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The Hess B. and Diane Finestone Laboratory in Memory of Jacob and Jenny Finestone was
established in 1988. The intent of the donor was to honour the memory of Jacob and Jenny
Finestone, and the 80" birthday of Mr. Hess B. Finestone. A permanent endowment was created
at McGill University devoted to the advancement of medical genetics. These are the specific
objectives of the endowment: to fund research projects related to the field of medical genetics; to
fund trainees in the field of medical genetics; and, to publicize the field of medical genetics
through the support of special lectures, visiting professorships and other appropriate means. Dr.
David S. Rosenblatt has been Director of the laboratory since its inception, and this annual
report describes the activity of his laboratory for 2020-2021.

RESEARCH

The Hess B. and Diane Finestone Laboratory in Memory of Jacob and Jenny Finestone is located
at the Research Institute of the McGill University Health Centre (MUHC). Our facility is one of
two major international referral laboratories for the diagnosis of patients with inherited disorders
of folate and vitamin B2 transport and metabolism. It is involved in studying the biochemical
and molecular bases of these diseases. Since the MUHC has a CLIA certified cellular and
molecular diagnostic laboratory, advances in knowledge from research can be immediately
translated to clinical diagnostics.

Certainly 2020-2021 has not been a usual year. Because of COVID restrictions, there was only
limited access to the laboratory this year. In particular, Will Bauer, who was a first year graduate
student spent a portion of the year at home in New Brunswick. Fortunately he was able to
complete his course requirements virtually and spend productive time writing what will be the
introduction to his thesis.

The generous government of Canada CRCEF program did supply funds to partially cover the
cost of salaries to both David Watkins and Gawa Bidla and these funds will provide resources
for future years. It should be noted that the end of year balance was larger than in past years
because of the CRCEF contribution. The surplus was recapitalized as in previous years.

Ongoing projects in the laboratory:

Studies on methionine dependence in cancer cells, in particular those derived from patients with
melanoma and glioblastoma,;

Functional studies on patients with MTHFD1 deficiency and variants in the MTHFD1 genes;




Using genome and RNA sequencing to identify potential causal variants in patients with
undiagnosed inborn errors of vitamin B, metabolism following somatic cell studies.

The hunt for causal mutations in patients with known inborn errors of cobalamin metabolism in
whom both causal mutations have not been found. We are currently collaborating with Dr.
William Craigen at Baylor College of Medicine on investigations on a patient from the NIH
Undiagnosed Disease Network. This patient has a disorder of glycosylation (fucokinase
deficiency) but also abnormalities in vitamin B;, metabolism.

Collaborations continue with groups at the NIH (Charles Venditti) and at Baylor College of
Medicine (Ross Poché) on mouse and zebra fish models of inborn errors of cobalamin
metabolism. Our laboratory provides specialized assays for vitamin Bj, function in cell lines
derived from mice with defects in the pathway.

Other ongoing projects (Brian Gilfix) include the development of high resolution melting for
targeted mutation testing in alpha-1-antitypsin deficiency. In addition, Dr. Gilfix is collaborating
with Dr. Paul Goodyer and Eloxx Pharmaceuticals to develop an in vitro model to study the
effects of aminoglycoside antibiotics on certain classes of detrimental mutations in genes
associated inborn errors of vitamin By, metabolism. This is with the view to develop possible
treatments for a number of inborn errors.

We have published on the long term follow-up on a family with a severe recurrent form of
osteogenesis imperfect, and described both a novel mutation and the finding of somatic
mosaicism in one of the parents.

RESEARCH OPERATING FUNDS

CIHR Operating Grant, Pl — 2016-2019: This grant is for the use of next generation sequencing
to discover disorders of vitamin B;, metabolism. Funding Extension until 2021

NIH, Co-Investigator-2019-2024: Ronin (Thapl1l) in Neural Crest Development. Pl is Ross
Poché, Baylor College of Medicine
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Title: Next generation sequencing to discover genes underlying
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Title: Methionine dependence in cancer cell lines; examining the role
of genes implicated in cobalamin metabolism
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Interest Income (Starting Balance)

Salary Expenses:

David Watkins

William Bauer (M.Sc. Student)

Subtotal

Non-salary Expenses:

Cell phones

Computer Equipment

Materials and Supplies

Translation (MRC/CIHR Group History Transcripts)
Subtotal Expenses:

Total Expenses

Ending Balance
CRCEF contribution

Balance Capitalized at April 30, 2021

$128,152.56
$70,206.42
$4,849.12
$ 75,055.54
$ 3,074.06
$ 645.22
$ 748.46
$ 14,000
$ 18,467.73
$ 93,523.27
$ 34, 629.29
$ 15, 926.64
$ 50, 555.93




