o

HGJ | JGH

Lady Davis Institute

Research Newsletter

T McGill

January 2018 Vol. 7 No. 1

First annual symposium honours the
legacy of Mark Wainberg

The first annual Symposium on Emerging and Complex
Infectious Diseases, co-hosted by the Lady Davis Institute,
Division of Infectious Diseases at the Jewish General Hospital,
and McGill University’s Faculty of Medicine, honoured Mark
Wainberg, paying homage to his achievements as scientist,
activist, and mentor to a new generation of researchers and
clinicians who are preserving and advancing his legacy. Dr.
Wainberg, who died tragically last year, was among the
world’s leading experts on HIV infection and was credited
with, among other achievements, the discovery of 3TC, one
of the first effective therapies that contributed to the trans-
formation of AIDS from fatal to chronicillness.

Dr. Wainberg was praised for his contributions to the devel-
opment of antiretroviral drugs that have saved millions of
lives and for his passionate advocacy on behalf of patients,
particularly those in the developing world who have had the
most trouble getting access to critical medication.
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Dr. Frangoise Barré-Sinoussi, 2008 Nobel laureate for her
role in the discovery of HIV, said, “Mark was convinced that
science and advocacy go hand in hand,” noting his passion
for both elements of the fight against AIDS.

Dr. Bluma Brenner, a long-time colleague at the LDI and
McGill AIDS Centre, lauded him as a “consummate scientist
with a moral and ethical conscience.” Community health
advocate Ron Rosenes discussed the important role Dr.
Wainberg played in destigmatizing AIDS patients from the
earliest days of the epidemic. When they needed a champion,
he stood with them. Dr. David Eidelman, Dean of Medicine at
McGill, praised him for “bringing humanity to science.”

“At the Lady Davis, we feel the loss of Mark every day,” said
Dr. Roderick McInnes, Director of the LDI and acting President
of the Canadian Institutes of Health Research.

With the inception of this Symposium, the LDl and JGH are
highlighting research and developments in clinical treatment
of infectious diseases. The second Symposium is scheduled
for November 8, 2018.

ases:

q (1945-2017)

cwish General Hospital & McGill University — Block 8 Amphitheatre l
755 Cote Ste-Catherine Road, Montreal H3T 1E2




Andréa LeBlanc awarded Senate 150"
Anniversary Medal

Dr. Andréa LeBlanc, Senior Investigator at the Lady
Davis Institute and James McGill Professor of Neurology
and Neurosurgery at McGill University, has been
awarded the Senate 150" Anniversary Medal. Struck to
commemorate the first sitting of Canada’s Senate on
November 6, 1867, the medals are bestowed upon
“Canadians whose dedication, volunteerism, hard work
and expertise make Canada and their communities a
better place to live.”

Dr. LeBlanc is internationally recognized for her
pioneering research into Alzheimer disease. Having
identified Caspase-6 as an indicator of early onset of
neurodegeneration, she is studying how this protein is
activated in the brain and how it might serve as a target
for therapies to prevent the progressive degeneration
of this disease . Her work is bringing hope to the
750,000 Canadians afflicted with Alzheimer disease, a
number expected to double within 20 years, according
to the Canadian Institutes of Health Research.

“As a basic research scientist, it is an honour to be
recognized with a Senate of Canada 150 medal,” said
Dr. LeBlanc. “Many scientists, young and old, dedicate
tireless efforts to finding mechanisms of disease that
will allow the development of efficient treatments
and medications. This medal recognizes their efforts
to improve the health of many Canadians.”

Dr. LeBlanc was nominated for her Medal by The
Honourable Judith G. Seidman.

TD Bank Group makes $1 million
donation

The Jewish General Hospital Foundation announced a
S1 million donation from TD Bank Group that will allow
the Lady Davis Institute (LDI) to grant scholarships to
their Master and PhD students and the JGH Depart-
ment of Nursing to grant scholarships for excellence

in nursing.

“The TD Bank Group's generous support of the Jewish
General Hospital's academic mission is an inspiring
and meaningful example of corporate, community
philanthropy. The nursing scholarship program and
Lady Davis Institute's studentship awards advance
both patient care and medical research,” says Myer
Bick, the President and CEO of the Foundation.

Several Master and PhD students have already
benefited from a scholarship in the areas of breast and
prostate cancer and of Parkinson disease research,
among other things.

