RESIDENT RESEARCH APPLICATION FORM
 
Amended March 11, 2008

Current UCSF residents may apply for up to $2,000 to help support clinical and translational research projects.  Funds may be used for pilot data, analytic support, design or biostatistical consultations, and other appropriate project-related expenses not otherwise funded.   Evidence of a well-designed and feasible research project and an established mentoring relationship and are required.  

	Project Title: Pilot Randomized Trial of Long-Term Cardiac Monitoring for Atrial Fibrillation After Stroke
	Amount Requested: $ 2,000


	Resident: 
	Hooman Kamel

	Title: 
	Resident, PGY-4


	Affiliation: 
	UCSF Neurology

	Email: 
	hooman.kamel@ucsf.edu


	Box No. 
	0114

	Phone: 
	415-443-2365



	


	Program Director: 
	John Engstrom
	Title: 
	MD

	Affiliation: 
	UCSF Neurology
	Email: 
	engstromj@neurology.ucsf.edu

	Box No. 
	0114
	Phone: 
	415-476-1489


	Mentor: 
	Clay Johnston

	Title: 
	MD


	Affiliation: 
	UCSF Neurology

	Email: 
	clay.johnston@ucsfmedctr.org


	Box No. 
	0114

	Phone: 
	415-502-7487



	


Mentoring Relationship (mentor’s role in the project and your career development; ½ page maximum)
I have worked with Clay Johnston since February 2007, when I began planning a 6-month research block as part of a Flexible Residency track in our department. During that research block, which lasted from August 2007 to February 2008, I met weekly with Clay to discuss ongoing projects and plan new ones. My first project from that time—a study of the rate of atrial fibrillation after ischemic stroke—was presented at the International Stroke Conference last year, and has been submitted for publication. As a follow-up study, we then examined the association between diagnoses of atrial fibrillation after stroke and the risk of recurrent stroke. This large cohort study has been accepted for oral presentation at this year’s Stroke Conference; we are beginning work on the full-length manuscript. 

Since returning to the wards in February, I have continued to work closely with Clay on several projects, some of which were started during my research block, and others during the past few months. We are nearing completion of a cost-effectiveness analysis of long-term cardiac monitoring for atrial fibrillation after stroke. On this project, Clay has helped demystify an area of epidemiology and biostatistics which is very daunting, and he has pushed me along to make my statistical analysis more sophisticated. And with his extensive contacts, he helped me find a collaborator at Washington University who will make this study much stronger.

During my last year of residency, I will continue to work closely with Clay on the pending projects above, as well as the project we are proposing below. More importantly, I will be able to continue working closely with Clay until at least 2011 as a Neurocritical Care fellow here at UCSF. The research I have been able to do, and my mentoring relationship with Clay, have deepened my interest in academic research, and hopefully I will be able to use this work to apply for grants and secure some kind of academic position here after my fellowship.

Research Proposal (aims and description of pilot project or planning activities; 1 page maximum)
Background: Atrial fibrillation (AF) is a common and treatable cause of stroke. Therefore, it is important to recognize patients whose stroke is caused by underlying AF. This can be difficult, because AF is frequently paroxysmal and asymptomatic. Therefore, patients with stroke frequently undergo 24 to 48 hours of cardiac monitoring as an opportunity to detect previously undiagnosed AF. A recent meta-analysis found that 24 to 72 hours of continuous cardiac monitoring detects previously undiagnosed AF in approximately 5% of patients who are in sinus rhythm on their admission ECG. Several small studies suggest that monitoring for 48 hours to 1 week provides an additional yield of approximately 4%. These data suggest that additional cases of previously undiagnosed AF can be detected by increasing the duration of monitoring. However, there are very few data on the yield of more than 1 week of cardiac monitoring after stroke. In addition, all the studies cited above were uncontrolled studies, and cannot demonstrate that cases of AF detected by monitoring would not have been detected otherwise; demonstrating this requires a randomized trial. Lastly, these studies examined the yield of cardiac monitoring in unselected series of patients; presumably, the rate of underlying AF is higher in patients who do not have an already apparent cause of stroke. Therefore, we propose a pilot study to demonstrate the feasibility of randomizing patients with cryptogenic stroke to 21 days of continuous cardiac monitoring.

Methods: We propose a pilot randomized, controlled trial enrolling consecutive adults who are admitted to the Neurovascular Service at UCSF with cryptogenic ischemic stroke within the previous week. A stroke will be considered cryptogenic if it does not appear to be due to small-vessel disease by history or imaging; no source is found by TTE or vascular imaging of possible culprit vessels; the patient has no history of AF or AF on the admission ECG or 48 hours of continuous electrocardiography; and there is no obvious culpable systemic illness such as endocarditis or thrombophilia. We will exclude patients with an existing indication for or contra-indication to warfarin. Each weekday morning, a research assistant will review the Neurovascular service’s electronic patient census and contact the Neurovascular team to screen patients admitted on the previous day or weekend. The eligibility of potential patients will be determined by the Neurovascular fellow on service, using the above inclusion and exclusion criteria. The study will be explained to eligible patients by the research assistant with the use of pre-printed materials. Any questions or concerns from the patient or family that cannot be addressed by the research assistant will be relayed to the study authors, one of whom will then arrange for a meeting. Written informed consent will be obtained from all enrolled patients or, if they are not capable of informed consent, their designated surrogate. An application will be filed for full committee review of this study by the Committee on Human Research at UCSF, and the study will be registered with the NIH clinical trials registry. 

