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Introducing the McGill Clinical
Genomics Research Program

The Jewish General Hospital is spearheading the
launch of the McGill Clinical Genomics Program (McG),
a multifaceted research initiative with the potential

to improve patient care by applying genomics-based
science and medicine in the fight against a wide array
of common and rare diseases.

McG aims to collect DNA samples from patients at the
JGH, then analyze them and apply the genetic data to
help improve physicians’ ability to diagnosis the cause
of a patient’s disease, to more accurately assess their
risk for particular conditions, and predict the likelihood
of a positive response to a prescribed course of treat-
ment. Genomic technology will be applied to diseases
including heart disease, breast cancer, and type 2
diabetes, which represent the biggest causes of
mortality and chronic or complex care across Quebec
and Canada.

Furthermore, it is expected that the use of state of
the art artificial intelligence and big data technologies
will contribute to understanding the genetic causes of
diseases, identifying an individual’s risk of developing
a disease, as well as accelerating drug discovery.

“The McG genomics research program sets out to
build the infrastructure to support hospital-based
clinical genomics services across Montreal, starting
with the JGH and wider McGill University affiliated
hospital system. Ultimately, we hope it will serve to
personalize care for common and rare illnesses,”
explains Dr. Brent Richards, principal investigator on
McG. “Identifying the genetic underpinnings of disease
will give us the insight to identify pathways for drug
development that will directly target risk of disease
and deliver better outcomes for patients.”

The future ambition is to request that all patients
consent to providing DNA samples for ‘genomic

“Clinical genomics is the future of our organization”

Dr. Lawrence Rosenberg
President & CEO, CIUSSS — West Central Montreal

profiling’ when they seek treatment at the JGH and
across our CUISSS. By amassing extensive DNA data,
researchers will be able to identify patterns in the
genome and isolate and analyze variations to identify
if they are responsible for driving disease progression.
Analysis of an individual’s genome can help reduce
trial and error in determining which drugs and inter-
ventions are most likely to improve clinical efficacy,
cost effectiveness and reduce side effects.

The aim of the 2-year research study, scheduled
to begin in the fall, is to demonstrate that genomic
profiling will have a direct impact on clinical care,
and it is the ambition of McG to position McGill,
Quebec, and Canada as a whole, as a global leader
in genomically-enabled medicine.
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The other principal investigators on the program

are Drs. Vincent Mooser and George Thanassoulis.

Dr. Mooser is the Canada Excellence Chair in Genomic
Medicine at McGill University. He is a pioneer in the
application of genomics-based tools to develop novel
targeted therapies. Dr. Thanassoulis is the Director of
Preventive and Genomic Cardiology at the McGill
University Health Centre. His research focuses on
improving care for individuals with a family history

of heart disease or cardiometabolic risk factors. Dr.
Thanassoulis will work closely with Drs. Anabelle Chen-
Tournoux and Lawrence Rudski of the JGH to advance
collaborative research across both sites.

For further information, contact: info@mcgillclingen.ca,
or visit mcgillclingen.ca
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CIHR Project Grants

Twelve CIHR project grants have been awarded to Lady
Davis Institute researchers :

Jonathan Afilalo - (5428,400) to determine
whether a comprehensive geriatric assessment
and intervention, in addition to usual cardiac care,
can improve conditions for frail older adults with

a recent hospitalization for heart failure.

Mark Eisenberg - (5114,750) to conduct a comp-
rehensive knowledge synthesis of interventions
and regulations concerning the prevention of
electronic cigarette use among youth, and related
harm reduction strategies.

Alexander Thiel - ($579,105) to use the first
tropomyosin receptor kinase (TrkB/C) - a potential
diagnostic marker in Alzheimer’s disease and for
plasticity related recovery processes after stroke -
radiotracer in human healthy controls of different
ages to map the concentration of TrkB/C with
Positron Emission Tomography (PET).

Kristian Filion - (5191,250) to develop a personal-
ized dynamic blood pressure control plan to
prevent major adverse cardiovascular events
among patients with hypertension at low cardio-
vascular disease risk.

Antonis Koromilas - (5868,275) to shed new light
on the oncogenic mechanisms of KRAS gene
mutations, which is activated in 15-25% of non-
small cell lung cancer cases, through the stress
adaptive function of elF2aP.