“At TD, we believe that our donations to hospitals and
health care facilities are best spent investing in human
capital. We understand that funding for research and
professional development is vital to attracting and
retaining talented practitioners and to ensuring that
patients get the best care. That is why we are delighted
to make this contribution to the JGH Foundation and
the Lady Davis Institute,” said Sylvie Demers, Chair,
Quebec Market, TD Bank Group.




JGH Psychiatrist researches impact of
detention on immigrant families

Dr. Rachel Kronick, a staff psychiatrist at the Jewish
General Hospital’s Centre for Child Development and
Mental Health and associate researcher with McGill
University’s Division of Transcultural Psychiatry, has
received a grant from the Social Sciences & Humanities
Research Council of Canada (SSHRC) to support the
establishment of an international network for research,
advocacy and policy on immigration detention. The
network will bring together scholars, legal and medical
professionals, advocates, non-profit organizations, and
policymakers.

Dr. Kronick has conducted some of the first empirical
research on how confinement in detention centres
affects the mental health of immigrant families. Her
findings show that children, in particular, suffer from
nightmares, anxiety, and depression., while receiving
inadequate nutrition, little education, and minimal
stimulation.

“None of the immigrants placed in detention are there
because of criminal convictions,” she points out, “and
research shows that they do far better in a community
setting under the supervision of social workers than in
the corrections system. Compliance rates are very high
and it is less expensive than incarceration. We don’t
believe there is any justification for incarcerating non-
criminal immigrant families, especially given the cost
to their mental health.”

Her objective is to effect real policy change. In addition
to publishing her findings, she has been invited to
speak to parliamentarians, the Minister of Immigration
and the department of the Minister of Public Safety,
the Canadian Commission of Human Rights, and the
Canadian Border Services Agency.

“Our work is important at a time when rising hostility
and xenophobia has brought an increase in immigration
detention,” she said. “The conditions of detention are
wholly unsuited for families. They are traumatizing,
with significant psychological consequences, and no
societal benefits.”

The Network will be hosting an international confer-
ence and workshop in Montreal: Challenging Migrant
Detention: Human Rights, Advocacy & Mental Health,
June 19-21, 2018.

Among the teams selected by the Canadian Institutes of
Health Research (CIHR), the International Development
Research Centre (IDRC), the Azrieli Foundation and

the Israel Science Foundation to receive funding from
the Joint Canada-Israel Health Research Program is a
collaboration between Dr. Ivan Topisirovic of the Lady
Davis Institute, Dr. Dan Dominissini of Israel’s Sheba
Medical Center, and Dr. Glaucia Noeli Maroso Hajj of
the AC Camargo Cancer Centre in Brazil. Their project
looks at the role of epitranscriptome and translational
dysregulation in cancer.

They were one of six winning teams selected from
among 56 proposals. They were selected to strengthen
research capacity in their countries, promote research
excellence, and build long-lasting international
scientific relationships. Research results are expected
to enable breakthrough discoveries that can ultimately
lead to new or improved therapies against high fatality
cancers that affect millions of people.

Annual checkups don’t bring better
health outcomes

The Canadian Task Force on Preventive Health Care,
chaired by Dr. Brett Thombs, calls for an end to the
annual checkup. It advocates replacing it with focused
age-appropriate health prevention activities. This
conclusion was based on evidence that patients who
have annual checkups do not achieve better health
outcomes than those who do not. The Task Force
expressed concern that annual non-specific checkups
can also lead to over-diagnosis and the revelation of
conditions of uncertain clinical importance, which can
lead to anxiety and unnecessary medical intervention.

“There is value in periodic visits to primary care
physicians for specific prevention activities,” said Dr.
Thombs. “However, unnecessary visits to the doctor for
annual checkups make this difficult for many Canadians
who do not have regular access to a family doctor.”

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.
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Unique clinical research on effect of art

on senior citizens

The McGill Centre of Excellence on Longevity, the
Jewish General Hospital and the Montreal Museum
of Fine Arts (MMFA) are teaming up for a clinical
research study to evaluate the effects of cultural
activity on the health and quality of life of people
over the age of 65. Participants are being recruited
for this unique program.

Since 2015, almost 10,000 seniors have participated in
the MMFA’s Thursdays at the Museum program of free
activities, including visits, guided tours and hands-on
workshops in art.

To qualify for this study, participants must:

e Beaged 65 or older;

e Have access to the Internet at home;

e  Beginners or informed amateurs, everyone is
welcome!

