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€ MCDS is an ultra-rare inherited skeletal disorder causing short stature, pain, and bone deformities.

& Investigations into the condition have identified endoplasmic reticulum stress as the key mechanism of disease.

€ There is currently no treatment, but a potential therapy, carbamazepine, has been identified through a screen of generic drugs.
€ The EU have funded MCDS-Therapy, an international academic-led collaboration, to repurpose carbamazepine for MCDS.

& Results from our clinical trial are expected in 2022, with a subsequent aim of licensing a low-cost therapy.
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: COIT1OA1 gene Which creates a protein MCDS-Therapy is a scientist-led international
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protein gets trapped within a part of the cell known as the endoplasmic reticulum (or ER), multicentre, phase 2a/2b clinical trial to repurpose carbamazepine for MCDS.
which becomes stressed (ER stress). Over time this stops the cells functioning in a normal way, The MCDS- Therapy team are Working to alleviate the pain

and ultimately leads to cell death. . . . .
and bone malformations that patients with the rare genetic
skeletal condition MCDS live with on a daily basis.

We are working closely with patients to deliver .4
the treatment and hope to help develop the
global community of MCDS patients through
our work. Ultimately, we plan to pioneer an
academic drug repurposing pathway, capable
of delivering a low-cost, transformative
treatment for a rare patient population from
bench to bedside, independent of the
pharmaceutical industry.
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TRIAL PLAN Stage 1 Stage P Stage 3 The phase 2a/2b trial will launch in 2018 using a before-after study design,
as approved during EMA protocol assistance. The phase 2a component will
12 months 12 months 24 months be conducted in the UK while the phase 2b component will involve
additional partner sites in the EU and Australia. We aim to enroll 40

BASELINE

patients in total, all of whom will receive carbamazepine. The basic trial
OBSERVATION plan is outlined in the figure. Final results are expected in late 2022.
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MCDS-Therapy also includes projects to develop new MCDS biomarkers
. PHASE Il CLINICAL TRIAL and to assess the health economics of the condition. By running these
EU & Australian projects alongside the clinical trial we plan to deliver an innovative and

z BASELINE affordable repurposed therapy for MCDS alongside both the tools to
provide diagnosis and prognosis and a compelling argument for drug
OBSERVATION reimbursement around the EU.
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P *To learn more please contact the corresponding author - rick@findacure.org.uk - or follow our project online and on social media.
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