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LDI Annual Research Awards
The recipient of the

Research Leader-
ship Award was Dr.
Koren Mann. This
honour is intended
to recognize out-
standing leadership
and significant
contributions to the
institution, above

~ | and beyond her

o | own research
program. Dr. Mann
was cited for her
exceptional efforts
as the inaugural
head of the MRM
Axis and for
fostering new collaborations within the institute.

The Lady Davis Institute’s annual research awards
acknowledge the high regard in which the winners
are held by all members of the LDI community.

Dr. Chen Liang of the Molecular and Regenerative
Medicine (MRM) Axis received the Award for ) : ,
Excellence in Basic Research. Dr. Liang’s research % ) '8
is dedicated to discovering the cellular mechanisms
that restrict HIV-1, with the ultimate goal of
contributing to the development of novel approach- |
es to curing the infection. He also serves as Acting
Director of the McGill AIDS Centre and Associate
Director for Faculty at the LDI.

Dr. Susan Kahn, of the Epidemiology Axis, was
honoured with the Award for Excellence in Clinical
Research. Dr. Kahn is the founder and director of the
JGH’s brand new Centre of Excellence in Thrombosis
and Anticoagulation Care (CETAC), a state-of-the-art
facility that serves as a hub for research, clinical
care, and training for thrombosis and its associated
complications.

Two PhD candidates were acknowledged for Trainee
Paper of the Year: Brooke Levis, of Dr. Brett
Thombs's group, for “Accuracy of Patient Health
Questionnaire-9 (PHQ-9) for screening
to detect major depression: individual
participant data meta-analysis,” British
Medical Journal, 2019; and

Qianyu Guo, of Drs. Sonia Del Rincon
and Wilson Miller's labs, for “MNK1/
NODAL Signaling Promotes Invasive
Progression of Breast Ductal Carcinoma
In Situ,” Cancer Research, 2019.

Tod Hoffman, the LDI’s Research
Communication Officer was recognized
~ as Administrative Employee of the Year.

_ The awards were presented during the
10th Annual LDI Scientific Retreat



https://www.bmj.com/content/365/bmj.l1476
https://www.bmj.com/content/365/bmj.l1476
http://cancerres.aacrjournals.org/content/early/2019/01/18/0008-5472.CAN-18-1602

Genetic marker offers promise in
targeting ovarian and lung cancers

Dr. William Foulkes, with collaborators at the Good-
man Cancer Research Centre at McGill University, has
shown that a drug currently in use against estrogen
positive breast cancer may be effective in treating
small cell carcinoma of the ovary, hypercalcemic type
(SCCOHT) and non-small cell lung cancer (NSCLC). The
results are published simultaneously in two papers

in Nature Communications.

The breakthrough that launched this research came in
2014 when Dr. Foulkes showed that SCCOHT, a rare but
highly fatal cancer which primarily strikes younger
women, is caused by mutations in the gene SMARCAA4.

The challenge became how to knock out this gene in
order to inhibit progression of the tumor. Subsequent
work by Dr. Sidong Huang at McGill, identified that tar-
geting the cyclin-dependent kinase 4/6 (CDK4/6) ex-
posed a vulnerability in SMARCA4. “What’s clinically
exciting about this work is that CDK4/6 inhibitors have
been used for years, so they are very well known and
their safety profile is established,” said Dr. Foulkes.

In the case of SCCOHT, in particular, it is encouraging to
find an existing drug that may prove effective because
this is such a rare cancer that it is unlikely to be the
subject of dedicated drug development. NSCLC is more
common and exhibits SMARCA4 mutations, as well.
Evidence has been obtained both in vitro on human
tumor tissue, and in vivo on animal models that CDK
inhibitors are effective at quelling SMARCA4-induced
tumors.

“The fact the drug worked so well was a bit surprising,”
Dr. Foulkes went on. “Perhaps it works because the
protein which is targeted is at critically low levels in the
tumor — just enough to keep the tumor alive, but still
susceptible to blocking.”

The precise mechanism by which these particular inhib-
itors work in the different cancers is yet to be defini-
tively determined. But, said Dr. Foulkes, this is an
academic question; so long as the drugs proves
effective, the clinical impact is undeniable.