Advance registration can be made at the website
of the Centre of Excellence on Longevity at
http://cevimac.com/participate or by telephone at
514-340-8222, ext. 26120.

“The participants in Thursdays at the Museum create,
share, and come out of their isolation to meet each
other in a beautiful, accessible, open and free space.
Every day we see the benefits of this project. So we
are proceeding to examine its real impact on this
population by launching this research project
conducted by experts on the subject,” said Thomas
Bastien, the MMFA’s Director of Education and
Wellness.

Zika and host cell stress response

Reports of Zika virus (ZIKV) outbreaks in Florida last
year prompted fears of a potential pandemic and led
the World Health Organization to declare an interna-
tional health emergency. Dr. Andrew Mouland’s lab at
the LDl is part of a global effort to better understand
the biology of this emerging arbovirus. He recently
published a paper on host cell stress response to Zika
in PLOS Neglected Tropical Diseases.

Zika is primarily transmitted by mosquito bites, but may
also be subject to sexual transmission. While adults
who contract it will most often only exhibit mild
symptomes, it has been linked to neurological disorders
in rare cases. Zika does pose a significant risk to
pregnant women because of its association with
microcephaly and other fetal malformations. With
climate change, mosquito populations are moving
north and, with them, people who have not built up
any immunity are being exposed to Zika.

“We are trying to identify strategies by which the virus
counteracts the initial stress responses elicited by
infected cells and therefore potentially identify new
targets for antiviral therapy,” explains Raquel Amorim,
a post-doctoral fellow and first author on the paper.
The Mouland lab took an interest in pursuing this
research because of its expertise, developed in HIV/
AIDS research, in stress responses to viral infection.

“The relationship between viruses and the cellular
stress response is a multifaceted and complex phe-
nomenon that depends on the structural and genetic
characteristics of the virus and the host cell,” the
authors write. Every virus adopts a unique strategy
to overcome the stress response that confronts it.

Observing that cells don’t assemble stress granules

in response to Zika, the lab identified a previously un-
known strategy by which zika inhibits elF2a-dependent
stress granule assembly. Because phosphorylation of
elF2-a is a hub for all stress responses, this is important
for a whole series of cellular reactions to zika. The virus
is capable of pursuing multiple strategies against stress
response in its frenzy to replicate.

“These data demonstrate that ZIKV elicits mechanisms
to counteract host anti-viral stress responses to
promote a cellular environment propitious for viral
replication,” the authors conclude.
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Upcoming Grants and Awards Deadlines
January 20, 2018 LDI Students Internal Travel Awards

February 6, 2018 CIHR Project Grant Registration — Spring 2018

February 6, 2018 CIHR Foundation Grant Stage 2

February 15, 2018 Cancer Research Society Operating Grants

March 6, 2018 CIHR Project Grant Application - Spring 2018

March 29, 2018 Canadian Cancer Society Research Institute (CCSRI) Innovation and Innovation to Impact
Operating Grants

Selected Bibliography of Papers from the Lady Davis Institute (November—December 2017):

Aromatase Inhibitors and the Risk of Colorectal Cancer in Post-Menopausal Women with Breast Cancer. Khosrow-
Khavar F, Yin H, Barkun A, Bouganim N, Azoulay L. Ann Oncol. 2017 Dec 27. doi: 10.1093/annonc/mdx822.

The vaccine hesitancy scale: Psychometric properties and validation. Shapiro GK, Tatar O, Dube E, Amsel R,
Knauper B, Naz A, Perez S, Rosberger Z. Vaccine. 2017 Dec 27. pii: S0264-410X(17)31796-6. doi: 10.1016/
j.vaccine.2017.12.043.

Neurofeedback with fMRI: A critical systematic review. Thibault RT, MacPherson A, Lifshitz M, Roth RR, Raz A.
Neuroimage. 2017 Dec 27. pii: $1053-8119(17)31095-9. doi: 10.1016/j.neuroimage.2017.12.071.

Structural brain differences between monolingual and multilingual patients with mild cognitive impairment
and Alzheimer disease: Evidence for cognitive reserve. Duncan HD, Nikelski J, Pilon R, Steffener J, Chertkow H,
Phillips NA. Neuropsychologia. 2017 Dec 26. pii: S0028-3932(17)30510-9. doi: 10.1016/
j.neuropsychologia.2017.12.036.

