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Ernesto Schiffrin awarded Prix Galien
Canada — Research Award

Dr. Ernesto Schiffrin, Canada Research Chair in Hyper-
tension and Vascular Research at the Lady Davis
Institute, Physician-in-Chief at the Jewish General
Hospital, Professor and Vice-Chair (Research) in the
Department of Medicine at McGill University has been
conferred the 2017 Prix Galien Canada — Research
Award.

The Prix Galien is the most prestigious award in the
field of Canadian pharmaceutical research and innova-
tion. Referred to as the Nobel Prize of pharmaceutical
research, it recognizes the efforts and achievements
of pharmaceutical research and development and is
presented to the researcher judged to have made

the most significant contribution to pharmaceutical
research in Canada.

“I feel honored and delighted at being chosen as this
year’s recipient of the Prix Galien Canada,” said Dr.
Schiffrin. “I have been fortunate that my work and
that of my team has allowed the development of bio-
markers and pharmaceuticals that contribute to
improve outcomes of patients with hypertension

and heart failure.”

Dr. Schiffrin studies mechanisms and treatment of
hypertension,

vascular intra-

cellular signaling y
and oxidative stress /
and remodeling of f
resistance arteries '
in animals and
humans with hyper-
tension, diabetes
and chronic kidney
disease.

Largest genetic study identifies
potential targets for osteoporosis

The largest study ever conducted on the genetics of
common age-related bone disease has resulted in the
identification of 153 new gene variants associated with
the loss of bone mineral density, the strongest clinical
risk factor for osteoporosis, and a frequent cause of
fractures. This effectively triples the number of genes
known to be implicated in osteoporosis, and the new
gene variants account for 12% of the heritability of the
disease, which is double the previous level.

“There is a strong inherited component with bone
health, but osteoporosis often goes undetected until a
fracture occurs,” said Dr. Brent Richards of the Centre
for Clinical Epidemiology, and one of the senior authors
of the paper, which appears in Nature Genetics.

Particularly exciting is the discovery of a previously un-
known link between the gene GPC6 and osteoporosis.

The genome wide study involved more than 140,000
individuals whose records are included in the UK
Biobank database. A qualitative ultrasound of the heel
was employed to measure for bone mineral density.

“Trying to identify causal factors at novel loci, we
were able to implicate GPC6 as a determinant of bone
mineral density,” explains John Morris, a doctoral
candidate in human genetics being supervised by Dr.
Richards. “We found that knocking out this gene in

an animal model resulted in increased bone density.
GPC6 is a cell surface protein making it easier to
target, enhancing the prospects for successful drug
development.”

The sheer statistical power of this study is impressive,
explaining why so many new gene variants were re-
vealed. Dr. Richards’ group is part of the Genetic Fac-
tors of Osteoporosis Consortium, which includes nearly
every major bone density research team in the world.



https://www.nature.com/articles/ng.3949�

CIHR Awards

Dr. Stéphane Richard received a CIHR Foundation
Grant worth $3.5 million over seven years for
“Molecular and Genetic Analysis of Arginine Methyla-
tion and RNA Binding proteins in Health and Disease.”
He was also awarded a project grant, which he was
required to decline.

LDI researchers awarded project grants in the most
recent round of CIHR funding are:

Dr. Jonathan Afilalo, $1.1 million for a four-year clinical
study, “Protein and Exercise to Reverse Frailty in Older
Men and women undergoing Transcatheter Aortic
Valve Replacement: The PERFORM-TAVR Trial.”

Dr. Mark Basik, $952,000 over five years for
“Innovative pre-clinical models to overcome drug
resistance in triple negative breast cancer.”

Dr. Andréa LeBlanc, $925,000 over five years for
“Validation of the Nlrp1-Casp1-Casp6 pathway as an
early therapeutic target of age-dependent cognitive
impairment and Alzheimer Disease.”

Dr Alexandre Orthwein, $850,000 over five years for
“Regulation of DNA double-strand break repair path-
ways in multiple myeloma.”

Dr. Volker Blank, $800,000 over five years for
“Regulation and function of NFE2L3: linking transcrip-
tion factor activity to tumorigenesis.”

