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Accurate Diagnosis in Diabetes for Appropriate Management (ADDAM) 

Abstract
Some cases of non-autoimmune, monogenic diabetes (mostly MODY, Maturity-Onset Diabetes in the Young) are misdiagnosed as Type 1 Diabetes. All 14 MODYs are inherited as a dominant disease. We hypothesize that recessive forms do exist but have not been discovered yet 
because of lack of family history that would flag them as monogenic 2. The aim of this study is to 1) To test the hypothesis that a non-negligible portion of cases diagnosed with type 1 diabetes (T1D) has non- autoimmune, monogenic Autosomal Recessive Insulinopenic Diabetes (ARID) 
and to identify the gene(s) mutated in this condition., and 2) To optimize an algorithm for universal screening of all cases diagnosed as T1D for monogenic etiologies, especially those that have therapeutic implications. 

BACKGROUND
• Type 1 Diabetes (T1D) is an autoimmune disease where 

the pancreas does not produce insulin1. Diabetes 
starting in childhood is automatically diagnosed as T1D, 
and treated with insulin. Markers of autoimmunity are 
usually not tested and when negative, do not rule out 
T1D2.

• Monogenic diabetes is a rare form of diabetes where a 
single gene is mutated, whereas in T1D multiple genes 
are mutated3. 

• Some cases of non- autoimmune, monogenic diabetes 
(mostly MODY) are misdiagnosed as T1D4 by this 
practice, an error of grave consequences because most 
such cases can be treated with oral agents rather than 
insulin.

• Neonatal diabetes has monogenic causes and half of the 
cases can benefit from alternatives to insulin but 
mutations in the same genes can also cause late-onset 
cases indistinguishable from T1D. 

• These are rare cases, probably ~1% of those diagnosed 
as T1D but the individual effect is enormous. 

• More important than injections vs. pills is the use of a 
functional pancreas to regulate insulin secretion towards 
good glycemic control and preventing costly and 
debilitating long-term complications. 

Hypothesis
We hypothesize that forms of monogenic diabetes exist that 
have not yet been discovered and can be added to the list, 
to increase the percentage of these cases. 

Significance
The lives and health of a few thousand Canadians can be 
drastically changed with appropriate treatment and improved 
metabolic control with decreased risk of debilitating and 
costly chronic complications. Discovery of the hypothesized 
recessive forms will be particularly important for the 1 billion 
humans living in countries with high consanguinity rates. 
Equally important, discovery of novel genes important for the 
b-cell will provide novel insights into the pathophysiology of 
the common, polygenic forms. 

Objectives
There are two main objectives for this study:
1. To test the hypothesis that a non-negligible portion of 

cases diagnosed with type 1 diabetes (T1D) has non-
autoimmune, monogenic Autosomal Recessive 
Insulinopenic Diabetes (ARID) and to identify the 
gene(s) mutated in this condition. 

2. To optimize an algorithm for universal screening of all 
cases diagnosed as T1D for monogenic etiologies, 
especially those that have therapeutic implications. 

METHODS
Design
• Canadian cohort of 5,000 patients clinically diagnosed as T1D with age at diagnosis under 25, regardless of current age. 
• 130 consanguineous T1D patients from Pakistan and Oman 
• We identify those that are likely to be of non-autoimmune origin by testing for the 4 main T1D autoantibodies. 
• By exome sequencing of the expected ~1,000 cases that will be negative for all 4 antibodies, we will search for mutations in both known 

(dominant) genes and novel (recessive) ones5,6.

Selection of Subjects
Inclusion and exclusion criteria

Study evaluation 
• Patients and families will be approached during a clinical-care visit and written consent/assent will be obtained. 
• Family history, including consanguinity, ethnic origin of 4 grandparents, and medical history including height, weight, eyesight problems, 

hearing problems, other ongoing medical conditions, insulin dose, and last three levels of glycated haemoglobin (HbA1c) will be 
recorded. 

• We will also recruit first-degree relatives (siblings, mother or father) of participants if they are known to have diabetes. 
• In a small number of cases, the DNA of a non-diabetic parent will be needed, to determine familial segregation, or confirm compound 

heterozygosity in trans.
• Serum from all participants will be tested for the four main T1D autoantibodies (Insulin, GAD65, IA2, ZnT8). 
• Participants that are positive for one or more such antibody will not be further examined. 

