PPD

Central Committee on research Involving Human Subjects (CCMO)
Attn: Competent Authority

Parnassusplein 5

2511 VX Den Haag

Bennekom, 07 April 2020

Re: Digital submission of Early Termination
Protocol: PVO-2A-201

EudraCT number: 2017-002751-28

NL number: NL67312.028.18

Dear members of the Central Committee on Research Involving Human Subjects,

With this letter we would like to notify the Competent Authority (Central Committee on Research Involving
Human Subjects) of the early termination of the research entitled: “A Phase 2, Randomized, Double-Blind,
Placebo-Controlled Efficacy and Safety Study of Palovarotene in Subjects with Multiple Osteochondromas"
registered under number NL67312.028.18.

Early Termination of Trial
Palovarotene is a retinoic acid receptor gamma (RARY) selective agonist under clinical evaluation for two

rare bone diseases, Fibrodysplasia Ossificans Progressiva (FOP; in Phase 2 and 3 trials) and Multiple
Osteochondromas (MO; in the above-mentioned Phase 2 trial).

Following reports of adverse findings of premature epiphyseal closure in the FOP program and subsequent
discussions with the U.S. FDA on 04 December 2019, a global partial clinical hold was placed on the
ongoing palovarotene trials for subjects under 14 years of age. The MO-Ped study PVO-2A-201 was
included under the partial clinical hold because premature closure was reported in subjects in FOP studies
receiving weight-adjusted equivalent doses of 5 mg daily, the same as the highest dose evaluated in the
MO-Ped study. Since the age limit for enrollment in the MO-Ped study PVO-2A-201 was 14 years, all
subjects in the MO-Ped study had treatment halted.
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Yours sincerely,
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Appendices:
- A1. Cover letter NL67312.028.18 dd 07Apr2020
- B7. EudraCT end of trial form
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