“The dream would be to cure these cancers, but any
hint of a response would be a positive step forward
because current treatment for women stricken with
SCCOHT have limited effectiveness,” he concludes.

Journals fail to enforce reporting
standards on clinical trials

Research into health care interventions that are not
directly regulated by government agencies - including
surgery, rehabilitation, psychological treatments, nurs-
ing, and nutrition and diets - is most often published
without public registration of any pre-defined primary
outcomes. Without this important step, researchers
can be selective about the data they report. In many
cases, this leads to publication of misleading results
about the effectiveness of interventions, but does not
accurately reflect what really occurred in a trial.

“There is a long history, unfortunately, of investigators
not reporting trial results at all or of reporting skewed
versions of what actually happened in a trial,” explains
Dr. Brett Thombs, who led the study, published in
JAMA Internal Medicine. “Cherry picking results can
distort our understanding of whether or not an inter-
vention benefits patients. Imagine a trial that measures
ten outcomes and finds only one positive result out

of the ten. If the researcher were compelled to reveal
all ten findings, the intervention would be considered
a failure. However, if that researcher publishes only
the positive finding, it would be deemed a success

and probably provided to patients.”

His team examined 953 trials of non-regulated inter-
ventions published in 254 journals from the areas of
surgery, rehabilitation, psychology, nursing, and nutri-
tion. They did not identify any journals that consistently
enforced pre-trial registration standards and reported
that only 20% of the trials they reviewed had been
registered before they were initiated. The found that
only 11% of the 254 specialty journals whose contents
they reviewed had a stated policy requiring pre-trial
registration. However, only 34% of trials appearing in
those journals were registered prospectively, compared
to 18% in journals with no policy. Most remarkably,
only 4% of the 953 trials they reviewed published
primary outcomes that could be traced back and

were consistent with a pre-trial registration.

“Without transparency there is no way to know which
trials accurately represent what would really occur if
a treatment is applied,” insists Dr. Thombs. “As
researchers, we owe it to the public to make sure
that they have access to well-conducted, honestly
reported science that allows them to make the best
possible decisions about their healthcare. We are
falling far short of this goal.”



https://www.nature.com/articles/s41467-018-06958-9
https://www.nature.com/articles/s41467-018-06958-9
https://www.nature.com/articles/s41467-019-08380-1
https://jamanetwork.com/journals/jamainternalmedicine/article-abstract/2727849?resultClick=1

14" annual JGH

Psychiatry Research Day:
focused on diagnosis and
treatment of the particular
mental health problems faced
by immigrant populations.
How well society responds to
new immigrants goes a long
way to determining how
successfully they will integrate
and adapt to their new
country.

Pictured (left to right) are

Dr. Eric Jarvis, Director of the
Cultural Consultation Service
and the First Episode Psychosis Program at the JGH;
Director of Research and the LDI’s Psychosocial Re-
search Axis, Dr. Phyllis Zelkowitz; Dr. Cecile Rousseau,
an expert in the impact of migration policies; Dr.
Laurence Kirmayer, Director of the Culture and Mental
Health Research Unit at the JGH and of the Division of
Social and Transcultural Psychiatry at McGill University;
Dr. Jaswant Guzder, the recently retired Chief of Child
Psychiatry at the JGH ; and Dr. David Dunkley of the
Institute of Community and Family Psychiatry at the
JGH, who coordinates the research day.

“We are witnessing a ‘compassion inversion,”” Dr.
Rousseau explained, “whereas the refugee used to be
accepted as the vulnerable party, now the host society
is being defined as vulnerable. As a result, the trauma
that a refugee experiences does not end with gaining
asylum.”

Dr. Kirmayer said, “Being stateless is profoundly
unsettling. Helplessness is a predisposition for refugee
acceptance, yet it is the infusion of capacity and agency
that are necessary for resilience, so there is a profound
paradox there.”

Research Day is supported by a grant from the Gustav
Levinschi Foundation.