Laurent Azoulay - ($286,875) to conduct a large,
international, multi-centre population-based
cohort study to assess whether the use of sodium-
glucose co-transporter (SGLT-2) inhibitors, the
newest pharmacotherapy for the treatment of type
2 diabetes, is associated with an early increased
risk of bladder cancer.

Oriana Yu - (5122,400) to determine whether
levothyroxine hormone replacement therapy
decreases the risk of adverse cardiovascular events
and all-cause mortality among patients with mild
subclinical hypothyroidism using a population-
based cohort study.

Josie Ursini-Siegel - (5975,375) to understand how
distinct evolutionary paths are selected during the
emergence of aggressive breast cancers.

Josie Ursini-Siegel - (5948,600) to examine the
molecular mechanisms by which p66ShcA reduces
responsiveness of certain cancers to PARP
inhibitors and identify therapeutic strategies that

augment p66ShcA levels in poor outcome cancers,
including triple negative breast cancer, lung cancer
and melanoma.

e  Tricia Peters - (5105,000) to determine the protec-
tive role of physical activity against polycystic ovary
syndrome (PCOS).

e Celine Gelinas - ($524,025) to validate the Nocicep-
tion Level (NOL) index - a numeric value obtained
from multiple parameters - for ICU pain assess-
ment where self-reporting is often not feasible due
to critical care conditions.

e Celine Gelinas - ($684,675) to implement and
evaluate the effectiveness of an intervention aimed
to Manage Pain in Collaboration in the ICU (MPIC-
ICU) in university-affiliated hospitals in Quebec and
Ontario to improve patient outcomes.

15th JGH Psychiatry Research Day

STRESS AND COPING IN DIVERSE CONTEXTS:
Implications for assessment and treatment
of mental health problems
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Saliva promises simple, efficient
biomarker for Parkinson’s disease

Parkinson’s disease (PD) has resisted accurate
diagnosis, most particularly in its earliest stages.
There exists no diagnostic biomarker available for use
in clinical settings. However, Dr. Hyman Schipper has
noted that dysregulation of distinct microRNAs,
miR-153 and miR-223, is evident in PD. Encouraged
by initial observations in a mouse model of the disease
engineered in the Schipper lab, his team found that
levels of these microRNAs are significantly decreased
in the saliva of PD patients in comparison with non-
neurological (healthy) control subjects. The research
was published in Movement Disorders.

The accuracy of the test separating controls (77 people)
from PD patients (83 individuals) was estimated at

79% for miR-153 and 74% for miR-223. This suggests
that a simple, non-invasive salivary test may prove to
be a useful tool for diagnosing PD, an important
achievement given that the disorder affects 2% of the
world population over the age of 65.

The research was prominently highlighted in Nature
Reviews Neurology.

“The identification of a biomarker would be of great
benefit to our patients because it would offer the
opportunity of initiating treatments earlier as we
develop more effective medications. It may also allow
for distinguishing whether a patient has PD or some
other degenerative or non-degenerative movement
disorders,” said Dr. Schipper. “That we can observe
the biomarker in saliva is very useful because saliva is
easy to collect and relatively inexpensive to analyze.”

Dr. Schipper is co-director, along with Dr. Mervyn
Gornitsky, of the LDI/JGH Saliva Databank, the largest
biobank of its kind in Canada. With more than 2,000
samples in its collection to date, the JGH biobank

is proving a useful repository for the testing of bio-
markers in a number of important medical conditions.

“Validation of an easily quantifiable salivary biomarker
of idiopathic PD in large-scale trials would address a
major unmet clinical imperative by facilitating rapid and
accurate diagnosis,” wrote Marisa Cressatti, the first
author on the paper and a PhD candidate in McGill’s
Integrated Program in Neuroscience.

Rossy Cancer Network wins Ministry
of Health Prix de cancérologie

The Rossy Cancer Network (RCN) is proud to announce
that its oncology urgent care initiative was honoured
with the 2019 Prix de cancérologie (Organisation des
services) from the MSSS's Programme québécois de
cancérologie.

The project titled HOPE, Helping the Oncology Patient
Experience through rapid symptom intervention, was
developed in collaboration with the RCN's three
partner hospitals -- the Jewish General Hospital (JGH),
St. Mary's Hospital Centre and the McGill University
Health Centre (MUHC). This project addresses the fact
that recent literature demonstrates that for patients
with cancer, the management of early symptoms
improves quality of life, adherence to treatment and
ultimately increases survival.

