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Informations about the mitoFolat Study

Folinic acid therapy in children and adolescents with Kearns-Sayre syndrome
and cerebral folate deficiency

Dear parents, dear families,

We, the Department of Pediatrics and Adolescent Medicine and the Study Center at University Medical Center
Géttingen (UMG), would like to draw Your attention to our medicinal product study “mitoFolat” in children and
adolescents with Kearns-Sayre syndrome (KSS). The aim of this study is to investigate the clinical effects of
folinic acid therapy in children and adolescents with KSS who have been diagnosed with folic acid deficiency in
the cerebrospinal fluid.

Kearns-Sayre syndrome is a mitochondrial disorder characterized by: CPEO (chronic progressive ophthalmople-
gia), ptosis, retinal changes, and onset before the age of 18 PLUS one or more secondary criteria: short stature,
hormonal disorders, hearing loss, cerebellar symptoms, cardiac conduction disorders, elevated protein levels in
the cerebrospinal fluid. In the majority of KSS patients, a reduction of folic acid metabolites in the cerebrospinal
fluid (secondary cerebral folate deficiency) can be detected. In the literature, the effects of folic acid or folinic
acid therapy are unclear based on individual case observations and small uncontrolled studies.

The mitoFolat study is a randomized, controlled, blinded intervention study with two parallel groups and a study
duration of 18 months. In both groups, folinic acid is administered for 12 months combined with a observation
period without therapy for 6 months, but in different sequences. Our goal is to include a total of 18 children and
adolescents in the study. The study is being conducted at eight pediatric neurology clinics in Germany. It is
funded exclusively by the Deutsche Forschungsgemeinschaft (DFG).

The inclusion criteria are:

e Age group 6 —17 years

¢ Clinically defined Kearns-Sayre syndrome

¢ Onset of clinical symptoms before the age of 12 years

¢ |[dentification of one of the mitochondrial DNA gene defects associated with Kearns-Sayre syndrome (deletions
or duplications, point mutations in tRNA genes)

» Decreased levels of the folate metabolite 5-methyltetrahydrofolate (5SMTHF) in cerebrospinal fluid.

We kindly ask for Your support. Please feel free to contact us directly:

Study directors: Prof. Dr. J. Gartner and Prof. Dr. E. Wilichowski
Study organization: Dr. med. A. Knorr alexandra.knorr@med.uni-goettingen.de
Tel. no., Email address for the study: +49 551 3967019, mitofolat@med.uni-goettingen.de

Department of Pediatrics and Adolescent Medicine, University Medical Center Géttingen, Robert-Koch-Strafe
40, 37075 Géttingen, Germany.

We welcome any inquiries and are happy to answer any questions you may have.

Thank you very much!

Prof. Dr.med. Ekkehard Wilichowski Dr.med. Alexandra Knorr
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