–99.4%) for direct thrombin inhibitors (n = 4), and 77.8% (40.0%–97.2%) for statins (n = 9).
Patients with laBCC receiving sonidegib 200 mg QD achieved median (95% CI) DOR per investigator review of 15.7% (12.0%–20.2%). Median DOR (months) was not estimable (NE) for angiotensin II antagonists, 19.4 (NE) for ACEI, 13.6 (NE) for direct thrombin inhibitors, and 11.1 (5.7–13.6) for statins.
Tolerability was consistent through 42 months, with AEs reported in 77 (97.5%) patients receiving sonidegib 200 mg QD, of whom, 43 (55.8%) experienced grade 1–2 AEs. AEs were mostly manageable and reversible with dose interruptions. 
	CONCLUSIONS: At 42 months, sonidegib 200 mg QD demonstrated sustained, clinically meaningful responses in patients with laBCC, while concomitant common CV medications did not impact efficacy. Sonidegib was associated with a manageable tolerability profile. 