Doctoral candidate Georgia Mitsa of Dr. Christoph

Prepared by the Research Communications Office, Borchers’ proteomics lab received two awards from
Lady Davis Institute at the Jewish General Hospital. McGill University:

Any suggestions with respect to content are welcome. e the Dr. Gerald B. Price Memorial Travel Award
Not to be reproduced without attribution. from the Department of Experimental Medicine;

and the

To submit information or for media enquiries, contact: . . .
g ’ Grad Excellence Award in Experimental Medicine

Tod Hoffman at: thoffman@jgh.mcgill.ca;
514-340-8222, ext. 28661
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International initiative to improve
dementia diagnosis and care

Drs. Isabelle Vedel and Howard Bergman are the
Canadian leads on an international research effort to
design dementia diagnosis and post-diagnostic care
toolkits for use in primary care. The three-year project
will receive more than $2.3 million from the Canadian
Institutes of Health Research (CIHR), the Public Health
Agency of Canada, and the European Union’s Joint
Programme — Neurodegenerative Disease Research
(JPND). They will collaborate with researchers in
Canada, Australia, Poland, the Netherlands and United
Kingdom to produce material that can be implemented
cross-culturally.

“Our objective is to empower primary care physicians
to diagnose dementia and work with family caregivers
to design a care plan without necessitating arduous and
time consuming visits with specialists or, worse still,
waiting until a situation has deteriorated to where a
visit to emergency is required,” said Dr. Vedel, a public
health physician and researcher.

When properly trained, family physicians can play a
very positive role in assessing a patient for dementia
and developing a plan with the participation of patient
and caregivers, upon whom so much of maintaining
normal daily life will depend.

“Generally, people can sense when they are experienc-
ing cognitive problems, or when a loved one is behaving
abnormally, and they feel better when a family doctor
is able to provide a diagnosis, explain what is happening
to them, and work toward a plan that will maximize
their quality of life,” Dr. Vedel explains. “We have seen
very good results with early diagnosis from primary
care doctors who have been trained to recognize the
symptoms of Alzheimer disease. And patients show

a preference for working with a doctor with whom

they are familiar, rather than needing to consult with
specialists.”

The toolkits that will emerge from this research will
offer guidelines for diagnosis and suggest best practices
for post-diagnostic care.

In announcing the funding, Minister of Health Ginette
Petitpas Taylor said, “This research will help make life
easier for people with dementia and their family care-
givers by giving them tools to make important decisions
and guiding them to resources and support services.”

Obesity, not age at puberty, linked
with risk of multiple sclerosis

Previous studies have suggested that people who

begin puberty at an earlier age have an elevated risk

of suffering from multiple sclerosis (MS). However, new
research conducted by Drs. Brent Richards and Adil
Harroud found that the link between early puberty
and MS is mainly attributable to obesity. The study is

published in Neurology.

“It appears that earlier puberty is associated with an
increased risk of MS, but this association is influenced
by obesity. Our findings do not support a substantial
role for the effect of the timing of puberty on the risk
of MS independent of obesity,” explained Dr. Harroud.

For this study, researchers looked at a genome-wide
association study of 329,245 women and 372 genetic
variants that are strongly associated with the age when
girls have their first menstrual cycle. Previous studies
have shown that the genes related to the timing of
puberty are well-correlated in girls and boys. Then
researchers looked at another genetic study that
included 14,802 people with MS and compared them
to 26,703 people who did not have the disease to
examine whether the age of puberty was associated
with risk of MS. Dr. Harroud said they did find that
people with an earlier age of puberty were more likely
to develop MS, but once they factored in obesity, the
effects of earlier puberty importantly decreased.

Canada has one of the highest rates of MS in the world,
with one in 385 Canadians affected, according to the
MS Society of Canada. What is more, previous studies
have indicated that MS rates may be on the rise. “Our
results suggest that the current obesity epidemic might
explain in part why more people are being diagnosed
with MS.” he said.

“The findings are important because obesity is
something that people can modify,” said Dr. Richards.
“This means that decreasing rates of obesity could help
to reduce the prevalence of MS. Also, most of the
complications linked to obesity, like heart disease, tend
to manifest only late in life, but MS is a condition that
often starts when people are in their 20s and 30s.