Incretin-based drugs and the incidence of colorectal cancer in patients with type 2 diabetes. Abrahami D, Yin H,
Yu OHY, Pollak MN, Azoulay L. Epidemiology. 2017 Dec 26. doi: 10.1097/EDE.0000000000000793.

Genotypic and Phylogenetic Insights on Prevention of the Spread of HIV-1 and Drug Resistance in "Real-World"
Settings. Brenner BG, Ibanescu RI, Hardy |, Roger M. Viruses. 2017 Dec 28;10(1). pii: E10. doi: 10.3390/
v10010010.

RNA Interference Therapies for an HIV-1 Functional Cure. Scarborough RJ, Gatignol A. Viruses. 2017 Dec 27;10(1).
pii: E8. doi: 10.3390/v10010008. Review.

Lower Risk of Death With SGLT2 Inhibitors in Observational Studies: Real or Bias? Suissa S. Diabetes Care. 2018
Jan;41(1):6-10. doi: 10.2337/dc17-1223.

A comparison of health-related quality of life (HRQoL) across four systemic autoimmune rheumatic diseases
(SARDs). Greenfield J, Hudson M, Vinet E, Fortin PR, Bykerk V, Pineau CA, Wang M, Bernatsky S, Baron M; Cana-
dian Scleroderma Research Group and Canadian Inflammatory Myopathy Study Group. PLoS One. 2017 Dec 19;12
(12):e0189840. doi: 10.1371/journal.pone.0189840.

Multiple Reaction Monitoring Using Double Isotopologue Peptide Standards for Protein Quantification. Eshghi A,
Borchers CH. Methods Mol Biol. 2017 Dec 19. doi: 10.1007/7651_2017_112.
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Reasons for attending support groups and organizational preferences: the European scleroderma support group
members survey. Gumuchian ST, Delisle VC, Kwakkenbos L, Pépin M, Carrier ME, Malcarne VL, Peldez S, El-
Baalbaki G, Thombs BD; Scleroderma Support Group Project Advisory Team. Disabil Rehabil. 2017 Dec 19:1-9.
doi: 10.1080/09638288.2017.1416497.

In retinitis pigmentosa TrkC.T1-dependent vectorial Erk activity upregulates glial TNF-a, causing selective
neuronal death. Galan A, Jmaeff S, Barcelona PF, Brahimi F, Sarunic MV, Saragovi HU. Cell Death Dis. 2017
Dec 14;8(12):3222. doi: 10.1038/s41419-017-0074-8.

The New ACC/AHA Hypertension Guidelines for the prevention, detection, evaluation, and management of high
blood pressure in adults. Flack JM, Calhoun D, Schiffrin EL. Am J Hypertens. 2017 Dec 7. doi: 10.1093/ajh/
hpx207.

Genetic architecture: the shape of the genetic contribution to human traits and disease. Timpson NJ, Greenwood
CMT, Soranzo N, Lawson DJ, Richards JB. Nat Rev Genet. 2017 Dec 11. doi: 10.1038/nrg.2017.101.

The climate of neurofeedback: scientific rigour and the perils of ideology. Thibault RT, Lifshitz M, Raz A. Brain.
2017 Dec 6. doi: 10.1093/brain/awx330.

Correlates of Tinder Use and Risky Sexual Behaviors in Young Adults. Shapiro GK, Tatar O, Sutton A, Fisher W, Naz
A, Perez S, Rosberger Z. Cyberpsychol Behav Soc Netw. 2017 Dec;20(12):727-734. doi: 10.1089/cyber.2017.0279.

Parents' involvement in the human papillomavirus vaccination decision for their sons. Perez S, Restle H, Naz A,
Tatar O, Shapiro GK, Rosberger Z. Sex Reprod Healthc. 2017 Dec;14:33-39. doi: 10.1016/j.srhc.2017.08.005.

Familial multinodular goiter and Sertoli-Leydig cell tumors associated with a large intragenic in-frame DICER1
deletion. Apellaniz-Ruiz M, de Kock L, Sabbaghian N, Guaraldi F, Ghizzoni L, Beccuti G, Foulkes W. Eur J
Endocrinol. 2017 Nov 29. pii: EJE-17-0904. doi: 10.1530/EJE-17-0904.

The Year in Clinical Hypertension from other pages. Schiffrin EL. Am J Hypertens. 2017 Nov 27. doi: 10.1093/ajh/
hpx206.