Statistics
Data analysis 
• Raw exome data will be processed for quality control, sequence alignment and variant calling, using standard bioinformatics algorithms.
• Obtained variants will be filtered by selecting those of low frequency (MAF<0.005 in any population) that alter protein sequence

(missense, nonsense, splicing, frameshift, stop-gain, stop-loss, and insertions or deletions). 
• A similar analysis will be done with data from the EGAS00001001699 dataset from the European Genome-Phenome Archive 
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CONTACT

Regarding any questions, please feel 
free to contact the study team at:

ADDAMStudy@oakvalleyhealth.ca

Inclusion Exclusion
T1D or diabetes of unknown type with onset before 25 years of age The existence of previous T1D antibody testing with positive results 

(applies only to sites that routinely test for auto-antibodies on newly-
diagnosed T1D patients)

• Exome sequencing, 192 DNA samples from the Type 1 Genetics Consortium repository.
• Pakistan & Oman will be contributing samples from consanguineous patients diagnosed 

as type 1 diabetes, who are already recruited for local research projects. We will be 
obtaining a total of 130 DNA samples, the subject's age and date of birth and their subject 
ID number. 

• Mutation-burden analysis will be done, using the coverage-adjusted data in the gno-mAD
browser7, asking whether protein-altering diallelic variants in this gene more frequent in 
our cases than in the general population. We will test the gene for enrichment of rare 
(minor allele frequency < 0.5%), variants in our patients. 

• The probability of identifying N patients with recessive genotypes in the same gene by 
chance will be estimated as the binomial probability of sampling two rare alleles in N or 
more subjects from random draws in matched populations in gnomAD. A conservative 
genome-wide significance threshold will be set at 2.8 × 10−6 using Bonferroni correction 
at 0.05/18,000 (18,000=total number of genes). 

Fig. 1. Schema of mutation-burden analysis7. 

Data Processing
• Results will be examined for variants in the known monogenic diabetes genes. 
• Variants with a score of Pathogenic, Likely Pathogenic or Uncertain Significance (by the 

InterVar algorithm)8,9 will be confirmed in a clinically certified lab and returned to the 
patient’s treating physician with expert advice on how to be interpreted. 

• If the gene is dominant, parents will be contacted for participation in the study with a DNA 
sample and a blood glucose measurement, regardless of having a diabetes diagnosis.
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Circulating Tumor DNA Analysis Informing Adjuvant Chemotherapy in Stage III Colon 
Cancer: A Multicentre Phase II/III Randomised Controlled Study (DYNAMIC III)

Background and Rationale OBJECTIVES ELIGIBILITY TRIAL DESIGN

REFERENCES
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• Colorectal cancer is the second most common 
cause of cancer death in Canada

• There is 50% risk of disease recurrence and 
death for stage III colon cancer diagnosis 

• Those who receive adjuvant chemotherapy 
(chemotherapy after surgery) may be cured 
before chemotherapy and undergo undue toxicity

• Others undergo adjuvant chemotherapy but still 
have their cancer come back

• To evaluate the impact of de-escalation/ 
escalation treatment strategies as informed by 
post-op ctDNA analysis. The ctDNA positive and 
negative cohorts will be evaluated separately:
a) For ctDNA negative patients, the trial will 

evaluate that a de-escalation treatment 
strategy is non-inferior to standard of care 
treatment as measured by the rate of 3-year 
recurrence-free survival

b) For the ctDNA positive patients, the trial will 
investigate if an escalation treatment strategy 
is superior to standard of care treatment as 
measured by the 24 month recurrence-free 
survival

Please visit the CCTG website for more info.

Study Sponsor: Canadian Cancer Trial Group
Study Coordinator: Albie Law x 2021
allaw@oakvalleyhealth.ca

• Cancer cells shed DNA into blood stream
• This circulating tumour DNA (ctDNA) can be 

detected and tell us a cancer is present

• Rationale: The major driver of this study is to 
demonstrate that a ctDNA-directed approach to 
adjuvant chemotherapy for patients with stage III 
colon cancer could lead to: 

 Significant gains in preventing recurrence 
through treatment escalation, ultimately 
improving survival

 Improvement of patient outcomes by reducing 
unnecessary use of treatment in low risk patients

 Cost and resource savings

Inclusion Criteria

• Patients aged ≥18 years of age
• Subjects with curatively resected stage III (Any 

T, N1 or N2, M0) colon cancer
• Patients with rectal cancer will be eligible unless 

they have had pre-operative combined 
chemotherapy and radiotherapy, or are 
scheduled for post-operative combined 
chemotherapy and radiotherapy

