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A phase Il basket trial of dual anti—-CTLA-4 and anti—PD-1 blockade in rare tumors (DART)
SWO0G S1609: The desmoid tumors (cohort 27).
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Background: Dual inhibition with Anti-PD-1 and anti-CTLA4 checkpoint inhibitors is efficacious in many
malignancies, but their potential role in numerous rare solid cancers is yet to be established. Desmoid tumors
(DT; fibromatosis) are rare tumors of the soft tissue, and the mainstay of treatment is surgery (Richard Riedel,
2022). The utility of immunotherapy in this group of patients has not been explored. This study presents the
first results of ipilimumab and nivolumab used in the DT cohort (#27) of the SWOG S1609 Dual Anti-CTLA-4
& Anti-PD-1 blockade in Rare Tumors (DART) trial. Methods: DART is a prospective, open-label, multicenter/
multi-cohort phase 2 clinical trial of ipilimumab (1mg/kg intravenously every 6 weeks) plus nivolumab
(240mg intravenously every 2 weeks). The primary endpoint includes objective response rate (ORR) (RECIST
v1.1) (confirmed complete (CR) and partial responses (PR)). Secondary endpoints include progression-free
survival (PFS), overall survival (OS), stable disease (SD) > 6 months, and toxicity. Results: Sixteen evaluable
patients (median age 37) with desmoid tumors were analyzed. Location of the tumors are: 8, abdomen; 3,
lower limb: 2, upper limb; 2, pelvis; and 1, neck. ORR was 18.8% with 3 patients attaining PR: 40%
regression with ongoing duration of response (DoR) at over 30+ months; 83% regression (PFS 16 months);
and 71% regression (PFS of 8.4 months). Of note, 3 patients had SD (3/16, 18.8%) with some shrinkage of
the tumors and a durable response; 23% regression with PFS of 1820+ days; 6% regression with PFS of
902 days; 1% regression with PFS of 1147+ days. Overall clinical benefit rate (CBR; no progression >
6 months) was 62.5%. The median PFS was 17.9 months, 6-month PFS 69%, 1-year PFS 62%. All patients
were alive at 1 years; median OS was not assessable as 14 patients are showing ongoing survival. The most
common adverse events were fatigue (43.8%, n =7), nausea (37.5%, n =6), hypothyroidism (31.3%, n=5),
diarrhea, hyperthyroidism, headache, and adrenal insufficiency (25%, n = 4 each). There were 8 incidents
(50%) of grade 3-4 adverse events. 7 adverse events led to discontinuation. There were no grade 5 adverse
events. Conclusions: Ipilimumab plus nivolumab in treatment of desmoid tumors resulted in an ORR of
18.8% and CBR of 62.5% with durable responses seen. This is the first prospective study demonstrating
efficacy of the combination in this rare disease. Correlative studies to determine response and resistance
markers are ongoing. Expanded prospective studies in desmoid tumors are needed. Clinical trial information:
NCT02834013. Research Sponsor: U.S. National Institutes of Health; Bristol-Myers Squibb.
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