Dr. Kristian Filion, $175,000 over two years for
“Tramadol and the Risk of Adverse Cardiovascular
Events: A Population-based Study.”

Dr. Antonis Koromilas, $100,000 for one year for
“Mechanisms and therapeutic implications of PKR
and elF2 phosphorylation in HER2 breast tumor
suppression.”

Dr. Michael Pollak, $100,000 for one year for “Direct
targeting of translation machinery in cancer treat-
ment.”

Dr. Brett Thombs, $75,000 for one year for “Improving
Depression Screening in Geriatric Patients by Reducing
Bias and Generating Individualized Accuracy Estimates:
An Individual Patient Data Meta-Analysis of the Geriat-
ric Depression Scale (GDS).”

FRQS Grants

Ten LDl researchers were granted salary awards
funding from the FRQS:

Dr. Céline Gélinas, Chercheur-boursier Senior for
“Innovation dans I'évaluation et la gestion de la douleur
dans les unités de soins intensifs adultes.”

Dr. Brent Richards, Chercheur-boursier clinicien Senior
for “La génomique de I'ostéoporose et de la vitamine
D: Des corrélations a la causalité jusqu’a I'application
Clinique.”

Dr. Brett Thombs Chercheur-boursier Senior for
“L’amélioration de la santé mentale et la qualité de vie
des Canadiens souffrant de maladies chroniques: des
preuves empiriques a I’action.”

Dr. Josie Ursini-Siegel Chercheur-boursier Senior for
“Les réseaux de signalisation des récepteurs tyrosine
kinase gouvernant la progression du cancer du sein.”

Dr. Kristian Filion, Chercheur-boursier Junior 2 for
“Pharmacoépidémiologie cardiométabolique : Une
évaluation de I'innocuité des médicaments a I'échelle
population.”

Dr. Yves Longtin, Chercheur-boursier clinicien Junior 2
for “Une approche globale et intégrative pour mieux
comprendre et prévenir les infections associées au C.
difficile.”

Dr. lvan Topisirovic Chercheur-boursier Junior 2 for
“Roles de la synthese protéique et du métabolisme
énergétique dans le cancer.”

Dr. Michael Witcher Chercheur-boursier Junior 2 for
“Déreglement épigénétique dans le cancer du sein.”

Dr. Arezu Jahani-Asl, Chercheur-boursier Junior 1
for “Glioblastome Pathogenesis: cibles et thérapies
moléculaires.”

Dr. Soham Rej, Chercheur-boursier clinicien Junior 1
for “Comorbidité Physique chez les Personnes Agées
avec Trouble Bipolaire: Investigations Pharmaco-
épidémiologique. “
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Searching for the “signature” causes of
BRCAness in breast cancer

Breast cancer cells with defects in the DNA damage
repair genes BRCA1 and BRCA2 have a mutational
signature, known as “Signature 3.” But not all breast
tumor cells exhibiting Signature 3 have BRCA1 or BRCA2
mutations. Therefore, some consider Signature 3 a
biomarker for “BRCAness,” a sign of a breakdown in
BRCA-related DNA repair (a process called homologous
recombination), in general, and not BRCA damage, in
particular.

An international team featuring Dr. William Foulkes,
reporting in Nature Genetics, hint that mutational
signatures like Signature 3 might fuel a precision
medicine approach that uses a tumor’s full scope of
mutations to guide risk and treatment decisions,
instead of focusing on individual genes.

“The defects associated with Signature 3 may make
patients more responsive to certain treatments,” said
Dr. Foulkes, a cancer geneticist at the LDI and Segal
Cancer Centre. “By undertaking a comprehensive
genomic and epigenomic analysis of breast cancer, we
have identified alterations that were not previously
known to be associated with Signature 3. We are

also better able to determine whether certain types
Le Spécialiste, the official magazine of the Fédéra-  of genetic variants are associated with disease, as
tion des médecins spécialistes du Québec, profiled opposed to simply being innocent bystanders.”