This can provide more urgency for younger individuals
to control their weight.”



https://n.neurology.org/content/92/16/e1803

Selected Bibliography of Papers from the Lady Davis Institute (March—April 2019):

Cancer

Immunotherapy of gynecological cancers. Matanes E, Gotlieb WH. Best Pract Res Clin Obstet Gynaecol. 2019 Mar
21. pii: S1521-6934(19)30032-X. doi: 10.1016/j.bpobgyn.2019.03.005

Head and neck squamous cell carcinoma: prediction of cervical lymph node metastasis by dual-energy CT texture
analysis with machine learning. Forghani R, Chatterjee A, Reinhold C, Pérez-Lara A, Romero-Sanchez G, Ueno Y,
Bayat M, Alexander JWM, Kadi L, Chankowsky J, Seuntjens J, Forghani B. Eur Radiol. 2019 Apr 12. doi: 10.1007/
s00330-019-06159-y.

Conformational ensemble of native a-synuclein in solution as determined by short-distance crosslinking con-
straint-guided discrete molecular dynamics simulations. Brodie NI, Popov KI, Petrotchenko EV, Dokholyan NV,
Borchers CH. PLoS Comput Biol. 2019 Mar 27;15(3):e1006859. doi: 10.1371/journal.pcbi.1006859.

SWI/SNF-compromised cancers are susceptible to bromodomain inhibitors. Shorstova T, Marques M, Su J, John-
ston J, Kleinman CL, Hamel N, Huang S, Alaoui-Jamali MA, Foulkes WD, Witcher M. Cancer Res. 2019 Mar 15. pii:
canres.1545.2018. doi: 10.1158/0008-5472.CAN-18-1545.

A Study of Pre-Analytical Variables and Optimization of Extraction Method for Circulating Tumor DNA Measure-
ments by Digital Droplet PCR. Cavallone L, Aldamry M, Lafleur J, Lan C, Gonzalez Ginestet P, Alirezaie N, Ferrario
C, Aguilar-Mahecha A, Basik M. Cancer Epidemiol Biomarkers Prev. 2019 Mar 1. doi: 10.1158/1055-9965.EPI-18-
0586.

Ovarian small cell carcinoma in one of a pair of monozygous twins. Fahiminiya S, Sabbaghian N, Albrecht S, Nadaf
J, Callegaro-Filho D, Foulkes WD. Fam Cancer. 2019 Apr;18(2):161-163. doi: 10.1007/s10689-018-0108-0.

Mechanistic Insights into MicroRNA-Mediated Gene Silencing. Duchaine TF, Fabian MR. Cold Spring Harb Per-
spect Biol. 2019 Mar 1;11(3). pii: a032771. doi: 10.1101/cshperspect.a032771. Review.

Epidemiology

Incidence and predictors of postoperative ileus after loop ileostomy closure: a systematic review and meta-
analysis. Garfinkle R, Savage P, Boutros M, Landry T, Reynier P, Morin N, Vasilevsky CA, Filion KB. Surg Endosc.
2019 Apr 17. doi: 10.1007/s00464-019-06794-y.

Re: Metformin Use and Gastric Cancer Risk in Diabetic Patients After Helicobacter pylori Eradication. Khosrow-
Khavar F, Kurteva S, Douros A. J Natl Cancer Inst. 2019 Apr 24. pii: djz066. doi: 10.1093/jnci/djz066.

Triple therapy in COPD: only for the right patient. Suissa S, Ariel A. Eur Respir J. 2019 Apr 18;53(4). pii: 1900394.
doi: 10.1183/13993003.00394-2019.

Comparative safety of abatacept in rheumatoid arthritis with COPD: A real-world population-based observational
study. Suissa S, Hudson M, Dell'Aniello S, Shen S, Simon TA, Ernst P. Semin Arthritis Rheum. 2019 Mar 16. pii:
S0049-0172(19)30023-X. doi: 10.1016/j.semarthrit.2019.03.007.

Cardiovascular and cerebrovascular safety of testosterone replacement therapy among aging men with low tes-
tosterone levels: a cohort study. Loo SY, Azoulay L, Nie R, Dell'Aniello S, Yu OHY, Renoux C. Am J Med. 2019 Apr 3.
pii: S50002-9343(19)30281-5. doi: 10.1016/j.amjmed.2019.03.022.
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.Comparative Effectiveness and Safety of LABA-LAMA vs LABA-ICS Treatment of COPD in Real-World Clinical Prac-
tice. Suissa S, Dell'Aniello S, Ernst P. Chest. 2019 Mar 26. pii: S0012-3692(19)30696-8. doi: 10.1016/
j.chest.2019.03.005.