• A representative tumour sample is available for 
molecular testing up to 6 weeks after surgery 

• Fit for at least single agent fluoropyrimidine 
adjuvant chemotherapy

• EGOG performance status 0-2

Exclusion Criteria

• History of another primary cancer within the last 
3 years, with the exception of non-
melanomatous skin cancer and carcinoma in 
situ

• Patients with multiple primary colorectal cancers
• Patients treated with neoadjuvant chemotherapy 

and/or radiotherapy
• Inadequate organ function:

a) Moderate/severe renal impairment (GFR<30 
ml/min), as calculated by the Cockcroft and 
Gault equation

b) Absolute neutrophil count <1.5x109/L
c) Platelet count <75x109/L
d) Haemoglobin <80 g/L
e) Aspartate aminotransferase/Alanine 

aminotransferase >2.5 x upper limit of normal
• Medical or psychiatric condition or occupational 

responsibilities that may preclude compliance 
with the protocol

• Multi-centre randomized trial (1:1) comparing 
standard of care to ctDNA informed adjuvant 
therapy

• Anticipate to recruit 1000 eligible patients over a 
4.5 year accrual period

• Treatment based on ctDNA and archival tissue 
shipped at week 5-6 post-op

• Results available within 4 weeks of samples 
receipt but clinicians can start 1 cycle before 
result available

• Surveillance largely mirrors standard of care with 
2 additional CT scans over 3 years

• All patients will be followed until death or study 
completion

Primary Objective

Secondary Objectives

• To demonstrate: 
1) ctDNA-informed adjuvant therapy approach 

will not compromise recurrence free survival in 
patients with negative post-op ctDNA

2) An acceptable rate of de-escalation in the 
ctDNA-informed negative cohort

3) 3-year RFS rates between ctDNA-informed 
therapy and standard of care in patients with 
positive post-op ctDNA

4) Overall survival between ctDNA-informed 
therapy and standard of care in patients with 
positive & negative post-op ctDNA

5) End of treatment ctDNA results with RFS and 
OS

6) Feasibility of adjuvant chemo strategy based 
on post-op ctDNA results

7) Health economic impact

mailto:allaw@oakvalleyhealth.ca
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Improving clinical practice recommendations for late preterm antenatal corticosteroids: 
incorporating a decision support tool to tackle the uncertain balance of risks and benefits

NAVIGATING THE GREY ZONE

INTRODUCTION HYPOTHESIS

STUDY AIMS

STUDY DESIGN

EXPECTED OUTCOMES
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CONTACT

Antenatal corticosteroids are routinely 
administered to pregnant individuals who are 
at risk for preterm delivery. Current clinical 
practice guidelines align with the overall 
benefit of giving antenatal corticosteroids for 
early preterm deliveries (< 34 weeks). 
However, the benefit remains unclear for late 
preterm gestations (34 weeks, 0 days (34+0) 
to 36+6).1

Review of the evidence shows a decrease in 
respiratory complications, but an increase in 
hypoglycemia risk when antenatal 
corticosteroids are administered. 2,3 There 
are inconsistencies with the risks and 
benefits of administering antenatal 
corticosteroids in late preterm gestations, and 
little evidence exists on the long-term impacts 
on neurodevelopment and growth when given 
between 34 and 36+6 weeks gestation. 2,4,5

In the United States, current practice 
guidelines recommend corticosteroid 
administration to all those at risk for preterm 
delivery. This differs from Canada where 
routine administration is not recommended in 
late preterm gestational ages, though certain 
conditions may warrant steroid administration 
More specifically, corticosteroids may be 
administered after the risks and benefits are 
discussed with the pregnant individual and 
the pediatric care provider.6

Pre-study pilot work showed that the majority 
of obstetricians do not have corticosteroid 
discussions with those at risk for late preterm 
deliveries. From this work, it was also 
discovered that providers and patients 
wanted to know the week-by-week risks and 
benefits of antenatal steroids in the late 
preterm period. 

Integrating a decision support tool for
late preterm antenatal corticosteroids
summarizing gestational week-specific
absolute harms and benefits into the
Canadian clinical practice guideline on
antenatal corticosteroids will improve
treatment-related counselling.