“A review of existing structures at the JGH found that
50% of cancer patients had symptoms severe enough
to present to the emergency department within 30
days of treatment and that, of those, 40% were
hospitalized,” explains Erin Cook, project lead, and
clinical administrative coordinator for oncology at
the JGH. The project team created an early symptom
management program to address this.

The initiative includes a telephone triage line staffed
by specially trained nurses, as well as oncology urgent
care clinics being developed at each site. These
measures allow patients to bypass the long waits

and exposure to infection of a crowded emergency
department (ED) and to receive reassurance and
timely treatment of their symptoms, either at home
or in a dedicated oncology-specific context.

“This is one of the RCN's most transformational
projects,” says Dr. Wilson Miller, RCN Clinical Lead. “It
allows cancer patients to have access to the urgent
care they need in a setting that is better suited to
their cancer-related problems. And this can be done
much more efficiently than in our overcrowded EDs,
thus relieving stress both from the EDs and from the
inpatient the units."

The early phase of the project at the JGH has already
shown a 10% decrease in ED visits.

Watch the video
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New diagnostic standard for
pulmonary embolism

A clinical trial has revealed that a higher threshold for
D-dimer - a protein indicative of blood clot formation -
should be employed when evaluating patients with a
low probability for pulmonary embolism (PE) than has
heretofore been the standard. The results appear in
The New England Journal of Medicine. The clinical leads
at the Jewish General Hospital (JGH) were Dr. Marc
Afilalo, Chief of the Emergency Department, and Dr.
Andrew Hirsch, Chief of Pulmonary Medicine.

Typically, outpatients with a low risk for PE who have
D-dimer levels of less than 500 ng per milliliter were
deemed not to have a PE, and required no further
testing. Those with higher D-dimer were given CAT
scans before a PE would be definitively ruled out. This
current study evaluated more than 2000 patients and
concluded that those with a D-dimer level of up to
1000 ng per milliliter could safely be diagnosed as not
having PE without further testing.

“Because PE can be difficult to diagnose and, should it
go undiagnosed and untreated, can be very serious,
even fatal, we were ordering a lot of scans in order not
to miss anything,” said Dr. Hirsch.

This can be particularly true in Emergency, where
patients often present with non-specific symptomes.
Being subject to CAT scans carries potential conse-
guences, including exposure to radiation and allergic
reactions to the tracer injections. Moreover, reducing
the number of diagnostic tests represents a significant
cost saving for the health care system.

“By upping the threshold, we can reduce the number
of patients we send for scans by thirty-percent,” said
Dr. Afilalo, “which will improve patient flow and lessen
over-crowding in our Emergency, which is crucial to
how efficiently we treat our patients.”

The JGH had more patients participating in this trial
than any other centre, the result of a collaborative
effort that included emergency and pulmonary
medicine, along with the Centre for Excellence in
Thrombosis and Anticoagulation Care (CETAC), directed
by Dr. Susan Kahn, and the Canadian Venous Thrombo-
embolism Clinical Trials and Outcomes Research
(CanVector) network, which was instrumental in
assembling researchers from across Canada.
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Award-winning research on seeing the
person behind the cancer diagnosis

A paper written by a team led by Dr. Carmen Loiselle,
and published in the Canadian Oncology Nursing
Journal was honoured as Best Publication this past fall
by the Canadian Association of Nurses in Oncology
(CANO) at its annual conference.

The publication, which underscores the importance of
person-centred care that attends to the hopes, needs
and unique qualities of individuals affected by cancer,
as well as their caregivers, was voted one of the two
most significant pieces of Canadian research to have
made a major clinical contribution in the previous year.

“Even the term ‘cancer patient’ does not sit well with
the study participants we spoke with,” says Dr. Loiselle,
Co-Director (Academic) of the Segal Cancer Centre

and Scientific Director of Hope & Cope. “Individuals
undergoing treatment told us they were much more
than their cancer, so we refer them as ‘individuals

with cancer.””