Using a standardized collection form, we will obtain information about patients’ baseline characteristics and hospital course from the UCSF electronic medical record. Patients will be assigned via an internet-based random integer generator to standard follow-up or to 21 days of continuous cardiac monitoring with a LifeStar ACT monitor (LifeWatch, Rosemont, IL). This device records a continuous single-channel rhythm strip; it does not require patient activation and therefore can capture asymptomatic arrhythmias. At the time of discharge from their index hospitalization, patients will be referred to the EECP office at Mt. Zion Hospital to be supplied with a monitor and instructed on its use. The EECP office will receive monitoring reports from LifeWatch. Patients who are randomized to standard follow-up will not undergo continuous cardiac monitoring. Instead, they will be advised to seek medical care for any episodes of palpitations, lightheadedness, dyspnea, or chest pressure. Our outcome will be a diagnosis of AF within 21 days of discharge. All patients and their primary doctors will be contacted by telephone 21 days after discharge, and asked about a new diagnosis of AF. In those patients with a new diagnosis, we will attempt to obtain a copy of the confirmatory ECG. For patients randomized to cardiac monitoring, the results will be recorded from the UCSF electronic medical record. In all cases, the time of detection of AF (in number of days from discharge) will be recorded. All data will be collected by the research assistant and entered directly into an Excel database securely maintained on the UCSF intranet.

The percentage of patients with newly detected AF in both groups will be calculated using descriptive statistics. The rate of detection of AF will be calculated per 1000 person-years. The time to detection of AF will be evaluated using Kaplan-Meier survival statistics in unadjusted analyses. We will censor follow-up at the end of the study period (21 days) or at the time of death. We will evaluate the hypothesis that the rate of AF detected by cardiac monitoring is significantly higher than the rate detected without monitoring by using the log-rank test to compare the survival curves in each group. As a secondary analysis, we will use Cox proportional hazards analysis to identify independent predictors of AF after stroke, beginning with all covariates and eliminating in a stepwise fashion variables that are not significant (P<0.10). Multivariable analyses will be performed with and without imputing missing values. All analyses will be performed with Stata software (Version 10, Statacorp, College Station, TX). Based on prior studies of the yield of continuous cardiac monitoring after stroke and the background incidence of AF, we estimate that we would need 160 patients in each group to have 80% power to demonstrate a difference in the rate of detection of AF. We propose to first demonstrate the feasibility of a trial of that size with a pilot study involving 20 patients. We estimate the total cost per patient will be $1,400.
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Timeline and Milestones (1/2 page maximum)
November 2008: Finalize protocol in consultation with neurovascular service.

December 2008: Apply for CHR approval.

February 2008: Make revisions if required by CHR.

March 2008: Set up study database and train research assistant.

April 2008: Begin enrollment.

July 2009: Begin data analysis.

August 2009: Submit abstract by mid-month International Stroke Conference deadline.

September 2009: Begin work on manuscript.

October 2009: Submit manuscript.

Project Performance/Site Locations (1/2 page maximum)
· Patient enrollment and data collection will be performed by a trained research assistant under the direct supervision of the study authors.

· Patients will be enrolled at Moffitt-Long Hospital.

· Cardiac event monitoring will be supervised by the EECP office at Mt. Zion Hospital.
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Pending
Budget ($2,000 maximum per resident)
	Proposed Budget
	Amount

	Supplies and Expenses
	$1,000

	Equipment
	[image: image3.wmf]



	Travel
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	Human studies costs
	$2,000

	Other: (state) [image: image5.wmf]
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	Total
	$3,000

	 
	 

	Future Full Project Funding
	$28,000


Budget Details and Justification (1/2 page maximum)

We estimate that during the set-up stage, we will need $3,000 to pay for a research assistant, submitting the CHR application, establishing coordination between LifeWatch and the Mt. Zion EECP office, and printing collection forms and consent packets. Once we begin, we estimate the cost of enrolling each patient will be $1,400. We are in the process of securing funding from a private donor to pay for the bulk of this study; in the unlikely event that this does not go through, there are departmental funds that I can obtain. In the meantime, funding from the CTSI for the set-up costs would allow us to begin this study while the details of our other grant are being finalized. This will save several months of time, and allow me to feasibly complete this project during my first year of fellowship, in time for grant applications.

Letter of Support (required)
Please include a brief letter from your Mentor, Program Director, Department Chair or other Head of Unit with appropriate authority, stating that s/he supports the proposal request and if an award is made, that s/he will support the applicant to maximize the probability of a successful project.  This is to be attached or sent as a separate file and will not be part of the 3-page count.
Resident’s CV (required)

Please submit an updated academic CV with your application.   This is to be attached or sent as a separate file and will not be part of the 3-page count.
Other

Have you successfully completed the Resident Research Elective (Epi 150.03) or the Summer Research Methods Course (Epi 202)?
Yes x
               No 

If so, provide the name of your Small Group Leader: Doug Bauer
Have you applied to other funding sources for this project? 

Yes x
               No 

If yes, explain: Yes, as stated above, we are currently negotiating for funding from a private donor who is interested in this project.