Dr. Susan Kahn, head of the Canadian Clinical

Research Network on Venous Thromboemolism And what of Signature 3’s clinical Utl'lty? The team
(CanVECTOR) and Director of the Centre of found that they could combine the signature’s presence

Excellence in Thrombosis and Anticoagulation or absence in breast cancer cells with other data to

Care (CETAC) at the Jewish General Hospital, in classify rare BRCA1 and BRCA2 mutations as harmful or
its “Great Names in Quebec Medicine” :erie’s not, a finding they noted needs to be investigated

i further. The researchers also suggested that Signature
Download the September issue here. 3 might one day factor into treatment decisions for
women with breast cancer, or help guide development
of future “BRCAness”-targeting therapies.

Dr. William Foulkes, at left

l

Prepared by the Research Communications Office,
Lady Davis Institute at the Jewish General Hospital.
Any suggestions with respect to content are welcome.
Not to be reproduced without attribution.

To submit information or for media enquiries, contact:

Tod Hoffman at: thoffman@jgh.mcgill.ca;
514-340-8222, ext. 28661



https://www.fmsq.org/documents/10275/15483724/leSpecialisteAnglaisSept2017.pdf�
https://www.nature.com/articles/ng.3934�
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Exploration of Gas6 as a target in VTE
therapy

As a Centre for Excellence in Thrombosis and Anti-
coagulation Care, the Jewish General Hospital and

Lady Davis Institute are leading the search for improved
and novel therapies for patients with venous thrombo-
embolism (VTE). Anticoagulants have been the
standard of care for VTE, however their association
with severe bleeding makes them an imperfect remedy.

Dr. Mark Blostein and Dr. Catherine Lemarie explore
the potential of manipulating the protein Gasé6 to
better control blood clots. In their most recent paper,
published in Arteriosclerosis, Thrombosis, and Vascular Biology,
they show that Gasé6 is required for the recruitment of
inflammatory white cells in the clot. They determine
that reducing Gas6 undermines this process.

“Our lab is interested in delving down into the cellular
components of VTE in order to discover alternative
treatments that will minimize the complications of
VTE and the use of blood thinners,” Dr. Blostein
explains.

“Our hypothesis is that the development of an inhibitor
to Gas6 will interfere with the accumulation of white
cells that are contributors to the damage caused by
VTE, including post-thrombotic syndrome, chronic

lung disease, and death from pulmonary embolism.

It has been shown in animal models that targeting
Gasb does not cause bleeding, making it promising

for adjuvant therapy to anticoagulants that may have

a positive impact on the long-term complications of
VTE.”

The paper concludes, “Deciphering the role of Gasé
and precise function of inflammatory monocytes in
venous thrombosis occurrence can be a powerful
tool for the identification of new targets for future
antithrombotic therapy.”

An editorial accompanying this paper cites several of
Dr. Blostein’s earlier publications as “milestones” in the
discoveries of Gas6’s signaling function in thrombosis.

Dr. Blostein’s research is part of the national Canadian
Venous Thromboembolism Clinical Trials and Outcomes
Research (CanVECTOR) network, headed by Dr. Susan
Kahn, which conducts basic and clinical research in
VTE.

Two distinct mechanisms identified in
classical Hodgkin’s lymphoma

In a paper published in Laboratory Investigation,

Dr. Hans Knecht identifies two distinct mechanisms
that lead to mononuclear Hodgkin cells and their
progression to multinucleated Reed-Sternberg cells,
the diagnostic cells of classical Hodgkin’s lymphoma.

Employing a unique combined quantitative 3D TRF2-
telomere immune fluorescent in situ hybridization
technique, he revealed: a) massive attrition of telomere
signals and a considerable increase of TRF2 (telomere
repeat binding factor 2) signals not associated with
telomeres; and b) telomere de-protection due to a

loss of TRF2 signals, physically linked to telomeres.

“In Western countries, Epstein-Barr virus is associated
with classical Hodgkin’s lymphoma in about 40% of
cases. These cases show clear evidence of an associa-
tion with the activation of the latent membrane protein
1 (LMP1) oncogene, which mediates chromosomal ab-
normalities primarily through downregulation of TRF2,”
said Dr. Knecht, Chief of Hematology at the Jewish
General Hospital. The progressive breakage-bridge-
fusion (BBF) cycles during the transition of a Hodgkin to
a Reed-Sternberg cell result in increasing genomic insta-
bility, leading to new long BBF “zebra” chromosomes.