Effect of age at puberty on risk of multiple sclerosis: A mendelian randomization study. Harroud A, Morris JA, For-
getta V, Mitchell R, Smith GD, Sawcer SJ, Richards JB. Neurology. 2019 Apr 16;92(16):e1803-e1810. doi: 10.1212/
WNL.0000000000007325.

Sex-Specific Determinants of Outcomes After Transcatheter Aortic Valve Replacement. Pighi M, Piazza N, Martuc-
Ci G, Lachapelle K, Perrault LP, Asgar AW, Lauck S, Webb JG, Popma JJ, Kim DH, Lefevre T, Labinaz M, Lamy A, Pe-
terson MD, Arora RC, Noiseux N, Trnkus A, Afilalo J. Circ Cardiovasc Qual Outcomes. 2019 Mar;12(3):e005363.
doi: 10.1161/CIRCOUTCOMES.118.005363.

Risk of malignant cancers in inflammatory bowel disease. Loo SY, Vutcovici M, Bitton A, Lakatos PL, Azoulay L,
Suissa S, Brassard P. J Crohns Colitis. 2019 Mar 15. pii: jjz058. doi: 10.1093/ecco-jcc/jjz058.

Migration Medicine. Greenaway C, Castelli F. Infect Dis Clin North Am. 2019 Mar;33(1):265-287. doi: 10.1016/
j.idc.2018.10.014

Abatacept initiation in rheumatoid arthritis and the risk of cancer: a population-based comparative cohort study.
Montastruc F, Renoux C, Dell'Aniello S, Simon TA, Azoulay L, Hudson M, Suissa S. Rheumatology (Oxford). 2019
Apr 1;58(4):683-691. doi: 10.1093/rheumatology/key352.

Severe gastrointestinal disease in very early systemic sclerosis is associated with early mortality. Richard N, Hud-
son M, Wang M, Gyger G, Proudman S, Stevens W, Nikpour M; Canadian Scleroderma Research Group (CSRG) ;
Australian Scleroderma Interest Group (ASIG) , Baron M. Rheumatology (Oxford). 2019 Apr 1;58(4):636-644. doi:
10.1093/rheumatology/key350.

First concussion did not increase the risk of subsequent concussion when patients were managed appropriately.
Shrier I, Piché A, Steele RJ. Br J Sports Med. 2019 Apr;53(7):389-390. doi: 10.1136/bjsports-2018-099104.

Molecular & Regenerative Medicine

Preventing rheumatoid arthritis: Preferences for and predicted uptake of preventive treatments among high risk
individuals. Harrison M, Spooner L, Bansback N, Milbers K, Koehn C, Shojania K, Finckh A, Hudson M. PLoS One.
2019 Apr 25;14(4):e0216075. doi: 10.1371/journal.pone.0216075

Identification of Allosteric Inhibitors against Active Caspase-6. Tubeleviciute-Aydin A, Beautrait A, Lynham J, Shar-
ma G, Gorelik A, Deny LJ, Soya N, Lukacs GL, Nagar B, Marinier A, LeBlanc AC. Sci Rep. 2019 Apr 2;9(1):5504. doi:
10.1038/s41598-019-41930-7.

HIV-1 Envelope Glycoprotein at the Interface of Host Restriction and Virus Evasion. Beitari S, Wang Y, Liu SL, Liang
C. Viruses. 2019 Mar 30;11(4). pii: E311. doi: 10.3390/v11040311. Review.

N-terminal residues of human dyskerin are required for interactions with telomerase RNA that prevent RNA deg-
radation. MacNeil DE, Lambert-Lanteigne P, Autexier C. Nucleic Acids Res. 2019 Apr 1. pii: gkz233. doi: 10.1093/
nar/gkz233.