To generate gestational-week specific 
estimates of the harms and benefits of 
late preterm antenatal corticosteroids 
and to incorporate these estimates into 
a decision support tool; and

To determine whether integrating this 
decision support tool into the updated 
Society of Obstetricians and 
Gynaecologists of Canada (SOGC) 
clinical practice guideline increases the 
frequency and quality of clinical 
counselling about late-preterm 
antenatal corticosteroids.

To address Aim 1:

• Review the short-term benefits and harms, as 
well as the long-term neurodevelopmental 
outcomes of late preterm antenatal 
corticosteroids.

• Create the decision support tool based on the 
review of the short-term and long-term effects 
of antenatal corticosteroids and pilot the tool 
with 10-20 obstetricians that are not involved 
in aim 2 of the study. 

This research may provide…

• An effective tool to support shared decision 
making when deciding to use a medication for 
reducing neonatal morbidity.

• A concrete template for other obstetrical and 
gynecological clinical practice guidelines, 
especially when unclear recommendations 
exist.

1. Nowik CM, Davies GA, Smith GN. We should proceed 
with caution when it comes to antenatal corticosteroids 
after 34 weeks. J Obstet Gynaecol Can. 2017;39(1):49-
51.

2. Roberts D, Brown J, Medley N, Dalziel SR. Antenatal 
corticosteroids for accelerating fetal lung maturation for 
women at risk of preterm birth. Cochrane Database 
Syst Rev. 2017;3:CD004454.

3. Saccone G, Berghella V. Antenatal corticosteroids for 
maturity of term or near term fetuses: Systematic 
review and meta-analysis of randomized controlled 
trials. BMJ. 2016;355:i5044.

4. Attawattanakul N, Tansupswatdikul P. Effects of 
antenatal dexamethasone on respiratory distress in late 
preterm infant: A randomized controlled trial. Thai 
Journal of Obstetrics and Gynaecology. 2015;23:25-33.

5. Kerstjens JM, Bocca-Tjeertes IF, de Winter AF, 
Reijneveld SA, Bos AF. Neonatal morbidities and 
developmental delay in moderately preterm-born 
children. Pediatrics. 2012;130(2):e265-72.

6. Skoll A, Boutin A, Bujold E, et al. No. 364-antenatal 
corticosteroid therapy for improving neonatal outcomes. 
J Obstet Gynaecol Can. 2018;40(9):1219-1239.

Please direct any questions about the study to Dr. 
Matt Cohen, Department of Obstetrics and 
Gynecology, site PI Oak Valley Health, 905-554-0383.. 

1

2

To address Aim 2:

This will be divided in two parts:

Part 1: Patients 

Recruit 460 postpartum individuals who 
have delivered at 34+0 and 36+6 
weeks gestation across 6 study sites

Administer pre-intervention 
questionnaire to gauge current clinical 
counselling about late preterm 
antenatal corticosteroid use 

Release updated SOGC antenatal 
corticosteroid guideline and randomly 
select (by coin toss in each 
geographical region) 3 hospitals as the 
intervention group (guideline + decision 
support tool) while the remaining 3 
hospitals receive guideline only. 

Administer the same questionnaire 
post-intervention to assess change in 
clinical practice

Part 2: Obstetricians 

Recruit at least 10 obstetricians from 
each study site post-intervention

Conduct semi-structured interviews 
to gauge how the intervention 
(guideline only or guideline + 
decision support tool) impacted their 
perception of clinical counselling 
quality
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Chinese Newcomers’ Perceptions of Primary Care:  
A Qualitative Study in Progress 

BACKGROUND METHODS DATA ANALYSIS 

REFERENCES 

ACKNOWLEDGMENTS 

• Newcomers to Canada face unique challenges to 
accessing health care including language 
barriers, cultural differences, socioeconomic 
issues, and health system factors 

• Canadian Community Health Survey showed 
that recent immigrants were more likely to visit 
walk-in clinics and emergency rooms and less 
likely to visit a family physician, when compared 
to Native-born Canadians and “established” 
immigrants1 

• Further research is required to understand how 
newcomers navigate primary health care in 
Canada 

• This issue is highly relevant to the community 
served by the Health for All Family Health Team 
in Markham 

 

Primary research question: 
• How do newcomers to Canada from mainland China 

perceive the role of primary health care in Ontario? 
  

Secondary research questions: 
• How do newcomers learn about primary health care 

in Ontario?  

• What is their understanding of the importance of 
continuity of care? 

• What is their understanding of preventive health 
care? 