Although more personalized approaches to care make
good sense, more research is necessary. “The strength
of our research is that the questions we ask are solidly
grounded in the realities of various clinical settings,”
she notes. “I’'m delighted that person-centred care

is increasingly being informed by evidence and is
becoming an inherent part of day-to-day care.

Dr. Loiselle says. “By documenting and disseminating
the findings, we give legitimacy to patients’ voices.

We are also re-sensitize healthcare providers to the
importance of humanizing care. This can easily be
forgotten in busy, fast-changing oncology settings,

but it remains a crucial matter for patients. Integrating
the voices of patients and significant others individuals
in our cancer care initiatives can only be a win-win

for everyone.”

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: tod.hoffman@ladydavis.ca;
514-340-8222, ext. 28661



https://www.nejm.org/doi/10.1056/NEJMoa1909159
http://canadianoncologynursingjournal.com/index.php/conj/article/view/908/815
http://canadianoncologynursingjournal.com/index.php/conj/article/view/908/815

Selected Bibliography of Papers from the Lady Davis Institute (January—March 2020):

Cancer

Embryonal Rhabdomyosarcoma of the Ovary and Fallopian Tube: Rare Neoplasms Associated With Germline and
Somatic DICER1 Mutations. McCluggage WG, Apellaniz-Ruiz M, Chong AL, Hanley KZ, Velazquez Vega JE, McVeigh
TP, Foulkes WD. Am J Surg Pathol. 2020 Jan 27. doi: 10.1097/PAS.0000000000001442.

p66ShcA functions as a contextual promoter of breast cancer metastasis. Lewis K, Kiepas A, Hudson J, Senecal J,
Ha JR, Voorand E, Annis MG, Sabourin V, Ahn R, La Selva R, Tabariés S, Hsu BE, Siegel MJ, Dankner M, Canedo EC,
Lajoie M, Watson IR, Brown CM, Siegel PM, Ursini-Siegel J. Breast Cancer Res. 2020 Jan 15;22(1):7. doi: 10.1186/
s13058-020-1245-6.

At the interface. Greenwood CMT. Genet Epidemiol. 2020 Mar;44(2):119-124. doi: 10.1002/gepi.22277.

Significantly greater prevalence of DICER1 alterations in uterine embryonal rhabdomyosarcoma compared to
adenosarcoma. de Kock L, Yoon JY, Apellaniz-Ruiz M, Pelletier D, McCluggage WG, Stewart CJR, Dickson BC,
Rouzbahman M, Clarke BA, Foulkes WD. Mod Pathol. 2020 Jan 3. doi: 10.1038/s41379-019-0436-0.

Concentration Determination of >200 Proteins in Dried Blood Spots for Biomarker Discovery and Validation.
Eshghi A, Pistawka AJ, Liu J, Chen M, Sinclair NJT, Hardie DB, Elliott M, Chen L, Newman R, Mohammed Y,
Borchers CH. Mol Cell Proteomics. 2020 Mar;19(3):540-553. doi: 10.1074/mcp.TIR119.001820.

Epidemiology

Patient-reported reasons for and predictors of noncompliance with compression stockings in a randomized trial
of stockings to prevent postthrombotic syndrome. Dawson AJ, Akaberi A, Galanaud JP, Morrison DR, Kahn SR;
SOX Trial investigators. Res Pract Thromb Haemost. 2019 Dec 29;4(2):269-277. doi: 10.1002/rth2.12296.

Meta-Analysis of Transcatheter Versus Surgical Aortic Valve Replacement in Low Surgical Risk Patients. Levett JY,
Windle SB, Filion KB, Brunetti VC, Eisenberg MJ. Am J Cardiol. 2020 Jan 28. pii: S0002-9149(20)30058-8. doi:
10.1016/j.amjcard.2020.01.017.

Non-steroidal anti-inflammatory drugs in chronic kidney disease: a systematic review of prescription practices
and use in primary care. Lefebvre C, Hindié J, Zappitelli M, Platt RW, Filion KB. Clin Kidney J. 2019 May 20;13(1):
63-71. doi: 10.1093/ckj/sfz054.

Aromatase Inhibitors and the Risk of Cardiovascular Outcomes in Women With Breast Cancer: A Population-
Based Cohort Study. Khosrow-Khavar F, Filion KB, Bouganim N, Suissa S, Azoulay L. Circulation. 2020 Feb 18;141
(7):549-559. doi: 10.1161/CIRCULATIONAHA.119.044750.