“We had been looking for the mechanism responsible
for this process,” he goes on. “The Reed-Sternberg
cell is a cytokine secreting end-stage tumor cell that
continues to recruit other precursor lymphocytes. We
were surprised to discover two molecularly disparate
mechanisms. It reveals that this process is more
complicated than we had anticipated. The telomeric
zinc finger-associated protein (TZAP), discovered this
spring, is probably a new player in the field.”

Though the sample size was too small to draw definitive
conclusions, Dr. Knecht suspects that massive over-
expression of TRF2 is characteristic of more aggressive
disease, resulting in rapid progression to Reed-
Sternberg cells and a poorer prognosis.

“We need to examine more cases and further explore
how these mechanisms are associated with relapse and
aggressive disease,” Dr. Knecht says. “We need better
understanding of the basic mechanisms underlying
Hodgkin’s lymphoma in order to cure the about 15% of
patients who still succumb to finally refractory disease.”



http://atvb.ahajournals.org/content/37/7/1315�
http://www.nature.com/labinvest/journal/v97/n7/full/labinvest201733a.html�

Upcoming Grants and Awards Deadlines

November 24, 2017 Oncopole Multi-Institutional teams against cancer. A unique public-private
partnership which will operate under the auspices of the Fonds de recherche du Québec — Santé.

November 29, 2017 FRQS AUDACE Program to support bold research that offers a departure from
traditional approaches.

March 1, 2018 FRQS Etudiants-chercheurs étoiles

Selected Bibliography of Papers from the Lady Davis Institute (September-October/2017):

MNK1/2 inhibition limits oncogenicity and metastasis of KIT-mutant melanoma. Zhan Y, Guo J, Yang W, Goncalves
C, Rzymski T, Dreas A, Zytkiewicz E, Mikulski M, Brzézka K, Golas A, Kong Y, Ma M, Huang F, Huor B, Guo Q, da
Silva SD, Torres J, Cai Y, Topisirovic |, Su J, Bijian K, Alaoui-Jamali MA, Huang S, Journe F, Ghanem GE, Miller WH
Jr, Del Rincén SV.  J Clin Invest. 2017 Oct 16. pii: 91258. doi: 10.1172/JCI91258

Sulfonylureas as Initial Treatment for Type 2 Diabetes and the Risk of Severe Hypoglycemia. Yu O, Azoulay L, Yin
H, Filion KB, Suissa S. Am J Med. 2017 Oct 12. pii: S0002-9343(17)31030-6. doi: 10.1016/j.amjmed.2017.09.044.

Investigating Canadian parents' HPV vaccine knowledge, attitudes and behaviour: a study protocol for a longitudi-
nal national online survey. Shapiro GK, Perez S, Naz A, Tatar O, Guichon JR, Amsel R, Zimet GD, Rosberger Z. BMJ
Open. 2017 Oct 11;7(10):e017814. doi: 10.1136/bmjopen-2017-017814

Estimating causal effects of treatment in a randomized trials when some participants only partially adhere. Shrier
I, Platt RW, Steele RJ, Schnitzer M. Epidemiology. 2017 Oct 11. doi: 10.1097/EDE.0000000000000771.

Patterns of long-term use of non-vitamin K antagonist oral anticoagulants for non-valvular atrial fibrillation: Que-
bec observational study. Douros A, Renoux C, Coulombe J, Suissa S. Pharmacoepidemiol Drug Saf. 2017 Oct 6.
doi: 10.1002/pds.4333.

Sophoraflavenone G Restricts Dengue and Zika Virus Infection via RNA Polymerase Interference. Sze A, Olagnier
D, Hadj SB, Han X, Tian XH, Xu HT, Yang L, Shi Q, Wang P, Wainberg MA, Wu JH, Lin R. Viruses. 2017 Oct 3;9(10).
pii: E287. doi: 10.3390/v9100287.