 

• Data from the demographic questionnaires will 
be analyzed descriptively with frequency 
distributions and means analysis using SPSS v.28 

• Three members of the study team will analyze 
the interview transcripts using thematic analysis 

• Qualitative data will be managed using NVivo 12  

1. Kalich, A., Heinemann, L., & Ghahari, S. (2016). A scoping 
review of immigrant experience of health care access barriers 
in Canada. J Immigrant Minority Health 18, 697-709. 

2. Statistics Canada. 2022. Markham, Ontario, Canada. Census 
Profile. 2021 Census. Statistics Canada Catalogue no. 98-316-
X2021001. Ottawa. Released October 26 2022. 
https://www12.statcan.gc.ca/census-recensement/2021/dp-
pd/prof/index.cfm?Lang=E  

3. Braun, V., & Clarke, V. Conceptual and design thinking for 
thematic analysis. Qualitative Psychology, 
http://dx.doi.org/10.1037/qup0000196  

• We thank the Markham Centre for Immigrant and Community Services 
for their support and assistance with recruitment for this study. 

 

• Funding for this study was provided by: 

 a Cass Family Grant for Catalyzing Access and Change, Department of 
Family and Community Medicine, University of Toronto  

 the Markham Family Medicine Teaching Unit, Oak Valley Health. 

 

RESEARCH QUESTIONS 

58% of Markham’s 
population are 
immigrants to Canada2 

10% of newcomers to 
Markham immigrated 
in the previous 5 
years2 

34% of newcomers to 
Markham emigrated 
from China2 

Study design 
• Qualitative study design using one-on-one interviews to collect data 
• A questionnaire will be used to collect demographic information 
• We plan to interview 10 to 15 participants 
• Ethics approval received from the Oak Valley Health Research Ethics Board 
 

Inclusion Criteria: 
• Immigration to Canada from mainland China in the 

previous 5 years 
• Ability to communicate in English or Mandarin 
• 25 years of age or older 
• Residents of Eastern York Region, North Durham and 

Scarborough (community served by Health for All)  
 

Exclusion Criteria: 
• Refugee status, temporary foreign worker or 

undocumented person (due to potential impact on 
access to primary health care) 

Study Procedures 

6 Steps in Thematic Analysis3 

RESULTS 

• We plan to use the results of this study to develop 
a tool/intervention that will assist Chinese 
newcomers with understanding and accessing 
primary health care in Ontario 
 

Eastern York Region and 
North Durham Catchment Area 

Scarborough Catchment Area 

https://www12.statcan.gc.ca/census-recensement/2021/dp-pd/prof/index.cfm?Lang=E
https://www12.statcan.gc.ca/census-recensement/2021/dp-pd/prof/index.cfm?Lang=E
https://www12.statcan.gc.ca/census-recensement/2021/dp-pd/prof/index.cfm?Lang=E
https://www12.statcan.gc.ca/census-recensement/2021/dp-pd/prof/index.cfm?Lang=E
https://www12.statcan.gc.ca/census-recensement/2021/dp-pd/prof/index.cfm?Lang=E
http://dx.doi.org/10.1037/qup0000196
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AMETHYST 
(Advanced Mesenchymal Enhanced cell THerapy for SepTic patients)

SUMMARY OBJECTIVE PRE-CLINICAL STUDY RESULTS INCLUSION CRITERA

REFERENCES
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Bacterial sepsis occurs in patients with severe 
infections. The condition is caused by toxic 
substances (toxins) released from bacteria and the 
patient's elevated inflammatory response to those 
toxins. 
In preclinical studies, human mesenchymal stromal 
cells (MSCs) have been shown to modulate host 
inflammation in infections, including sepsis.

The purpose of the Phase I, multi-site, open label, 
dose escalation safety trial is to determine whether 
escalating doses of enhanced MSCs (GEM00220) 
are safe and well tolerated in patients with septic 
shock.