Genome-wide Association Study for Vitamin D Levels Reveals 69 Independent Loci. Manousaki D, Mitchell R,
Dudding T, Haworth S, Harroud A, Forgetta V, Shah RL, Luan J, Langenberg C, Timpson NJ, Richards JB. Am J Hum
Genet. 2020 Feb 5. pii: S0002-9297(20)30017-3. doi: 10.1016/j.ajhg.2020.01.017.

The Influence of Time of Season on Injury Rates and the Epidemiology of Canadian Football Injuries. Robbins SM,
Bodnar C, Donatien P, Mirza R, Zhao ZY, Hoeber S, Naidu D, Redelmeier A, Steele RJ, Shrier I. Clin J Sport Med.
2020 Feb 6. doi: 10.1097/JSM.0000000000000824.

E-cigarettes and youth: Patterns of use, potential harms, and recommendations. Singh S, Windle SB, Filion KB,
Thombs BD, O'Loughlin JL, Grad R, Eisenberg MJ. Prev Med. 2020 Feb 3:106009. doi: 0.1016/
j.ypmed.2020.106009.
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Beta 2 agonists and the incidence of Parkinson's disease. Giorgianni F, Ernst P, Dell'Aniello S, Suissa S, Renoux C.
Am J Epidemiol. 2020 Feb 4. pii: kwaa012. doi: 10.1093/aje/kwaa012.

Rare Genetic Variants of Large Effect Influence Risk of Type 1 Diabetes. Forgetta V, Manousaki D, Istomine R,
Ross S, Tessier MC, Marchand L, Li M, Qu HQ, Bradfield JP, Grant SFA, Hakonarson H; DCCT/EDIC Research Group,
Paterson AD, Piccirillo C, Polychronakos C, Richards JB. Diabetes. 2020 Jan 31. pii: db190831. doi: 10.2337/db19-
0831.

Polygenic risk for coronary heart disease acts through atherosclerosis in type 2 diabetes. Lu T, Forgetta V, Yu OHY,
Mokry L, Gregory M, Thanassoulis G, Greenwood CMT, Richards JB. Cardiovasc Diabetol. 2020 Jan 30;19(1):12.
doi: 10.1186/s12933-020-0988-9.

Pioglitazone and bladder cancer: improving research methods. Ripamonti E, Azoulay L, Abrahamowicz M, Platt
RW, Suissa S. Diabet Med. 2020 Jan 29. doi: 10.1111/dme.14248.

Long-term treatment of venous thromboembolism. Kearon C, Kahn SR. Blood. 2020 Jan 30;135(5):317-325. doi:
10.1182/blood.2019002364.

Acetaminophen use during pregnancy and the risk of attention deficit hyperactivity disorder: A causal association
or bias? Masarwa R, Platt RW, Filion KB. Paediatr Perinat Epidemiol. 2020 Jan 9. doi: 10.1111/ppe.12615.

Increased Burden of Common Risk Alleles in Children With a Significant Fracture History. Manousaki D, Kdmpe A,
Forgetta V, Makitie RE, Bardai G, Belisle A, Li R, Andersson S, Makitie O, Rauch F, Richards JB. ) Bone Miner Res.
2020 Jan 8. doi: 10.1002/jbmr.3956.

Adaptive Treatment Strategies with Survival Outcomes: An Application to the Treatment of Type 2 Diabetes using
a Large Observational Database. Simoneau G, Moodie EEM, Azoulay L, Platt RW. Am J Epidemiol. 2020 Jan 3.
pii: kwz272. doi: 10.1093/aje/kwz272.

Long-term risk of postthrombotic syndrome after symptomatic distal deep vein thrombosis: The CACTUS-PTS
study. Galanaud JP, Righini M, Le Collen L, Douillard A, Robert-Ebadi H, Pontal D, Morrison D, Barrellier MT, Diard
A, Guénnéguez H, Brisot D, Faisse P, Accassat S, Martin M, Delluc A, Solymoss S, Kassis J, Carrier M, Quéré |, Kahn
SR. J Thromb Haemost. 2020 Jan 3. doi: 10.1111/jth.14728.

