Phase 1 study of ripretinib, a broad-spectrum KIT and PDGFRA inhibitor, in patients with KIT-mutated
or KIT-amplified melanoma
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Previous studies have assessed the efficacy of KIT inhibitors such Tumour progression was assessed by the investigator using _ _ _ _ _ _ ﬂ 60 - ain. pvrexia. alkaline ohosphatase increase. blood bilirubin increase. and
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altered metastatic melanoma with objective response rate (ORR) Response Evaluation Criteria In Solid Tumours (RECIST) Version (Figure 1, Table 3). "'é- 40
ranging between 16%-30% and median progression free-survival 1.1 on Day 1 of Cycles 3, 5, 7, and every 3 cycles thereafter, and a A 53-year-old female who received 4 prior lines of systemic melanoma therapy before enrolling did (= i Any dose modification in patients receiving ripretinib occurred in 17 (65%)
(PFS) of 3—6 months34 final study visit not have a follow-up assessment due to early death. Her medical course was complicated by gastric ﬁ . patients, and any TEAE leading to treatment discontinuation occurred in 5
There are no approved KIT inhibitors for KIT-altered metastatic Responses were confirmed with follow-up imaging at least 28 days haemorrhage, and she stopped ripretinib on Cycle 1 Day 15 due to respiratory failure secondary to §1 20 - © Concored (19%) patients (Table 5)
melanoma and clinical practice guideline recommends specified later. ORR was defined as the proportion of patients with a pneumonia that resulted in death; both events were unrelated to ripretinib treatment = o _ _
KIT inhibitors as second-line therapy in certain situations® complete response (CR) plus partial response (PR) Tumour response to ripretinib varied by exposure to prior KIT inhibitor therapy (Figure 3) . Table 4. Treatment-rglated TEAEs in 215% of patients with
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We report the efficacy and safety of a starting dose of ripretinib safety analyses were performed in all patients receiving a ripretinib _ , . . , : :
150 mg once daily (QD) in 26 patients with KIT-altered metastatic dose (includes 150 mg QD and 150 mg BID periods) Ripretinib was dose escalated to 150 mg BID after progressive disease on 150 mg QD in 4 (15%) ©1 confidence interval PFS, progression-free survival Hipase increased 13 (50) 2(8) 3 (12) 8 (31)
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