To identify the maximum 
feasible tolerated dose (MFTD) 
of GEM00220 in critically ill 
septic shock patients

•Adult patients age 18 years and older

•Receipt of appropriate antibiotics for the 
suspected/confirmed bacterial sepsis as the main 
diagnosis

•Refractory hypotension within 48hrs prior to 
enrollment requiring the institution and ongoing use of 
vasopressor agents, for at least 3hrs within 24hrs prior 
to infusion

•At least 1 other new organ dysfunction defined by the 
following:

•Renal: Acute kidney injury with creatinine ≥ 150 μmol/L, or ≥ 
1.5x the upper limit of normal or the known baseline creatinine, 
or < 0.5 ml/kg/hr urine output for 6 hours despite adequate fluid 
resuscitation or requirement for new renal replacement therapy

•Respiratory: Need for invasive mechanical ventilation or a P/F 
ratio < 250

•Hematological: Platelets < 100 x109/L, or a drop of 50 x109/L 
in the 3 days prior to enrollment

•Metabolic Acidosis: Arterial pH < 7.30 in association with base 
deficit > 5 mmol/L OR a lactate >/= to 3.0 mmol/L

https://clinicaltrials.gov/ct2/show/NCT04961658?ter
m=Advanced+Mesenchymal+Enhanced+cell+THer
apY+for+SepTic+patients&draw=2&rank=1

For referral of patients please contact: 
Jinal Patel, RN, MN 
jipatel@oakvalleyhealth.ca

Questions about the trial? Please contact:
Jackie Whyte, Trial Manager
jwhyte@northernther.com

•To determine the maximum dose 
of GEM00220 that is safely 
tolerated. 

•Measurable outcome: No 
reported safety events. 

Phase 
1a

•To assess early signs of efficacy 
and feasibility by monitoring 
major morbidity and mortality. 

•Measurable outcome: Clinical 
data collection. 

Phase 
1a/b

STUDY DESIGN

The AMETHYST trial will administer investigational 
product (GEM00220) for patients with septic shock.

Phase 1a is a multi-site, open label, dose 
escalation and safety trial (3 x 3 x 3 design) to 
determine the safety and MFTD of GEM00220 with 
three dose cohorts (low: 15 million cells, mid: 60 
million cells, high: 150 million cells). Up to three 
participants in each dosing cohort will receive a 
single infusion of GEM00220. 

If no safety issues are identified, we will continue to 
Phase 1b. 

Phase 1b is a multi-site, open-label trial to assess 
early signs of efficacy (major morbidity and 
mortality). Phase 1b will enroll up to 12 participants.

GEM00220 showed significantly improvement in 
survival in animals with (A) E.coli K1 sepsis 
(*p=0.03) and (B) Polymicrobial CLP sepsis 
(includes both gram positive and negative 
bacterial infection due to puncture of 
cecum) (*p=0.03; log-rank test).

GEM00220 Improved Survival of Septic 
Animals in Two Sepsis Models

A. E. Coli-Induced Sepsis

B. Polymicrobial CLP Sepsis

Group A - Low Dose (n=3) 
15 million cells 

Group B - Mid Dose (n=3) 
60 million cells 

Group C - High Dose (n=3) 
150 million cells 

Open Extension (n=12) 
MFTD

Maximum Feasible Tolerated Dose 

Phase 
1a

Phase 
1b

CLP: cecal ligation and puncture

NCT04961658

mailto:jipatel@oakvalleyhealth.ca
mailto:jwhyte@northernther.com
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Abstract

Objectives

Trial Summary Interim Analysis Conclusions

References
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HIP fracture Accelerated surgical TreaTment And Care 
track-1 (Hip ATTACK-1) study randomized 2,970 patients 
in 69 sites and in 17 countries to accelerated surgery or 
standard care. This study demonstrated that accelerated 
surgery was feasible and safe, even in patients with 
acute medical conditions.  Importantly, a post-hoc 
subgroup analysis demonstrated that patients with an 
increased baseline troponin measurement had a lower 
risk of mortality with accelerated surgery than with 
standard care.
The results suggest an increased troponin level 
identifies patients who are not tolerating the hip 
fracture stress , and could benefit from expedited care 
leading to Hip ATTACK-2 study

Primary objective: To determine the effect of 
accelerated surgery compared to standard care on the 
90-day risk of all-cause mortality in patients who 
present to the hospital with a hip fracture and an acute 
myocardial injury.
Secondary objectives: 
1.To determine the effect of accelerated medical 
clearance and surgery compared to standard care on the 
90-day ability to independently walk 3 metres (10 feet) 
without human assistance. Includes first mobilization, 
standing and FWB.
2.To determine the effect of accelerated vs standard 
care on major complications (i.e., CHF, Stroke).
3. To assess the effect of accelerated vs standard care on 
time of randomization to discharge and delirium and 
moderate to severe pain during the first 7 days after 
randomization.