Investigational HIV integrase inhibitors in phase | and phase Il clinical trials. Han Y, Mesplede T, Wainberg MA.
Expert Opin Investig Drugs. 2017 Nov;26(11):1207-1213. doi: 10.1080/13543784.2017.1378643. Epub 2017 Sep
28. Review.

Cancer as an ecomolecular disease and a neoplastic consortium. Ramén Y Cajal S, Capdevila C, Hernandez-Losa J,
De Mattos-Arruda L, Ghosh A, Lorent J, Larsson O, Aasen T, Postovit LM, Topisirovic I. Biochim Biophys Acta. 2017
Sep 23;1868(2):484-499. doi: 10.1016/j.bbcan.2017.09.004. [Epub ahead of print] Review.

The effectiveness and safety of the Impella ventricular assist device for high-risk percutaneous coronary interven-
tions: A systematic review. Ait Ichou J, Larivée N, Eisenberg MJ, Suissa K, Filion KB. Catheter Cardiovasc Interv.
2017 Sep 20. doi: 10.1002/ccd.27316.
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The performance of a new local false discovery rate method on tests of association between coronary artery dis-
ease (CAD) and genome-wide genetic variants. Mei S, Karimnezhad A, Forest M, Bickel DR, Greenwood CMT.
PLoS One. 2017 Sep 20;12(9):e0185174. doi: 10.1371/journal.pone.0185174.

Antiviral Activity of Bictegravir and Cabotegravir Against Integrase Inhibitor Resistant SIVmac239 and HIV-1. Has-
sounah SA, Alikhani A, Oliveira M, Bharaj S, Ibanescu RI, Osman N, Xu HT, Brenner BG, Mesplede T, Wainberg
MA. Antimicrob Agents Chemother. 2017 Sep 18. pii: AAC.01695-17. doi: 10.1128/AAC.01695-17.

Perinatal depression and DNA methylation of oxytocin-related genes: a study of mothers and their children. King
L, Robins S, Chen G, Yerko V, Zhou Y, Nagy C, Feeley N, Gold I, Hayton B, Turecki G, Zelkowitz P. Horm Behav.
2017 Sep 19;96:84-94. doi: 10.1016/j.yhbeh.2017.09.006

Gait Speed Assessment in Transcatheter Aortic Valve Replacement: A Step in the Right Direction. Afilalo J, For-
man DE. Circ Cardiovasc Interv. 2017 Sep;10(9). pii: €005746. doi: 10.1161/CIRCINTERVENTIONS.117.005746.

From the Cover: Lifelong Exposure of C57bl/6n Male Mice to Bisphenol A or Bisphenol S Reduces Recovery From
a Myocardial Infarction. Kasneci A, Lee JS, Yun TJ, Shang J, Lampen S, Gomolin T, Cheong CC, Chalifour LE. Toxicol
Sci. 2017 Sep 1;159(1):189-202. doi: 10.1093/toxsci/kfx133.

ExSTA: External Standard Addition Method for Accurate High-throughput Quantitation in Targeted Proteomics
Experiments. Mohammed Y, Pan J, Zhang S, Han J, Borchers CH. Proteomics Clin Appl. 2017 Sep 11. doi: 10.1002/
prca.201600180.

Fragile X mental retardation protein regulates skeletal muscle stem cell activity by regulating the stability of Myf5
MRNA. Fujita R, Zismanov V, Jacob JM, Jamet S, Asiev K, Crist C. Skelet Muscle. 2017 Sep 7;7(1):18. doi: 10.1186/
$13395-017-0136-8.

SPEN, a new player in primary cilia formation and cell migration in breast cancer. Légaré S, Chabot C, Basik M.
Breast Cancer Res. 2017 Sep 6;19(1):104. doi: 10.1186/s13058-017-0897-3.