Inhibition of heme oxygenase ameliorates anemia and reduces iron overload in B-thalassemia mouse model.
Garcia-Santos D, Hamdi A, Saxova Z, Fillebeen C, Pantopoulos K, Horvathova M, Ponka P. Blood. 2017 Nov 27.
pii: blood-2017-07-798728. doi: 10.1182/blood-2017-07-798728.

Psychosocial correlates of HPV vaccine acceptability in college males: A cross-sectional exploratory study. Tatar O,
Perez S, Naz A, Shapiro GK, Rosberger Z. Papillomavirus Res. 2017 Dec;4:99-107. doi: 10.1016/j.pvr.2017.11.001.

Can We Train Machine Learning Methods to Outperform the High-dimensional Propensity Score Algorithm?
Karim ME, Pang M, Platt RW. Epidemiology. 2017 Nov 18. doi: 10.1097/EDE.0000000000000787.

Distinguishing between causal and non-causal associations: implications for sports medicine clinicians. Stovitz
SD, Verhagen E, Shrier 1. Br J Sports Med. 2017 Nov 21. pii: bjsports-2017-098520. doi: 10.1136/bjsports-2017-
098520.

Modeling Neuronal Death and Degeneration in Mouse Primary Cerebellar Granule Neurons. Laaper M, Haque T,
Slack RS, Jahani-Asl A. J Vis Exp. 2017 Nov 6;(129). doi: 10.3791/55871.

Dysregulation of mRNA translation and energy metabolism in cancer. Leibovitch M, Topisirovic I. Adv Biol Regul.
2017 Nov 2. pii: $2212-4926(17)30170-7. doi: 10.1016/j.jbior.2017.11.001.
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Antiviral Activity of Bictegravir and Cabotegravir against Integrase Inhibitor-Resistant SIVmac239 and HIV-1.
Hassounah SA, Alikhani A, Oliveira M, Bharaj S, Ibanescu RI, Osman N, Xu HT, Brenner BG, Mespléde T, Wainberg
MA. Antimicrob Agents Chemother. 2017 Nov 22;61(12). pii: €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 Nov;96:84-94. doi: 10.1016/j.yhbeh.2017.09.006.

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.

Depression Screening and Health Outcomes in Children and Adolescents: A Systematic Review. Roseman M,
Saadat N, Riehm KE, Kloda LA, Boruff J, Ickowicz A, Baltzer F, Katz LY, Patten SB, Rousseau C, Thombs BD. Can J
Psychiatry. 2017 Dec;62(12):813-817. doi: 10.1177/0706743717727243.

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.

A case of neuroblastoma in DICER1 syndrome: Chance finding or noncanonical causation? Saskin A, de Kock L,
Sabbaghian N, Apellaniz-Ruiz M, Bozkurt C, Bouron-Dal Soglio D, Foulkes WD. Pediatr Blood Cancer. 2018 Jan;65
(1). doi: 10.1002/pbc.26715.

The identification of challenges in tissue collection for biomarker studies: the Q-CROC-03 neoadjuvant breast
cancer translational trial experience. Aguilar-Mahecha A, Lafleur J, Pelmus M, Seguin C, Lan C, Discepola F,
Kovacina B, Christodoulopoulos R, Salvucci O, Mihalcioiu C, Roy JA, Robidoux A, Marcus EA, Batist G, Basik M.
Mod Pathol. 2017 Nov;30(11):1567-1576. doi: 10.1038/modpathol.2017.82.

Peroxisomes protect lymphoma cells from HDAC inhibitor-mediated apoptosis. Dahabieh MS, Ha Z, Di Pietro E,
Nichol JN, Bolt AM, Goncalves C, Dupéré-Richer D, Pettersson F, Mann KK, Braverman NE, Del Rincén SV, Miller
WH Jr. Cell Death Differ. 2017 Nov;24(11):1912-1924. doi: 10.1038/cdd.2017.115.

The Estimation of Gestational Age at Birth in Database Studies. Eberg M, Platt RW, Filion KB. Epidemiology. 2017
Nov;28(6):854-862. doi: 10.1097/EDE.0000000000000713.

Comparing Clinical Characteristics and Outcomes of Young-onset and Late-onset Colorectal Cancer: An Interna-
tional Collaborative Study. Rho YS, Gilabert M, Polom K, Aladashvili A, Kopeckova K, Megdanova V, Coleman N,
Greally M, Marrelli D, Roviello F, McDermott R, Petrova V, Mihaylova Z, Bortlicek Z, Prausova J, Batist G, Azoulay
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