This is a multicentre, international, parallel group 
randomized controlled trial (RCT). Currently 15 sites. 
Sample size is 1100.
Study intervention: Accelerated surgery (i.e., as soon as 
possible with a goal of surgery within 6 hours of 
diagnosis) or standard care for hip fracture
Study is enrolling patients on Mondays, Wednesdays 
and Fridays during working hours 0800-1600 from 2021-
2025.
The inclusion criteria:
1. Age > or = 45 years
2. Diagnosis of hip fracture during working hours with a 

low-energy mechanism requiring surgery
3. Troponin elevation detected after hospital arrival and 

before randomization
4. Written informed consent

The exclusion criteria:
1.Taking a therapeutic-dose of an anticoagulant for 
which no reversing agent is available
2.Patients on a therapeutic vitamin K antagonist with a 
history of heparin induced thrombocytopenia (HIT)
3.Patients with peri-prosthetic fracture, open fracture of 
bilat fractures
4.Patients requiring an emergency surgery for another 
reason (e.g., subdural hematoma)
5.Patients with acute MI with a mechanical complication 
(i.e., acute papillary muscle rupture, ventricular septal 
defect)
6.Patients refusing consent
7.Patients previously enrolled in HIP Attack-

Patient follow-up: Initial hospitalization and 90 day 
follow-up is conducted in person for initial 
hospitalization and for the 90  day follow up the study 
coordinators are using a script. 

Two interim efficacy analyses based on the primary 
outcome will occur when 50% and 75% of the patients 
have been followed for 90-days. The Data Monitoring 
Committee (DMC) will employ the modified Haybittle-
Peto rule of 4 standard deviations (SDs) (α = 0.000067) 
for analyses in the first half of the trial (including the 
first planned interim analysis) and 3.5 SDs (α = 0.00047) 
for all analyses in the second half.
For a finding to be considered significant, these 
predefined boundaries will have to be exceeded in an 
additional analysis undertaken 3 months later. The α-
level for the final analysis will remain the conventional α 
= 0.05 given the infrequent interim analyses, their 
extremely low α levels, and the requirement for 
confirmation with subsequent analyses. 

Current weeks of screening Mar 03,2022-Oct 23,2022
- 102 fracture hip outside working hours (not included 

in study)
- 2/27 patients admitted to study (within working 

hours)
- 17/27 patients did not meet criteria because 

troponin was not elevated
- 1 patient’s SDM did not consent
- 1 patients SDM was not available
- 1 patient was excluded because they were on high 

dose of anticoagulant
- 1 patients fracture was due to a MVA

To date there has been 23 total participants randomized 
to the study in Canada

No SAE’s have been reported to date from Oak Valley 
Health

While current standard of care is to postpone surgery 
for those patients until cardiac stabilization, there exists 
a strong biological rationale and encouraging data from 
HIP ATTACK-1 trial suggesting that accelerated surgery 
may improve outcomes for those patients.
The HIP ATTACK-2 trial will inform health decisions for 
multiple stakeholders on this decisional dilemma: 
stabilize the heart injury and medically managing the 
heart injury with cardiac medications and observation 
to give the heart injury time to recover before surgery, 
or accelerating the time to surgery to rapidly decrease 
the physiologic stresses caused by the hip fracture.
The HIP ATTACK-2 trial will answer a crucial 
management question for these patients and influence 
future surgical practices around the world. 

Leslie WD, O'Donnell S, Jean S, et al. Trends in hip 
fracture rates in Canada. Jama 2009;302:883-9. 
Accelerated surgery versus standard care in hip fracture 
(HIP ATTACK): an international, randomised, controlled 
trial. Lancet 2020;395:698-708. doi: 10.1016/S0140-
6736(20)30058-1.
https://markets.businessinsider.com/news/stocks/re
al-world-evidence-shows-accelerated-surgery-in-
patients-with-hip-fracture-has-substantial-benefits-
1028887104
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User preferences for online patient education on hospital websites 
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¹Department of Occupational Science & Occupational Therapy, Temerty Faculty of Medicine, University of Toronto; ²Oak Valley Health 

Objective How can patient education on hospital websites
be developed to better meet patient preferences? 