Identification of 153 new loci associated with heel bone mineral density and functional involvement of GPC6 in
osteoporosis. Kemp JP, Morris JA, Medina-Gomez C, Forgetta V, Warrington NM, Youlten SE, Zheng J, Gregson CL,
Grundberg E, Trajanoska K, Logan JG, Pollard AS, Sparkes PC, Ghirardello EJ, Allen R, Leitch VD, Butterfield NC,
Komla-Ebri D, Adoum AT, Curry KF, White JK, Kussy F, Greenlaw KM, Xu C, Harvey NC, Cooper C, Adams DJ,
Greenwood CMT, Maurano MT, Kaptoge S, Rivadeneira F, Tobias JH, Croucher PI, Ackert-Bicknell CL, Bassett JHD,
Williams GR, Richards JB, Evans DM. Nat Genet. 2017 Oct;49(10):1468-1475. doi: 10.1038/ng.3949
Pharmacologic Differences of Sulfonylureas and the Risk of Adverse Cardiovascular and Hypoglycemic Events.
Douros A, Yin H, Yu OHY, Filion KB, Azoulay L, Suissa S. Diabetes Care. 2017 Nov;40(11):1506-1513. doi: 10.2337/
dc17-0595. Epub 2017 Sep 1.

Anaplastic sarcomas of the kidney are characterized by DICER1 mutations. Wu MK, Vujanic GM, Fahiminiya S,
Watanabe N, Thorner PS, O'Sullivan MJ, Fabian MR, Foulkes WD. Mod Pathol. 2017 Sep 1. doi: 10.1038/
modpathol.2017.100.

Immuno-Matrix-Assisted Laser Desorption/lonization Assays for Quantifying AKT1 and AKT2 in Breast and Colo-
rectal Cancer Cell Lines and Tumors. Popp R, Li H, LeBlanc A, Mohammed Y, Aguilar-Mahecha A, Chambers AG,
Lan C, Poetz O, Basik M, Batist G, Borchers CH. Anal Chem. 2017 Oct 3;89(19):10592-10600. doi: 10.1021/
acs.analchem.7b02934.

HIV-1 Resistance to Dolutegravir Is Affected by Cellular Histone Acetyltransferase Activity. Anstett K, Brenner B,
Mespléde T, Wainberg MA. J Virol. 2017 Oct 13;91(21). pii: €00912-17. doi: 10.1128/JVI.00912-17.
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A mutational signature reveals alterations underlying deficient homologous recombination repair in breast can-
cer. Polak P, Kim J, Braunstein LZ, Karlic R, Haradhavala NJ, Tiao G, Rosebrock D, Livitz D, Kiibler K, Mouw KW,
Kamburov A, Maruvka YE, Leshchiner I, Lander ES, Golub TR, Zick A, Orthwein A, Lawrence MS, Batra RN, Caldas
C, Haber DA, Laird PW, Shen H, Ellisen LW, D'Andrea AD, Chanock SJ, Foulkes WD, Getz G. Nat Genet. 2017
Oct;49(10):1476-1486. doi: 10.1038/ng.3934.

Monotherapy with either dolutegravir or raltegravir fails to durably suppress HIV viraemia in humanized mice.
Heredia A, Hassounah S, Medina-Moreno S, Zapata JC, Le NM, Han Y, Foulke JS Jr, Davis C, Bryant J, Redfield RR,
Wainberg MA. J Antimicrob Chemother. 2017 Sep 1;72(9):2570-2573. doi: 10.1093/jac/dkx195.

Drospirenone-containing combined oral contraceptives and the risk of arterial thrombosis: a population-based
nested case-control study. Larivée N, Suissa S, Eberg M, Joseph L, Eisenberg MJ, Abenhaim HA, Filion KB. BJOG.
2017 Oct;124(11):1672-1679. doi: 10.1111/1471-0528.14358.

Adaptive metabolic rewiring to chronic SFK inhibition. Pinedo-Carpio E, Davidson D, Marignac VLM, Panasci J,
Aloyz R. Oncotarget. 2016 Mar 17;8(40):66758-66768. doi: 10.18632/oncotarget.8146.
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	November 2017 Vol. 6 No. 6

	Dr. Mark Blostein and Dr. Catherine Lemarie explore the potential of manipulating the protein Gas6 to     better control blood clots. In their most recent paper, published in Arteriosclerosis, Thrombosis, and Vascular Biology, they show that Gas6 is required for the recruitment of inflammatory white cells in the clot. They determine that reducing Gas6 undermines this process.
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