21st November 2024

To the Myotubular and Centronuclear Myopathy community

It is with regret that we announce that the current clinical trial of tamoxifen in patients with x-linked
myotubular myopathy has been halted.

This trial “TAM4AMTM: A Phase 1/2 Randomized Placebo-Controlled, Double-Blinded, Single
Crossover Study to Determine the Safety and Efficacy of Tamoxifen Therapy for Myotubular
Myopathy (XLMTM)” enrolled patients in Canada and the UK over the period 2019 to 2023.

Upon safety review we have found that tamoxifen may impact liver function in children with XLMTM.
For example, blood tests showing some liver enzymes that were higher than we would normally
expect. As a result of these findings, it has been decided that the tamoxifen study will be halted. At
this time, we are not concerned about any long-term effects related to tamoxifen and the liver for
those participating in this trial, as the liver test results returned to normal once the tamoxifen was
stopped.

We will continue to conduct and finalise analysis of the data collected in this study. These results will
be available on clinicaltrials.gov and will, at some point, be presented in publication format which we
will ensure is shared with the myotubular and centronuclear myopathy community.

Given the safety concerns raised in the trial, we strongly encourage patients/ families/ clinicians to
NOT consider “off label” tamoxifen for XLMTM patients.

We would like to extend our thanks to those who participated in this study. While the data may not
reflect the results that we hoped for, we believe that the learnings from this trial will help to inform
on, and continue progress towards, developing therapies for XLMTM.

We also wish to thank the broader MTM & CNM community for their support, and the agencies and
charities who enabled the development of the tamoxifen clinical trial.

Myotubular Trust will host a webinar on Tuesday 3rd December at 5pm UK time, where we will discuss
the ending of the trial, and what it might mean for our understanding of XLMTM. We will address any
guestions you may have at that webinar.

Sincerely,

Dr Giovanni Baranello, Dr Jim Dowling,

Great Ormond Street Hospital, London Hospital for Sick Kids, Toronto


https://eur03.safelinks.protection.outlook.com/?url=http%3A%2F%2Fclinicaltrials.gov%2F&data=05%7C02%7CLucy.Hickson%40newcastle.ac.uk%7Cff58905f48534c23ba3908dd0a4818d1%7C9c5012c9b61644c2a91766814fbe3e87%7C1%7C0%7C638678026966511869%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=MmvLDh0k2BwzKoWxxkn%2BU1I4M6SaJgrr862gCW2v2OE%3D&reserved=0