Quality of life after pharmacomechanical catheter-directed thrombolysis for proximal deep venous thrombosis.
Kahn SR, Julian JA, Kearon C, Gu CS, Cohen DJ, Magnuson EA, Comerota AJ, Goldhaber Sz, Jaff MR, Razavi MK,
Kindzelski AL, Schneider JR, Kim P, Chaer R, Sista AK, McLafferty RB, Kaufman JA, Wible BC, Blinder M, Vedantham
S; ATTRACT Trial Investigators. J Vasc Surg Venous Lymphat Disord. 2020 Jan;8(1):8-23.e18. doi: 10.1016/
j.jvsv.2019.03.023.

The Use of Long-Acting Insulin Analogs and the Risk of Colorectal Cancer Among Patients with Type 2 Diabetes:
A Population-Based Cohort Study. Pradhan R, Yin H, Yu OHY, Azoulay L. Drug Saf. 2020 Feb;43(2):103-110. doi:
10.1007/s40264-019-00892-5.

Molecular & Regenerative Medicine

Brain Gray Matter Volume Associations With Abnormal Gait Imagery in Patients With Mild Cognitive Impairment:
Results of a Cross-Sectional Study. Beauchet O, Montembeault M, Allali G. Front Aging Neurosci. 2020 Jan
21;11:364. doi: 10.3389/fnagi.2019.00364.

Maximizing confidence in a negative result: Quantitative sample adequacy control. Brukner I, Eintracht S,
Papadakis Al, Faucher D, Lamontagne B, Spatz A, Oughton M. J Infect Public Health. 2020 Feb 6. pii: S1876-0341
(20)30308-7. doi: 10.1016/j.jiph.2020.01.307.
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https://academic.oup.com/aje/advance-article/doi/10.1093/aje/kwz272/5694637
https://academic.oup.com/aje/advance-article/doi/10.1093/aje/kwz272/5694637
https://onlinelibrary.wiley.com/doi/abs/10.1111/jth.14728
https://onlinelibrary.wiley.com/doi/abs/10.1111/jth.14728
https://www.jvsvenous.org/article/S2213-333X(19)30396-8/fulltext
https://link.springer.com/article/10.1007/s40264-019-00892-5
https://link.springer.com/article/10.1007/s40264-019-00892-5
https://www.frontiersin.org/articles/10.3389/fnagi.2019.00364/full
https://www.frontiersin.org/articles/10.3389/fnagi.2019.00364/full
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Combination therapies currently under investigation in phase | and phase |l clinical trials for HIV-1. Pham HT, Yoo
S, Mespléde T. Expert Opin Investig Drugs. 2020 Feb 5:1-11. doi: 10.1080/13543784.2020.1724281.

Link N suppresses interleukin-1B-induced biological effects on human osteoarthritic cartilage. Alageel M, Grant
MP, Epure LM, Salem O, AlShaer A, Huk OL, Bergeron SG, Zukor DJ, Kc R, Im HJ, Anbazhagan AN, Antoniou J,
Mwale F. Eur Cell Mater. 2020 Jan 15;39:65-76. doi: 10.22203/eCM.v039a04.

Strategic Timing of Glial HMOX1 Expression Results in Either Schizophrenia-Like or Parkinsonian Behavior in Mice.
Tavitian A, Cressatti M, Song W, Turk AZ, Galindez C, Smart A, Liberman A, Schipper HM. Antioxid Redox Signal.
2020 Jan 23. doi: 10.1089/ars.2019.7937.

Viral Infections Exacerbate FUS-ALS Phenotypes in iPSC-Derived Spinal Neurons in a Virus Species-Specific
Manner. Bellmann J, Monette A, Tripathy V, Séjka A, Abo-Rady M, Janosh A, Bhatnagar R, Bickle M, Mouland AJ,
Sterneckert J. Front Cell Neurosci. 2019 Oct 22;13:480. doi: 10.3389/fncel.2019.00480.

Psychosocial

Patient Health Questionnaire-9 scores do not accurately estimate depression prevalence: individual participant
data meta-analysis. Levis B, Benedetti A, loannidis JPA, Sun Y, Negeri Z, He C, Wu Y, Krishnan A, Bhandari PM,
Neupane D, Imran M, Rice DB, Riehm KE, Saadat N, Azar M, Boruff J, Cuijpers P, Gilbody S, Kloda LA, McMillan D,
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