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Long-term disease control of =2 years achieved with cabozantinib in subjects with
metastatic medullary thyroid carcinoma on a phase I study.
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Background: Metastatic medullary thyroid cancer (MTC) carries a median survival of about two years
(Modigliani et al. 1998; Roman et al. 2006). Cabozantinib inhibits three primary pathways implicated in
MTC pathogenesis and progression: MET, vascular endothelial growth factor receptor-2 (VEGFR?2), and
RET. A phase I study was initiated in September 2005 in patients (pts) with advanced solid tumors.
Methods: 85 pts, including 37 with MTC were enrolled to evaluate safety, pharmacokinetics, and to
determine maximum-tolerated dose (MTD). Once the MTD of 140 mg freebase (equivalent to 175 mg
malate salt) was determined, 20 metastatic or locally advanced MTC pts were enrolled in an MTD expansion
cohort. 10/37 MTC pts achieved a confirmed partial response (cPR) (Kurzock et al. 2011). We report here
on long-term disease control (DC), defined as cPR or progression-free at = 24 months (m), in the MTC
cohort. Results: After a minimum follow-up period of 52 m, 11 of 37 pts (30%) experienced DC, and have
remained progression-free for > 24 m. Time from diagnosis and time since development of metastatic
disease was similar in patients with (11) or without (26) long term DC. As of 04 Dec 2012, 5 of these 11
pts remain on treatment for a median time of 55 m (53-73m). A best response of cPR was associated with
long-term benefit: 4/5 pts continuing on treatment achieved cPR, one achieved SD. The adverse event
profile of cabozantinib was generally predictable and adverse events were managed with symptomatic
treatment and dose modifications. The median final dose for pts with long-term DC was 60 mg (range
20-140), with a median number of dose reductions of 2 (range 0E4). Reasons for dose reductions in two or
more pts experiencing long-term DC included diarrhea (7), palmar-plantar erythrodysaesthesia syndrome/
rash (6), mucositis/stomatitis (3), anorexia (3), nausea (2), and vomiting (2). Conclusions: Treatment with
cabozantinib demonstrates long-term DC in a cohort of pts with metastatic MTC. Cabozantinib offers an
important new treatment option for patients with progressive, metastatic MTC. Clinical trial information:
NCT00215605.
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