Methods

Scoping
Review⁷ 
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52 full-text studies assessed for eligibility

100 irrelevant
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To create usable and well-integrated patient education on 
a hospital website, collaborate with multiple stakeholders 
and have patients centrally involved.¹⁰'¹²
To better meet patient needs, cater the content, delivery mode, 

-and design of patient education to patient preferences.⁸  ¹³

Mukherjee, A., & McGinnis, J. (2007). E‐healthcare: An analysis of key themes in research. International Journal of Pharmaceutical and Healthcare Marketing, 1(4), 349- 
363. doi:10.1108/17506120710840170
Nguyen, H. Q., Carrieri-Kohlman, V., Rankin, S. H., Slaughter, R., & Stulbarg, M. S. (2004). Internet-based patient education and support interventions: A review of
evaluation studies and directions for future research. Computers in Biology and Medicine, 34(2), 95-112. doi:10.1016/s0010-4825(03)00046-5
Liszka, H. A., Steyer, T. E., & Hueston, W. J. (2006). Virtual medical care: How are our patients using online health information? Journal of Community Health.
https://doi.org/10.1007/s10900-006-9019-3
Spalding, N. J. (2003). Reducing anxiety by pre-operative education: Make the future familiar. Occupational Therapy International, 10(4), 278-293. doi:10.1002/oti.191
Liu, C. J., Pape, S., Ferrell, J., Turner, E., & Johanningsmeier, K. (2013). Gerontic occupational therapy and patient education: Perceptions, barriers, and needs. Physical and
Occupational Therapy in Geriatrics. https://doi.org/10.3109/02703181.2013.782383
Gallant, Irizarry, & Kreps. (2007). User-Centric Hospital Web Sites: A Case for Trust and Personalization. E-Service Journal. https://doi.org/10.2979/esj.2007.5.2.5
Arksey, H., & O’Malley, L. (2005). Scoping studies: Towards a methodological framework. International Journal of Social Research Methodology: Theory and Practice.
https://doi.org/10.1080/1364557032000119616
Prabhu, A. V., Donovan, A. L., Crihalmeanu, T., Hansberry, D. R., Agarwal, N., Beriwal, S., Kale, H., & Heller, M. (2018). Radiology online patient education materials
provided by Major University Hospitals: Do they conform to NIH and AMA guidelines? Current Problems in Diagnostic Radiology, 47(2), 75–79.
https://doi.org/10.1067/j.cpradiol.2017.05.007
Huang, E., Wu, K., & Edwards, K. (2016). Integrated patient education on U.S. hospital web sites. Studies in Health Technology and Informatics.
https://doi.org/10.3233/978-1-61499-645-3-215
Hopmans, W., Damman, O. C., Timmermans, D. R. M., Haasbeek, C. J. A., Slotman, B. J., & Senan, S. (2014). Communicating cancer treatment information using the web:
Utilizing the patient’s perspective in website development. BMC Medical Informatics and Decision Making, 14(1). https://doi.org/10.1186/s12911-014-0116-4
Krontoft, A. (2021). How Do Patients Prefer to Receive Patient Education Material about Treatment, Diagnosis and Procedures?—A Survey Study of Patients Preferences
Regarding Forms of Patient Education Materials; Leaflets, Podcasts, and Video. Open Journal of Nursing. https://doi.org/10.4236/ojn.2021.1110068
Nguyen, M. H., Bol, N., van Weert, J. C. M., Loos, E. F., Tytgat, K. M. A. J., Geijsen, D., Drenth, E., Janse, M., & Smets, E. M. A. (2019). Optimising eHealth tools for older
patients: Collaborative redesign of a hospital website. European Journal of Cancer Care. https://doi.org/10.1111/ecc.12882
Rafe, V., & Monfaredzadeh, M. (2011). A qualitative framework to assess hospital / medical websites. Journal of Medical Systems, 36(5), 2927–2939.
https://doi.org/10.1007/s10916-011-9771-5

1.

2.

3.

4.
5.

6.
7.

8.

9.

10.

11.

12.

13.

References

1

2
Mixed-methods study 

Scoping review 
Current study 

Online survey to 
determine patient 
preferences for online 
patient education on a 
community hospital website

Delivery Mode

Patient education can improve health outcomes and decision-
making, and reduce anxiety and healthcare expenditure.¹ ⁴
Online patient education is preferred by patients since it is
timely, accessible, and efficient.²
This is of interest for occupational therapists (OTs) as effective
online patient education can support OTs in empowering patients.⁵
While a hospital’s website can be a useful resource for online
patient education, the websites lack relevant health information
and interactive functions, causing patients to disregard them.⁶
Thus, there is a need to learn more about patient preferences for
online patient education and cater towards them to encourage
hospital website use and better meet patient educational needs.
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