Tungsten Blocks Murine B Lymphocyte Differentiation and Proliferation Through Downregulation of IL-7 Recep-
tor/Pax5 Signaling. Wu T, Bolt AM, Chou H, Plourde D, De Jay N, Guilbert C, Young YK, Kleinman CL, Mann KK.
Toxicol Sci. 2019 Mar 26. pii: kfz080. doi: 10.1093/toxsci/kfz080.
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HIV-1 requires Staufenl to dissociate stress granules and to produce infectious viral particles. Rao S, Hassine S,
Monette A, Amorim R, DesGroseillers L, Mouland A. RNA. 2019 Mar 22. pii: rna.069351.118. doi: 10.1261/
rna.069351.118.

Greater palatine block for V2 trigeminal neuralgia: Case report. Gornitsky M, Elsaraj SM, Canie O, Mohit S, Velly
AM, Schipper HM. Spec Care Dentist. 2019 Mar;39(2):208-213. doi: 10.1111/scd.12365.

New blood pressure cut-offs, prevalence of hypertension and control, and mood disorders: are patients bene-
fitting from lower cut-offs for defining hypertension? Schiffrin EL. Eur Heart J. 2019 Mar 1;40(9):739-742. doi:
10.1093/eurheartj/ehy891.

Recovery From a Myocardial Infarction Is Impaired in Male C57bl/6 N Mice Acutely Exposed to the Bisphenols and

Phthalates That Escape From Medical Devices Used in Cardiac Surgery. Shang J, Corriveau J, Champoux-Jenane A,
Gagnon J, Moss E, Dumas P, Gaudreau E, Chevrier J, Chalifour LE. Toxicol Sci. 2019 Mar 1;168(1):78-94. doi:
10.1093/toxsci/kfy276.

Psychosocial

The interaction between oxytocin receptor gene methylation and maternal behavior on children's early theory of
mind abilities. MacKinnon AL, Feeley N, Gold |, Hayton B, King L, Nagy C, Robins S, Turecki G, Zelkowitz P. Dev
Psychopathol. 2019 Apr 29:1-9. doi: 10.1017/50954579419000257.

Accuracy of Patient Health Questionnaire-9 (PHQ-9) for screening to detect major depression: individual partici-
pant data meta-analysis. Levis B, Benedetti A, Thombs BD; DEPRESsion Screening Data (DEPRESSD) Collabo-
ration. BMJ. 2019 Apr 9;365:11476. doi: 10.1136/bm;j.11476. Erratum in: BMJ. 2019 Apr 12:365:11781.
PMID:30967483

Comparison of depression prevalence estimates in meta-analyses based on screening tools and rating scales ver-
sus diagnostic interviews: a meta-research review. Levis B, Yan XW, He C, Sun Y, Benedetti A, Thombs BD. BMC
Med. 2019 Mar 21;17(1):65. doi: 10.1186/s12916-019-1297-6.

Contextual and historical factors for increased levels of anxiety and depression in patients with head and neck
cancer: A prospective longitudinal study. Henry M, Fuehrmann F, Hier M, Zeitouni A, Kost K, Richardson K,
Mlynarek A, Black M, MacDonald C, Chartier G, Zhang X, Rosberger Z, Frenkiel S. Head Neck. 2019 Mar 19. doi:
10.1002/hed.25725

Evaluation of Journal Registration Policies and Prospective Registration of Randomized Clinical Trials of Nonregu-
lated Health Care Interventions. Azar M, Riehm KE, Saadat N, Sanchez T, Chiovitti M, Qi L, Rice DB, Levis B, Fedo-
ruk C, Levis AW, Kloda LA, Kimmelman J, Benedetti A, Thombs BD. JAMA Intern Med. 2019 Mar 11. doi: 10.1001/
jamainternmed.2018.8009.

Effects of training and support programs for leaders of illness-based support groups: commentary and updated
evidence. Turner KA, Rice DB, Carboni-Jiménez A, Boruff J, Thombs BD. Syst Rev. 2019 Mar 5;8(1):67. doi:
10.1186/513643-019-0981-0.

Cancer and fertility: optimizing communication between patients and healthcare providers. Shen S, Zelkowitz P,
Rosberger Z. Curr Opin Support Palliat Care. 2019 Mar;13(1):53-58. doi: 10.1097/SPC.0000000000000413.
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