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Background

REGOBONE is a non-comparative phase 2, double-blind, PL-controlled trial designed to evaluate the activity and safety of
REGO, in 5 independent cohorts of sarcomas originating in bone. We report here the chordoma cohort results.

Methods

Eligibility criteria included histologically centrally confirmed diagnosis of chordoma, age >18 years, confirmed measurable
progressive disease (PD) not amenable to curative-intent, with < 2 prior lines of treatment, and ECOG 0-1. Eligible pts were
randomized (2:1) to receive either REGO (160 mg/d, 21/28 d) or PL with optional cross-over at the time of centrally confirmed
progressive disease (PD). 18 pts were planned in the REG arm to detect a 35% improvement (1-sided a=0.05, and 80% power)
in the Progression-Free Rate (PFR) at 6 months (Py=40%), by central review per RECIST1.1. Main secondary endpoints were

PFS, Response Rate, OS and safety.
Results

From March 2016 to February 2020, 27 chordoma pts were enrolled. Of 23 efficacy-evaluable pts (7 in PL arm and 16 in REG
arm); 16 were men, median age was 66 (32-85) years. At 6 months, in REGO arm; one pt was not evaluable, 6/15 were non-
progressive (PFR: 40.0%; one-sided C195% = [19.1-[), and 4/15 discontinued REGO due to toxicity; and in PL arm; 2/5 were
non-progressive (PFR: 40.0%; Cl195% = [7.6-[), 2 pts were non evaluable. Median PFS was 8.2 (Cl195% = 4.5-12.9) vs. 10.1
(C195%= 0.8-NE) months for REGO and PL arms respectively. Median OS was 28.3 months on REGO but not reached in PL arm.
Four out of 7 pts crossed-over to REGO after centrally-confirmed PD on PL. Of the 25 safety-evaluable pts, the most common >
Gr3 REGO-related AEs during the double blind period were hand-foot skin reaction (22%), hypertension (17%) and diarrhea
(17%), with no toxic death.

Conclusions

This randomized non comparative study failed to show any signal of benefit for REGO in pts with advanced/metastatic
incurable chordoma, with toxicities in REGO arm leading to early treatment discontinuation in this small group of patients.
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