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: Efficacy of topiramate in patients with migraine-associated dizziness.
	Amount Requested: $ 2,000.00


	Resident: 
	Harry S. Hwang, MD
	Title: 
	PGY-4

	Affiliation: 
	Dept Otolaryngology -  Head and Neck Surgery
	Email: 
	hhwang@ohns.ucsf.edu

	Box No. 
	0342
	Phone: 
	415-476-4952


	


	Program Director: 
	David W. Eisele, MD
	Title: 
	Chairman, Professor

	Affiliation: 
	Dept Otolaryngology -  Head and Neck Surgery
	Email: 
	deisele@ohns.ucsf.edu

	Box No. 
	0342
	Phone: 
	415-502-0498


	Mentor: 
	Lawrence R. Lustig, MD
	Title: 
	Professor

	Affiliation: 
	Dept Otolaryngology -  Head and Neck Surgery
	Email: 
	llustig@ohns.ucsf.edu

	Box No. 
	0342
	Phone: 
	415-476-4952


	


Mentoring Relationship (mentor’s role in the project and your career development; ½ page maximum)
Dr. Lustig is a Professor and Director of the Division of Otology, Neurotology, and Skull Base Surgery in the Department of Otolaryngology – Head and Neck Surgery.  He is the principal investigator for our study and his role will include patient enrollment and data analysis.  In regards to my career development, he is an excellent teacher, mentor, and role model.  His leadership and influence inspires me to pursue a career in academic otolaryngology.
Research Proposal (aims and description of pilot project or planning activities; 1 page maximum)
Migraine is a common disorder, often associated with vestibular symptoms. The International Headache Society (IHS) reported a higher prevalence of vertigo in migraine patient (61.1%) compared to a control group (10%) of orthopedic patients.1  Vestibular laboratory abnormalities have also been identified in migraine patients.  Non-localizing signs include spontaneous nystagmus, positional nystagmus, directional preponderance, and abnormal posturography.  Furman identified multiple studies demonstrating abnormal vestibular laboratory results in migraine patients and noted peripheral vestibular abnormalities in one-quarter of the patients.2  In many cases, dizziness is one of the only manifestations of the migraine, and thus these patients are often referred to the otolaryngologist for evaluation.  
Topiramate is an anti-epileptic drug approved for migraine prophylaxis.  In the neurology literature, topiramate has been shown to be effective in migraine prophylaxis in recent randomized control trials.3,4  Improvements in migraine headache symptoms were discussed, as well as the associated side effects of topiramate.  However, vertiginous symptoms in these patients were not specifically discussed.  Various classes of drugs have been advocated as treatment for migraine-associated vertigo, though none has been shown to be superior over the others.  
There is only one limited series in the literature describing the use of topiramate in patients with vestibular migraines.5  Our study will be a prospective, randomized, double-blinded, placebo-controlled pilot study comparing topiramate to placebo.  This study is designed to assess if there are significant changes in vertigo frequency and severity in patients diagnosed with migraine-associated dizziness treated with topiramate.  Demonstrating benefit of topiramate with a placebo-controlled study to alleviate symptoms of vertigo would serve to clarify effective treatment options for patients with migraine-associated dizziness.
Specific Aim 1: To determine if topiramate alters the frequency of vertigo in patients with migraine-associated dizziness.  

· Primary endpoint: Change in mean 28-day monthly vertigo frequency from baseline.

Specific Aim 2: To determine if topiramate alters the severity of vertigo in patients with migraine-associated dizziness.

· Primary endpoint: Change in Dizziness Handicap Inventory scores from baseline.
· Secondary endpoint: Change in an individual’s perception of vertigo symptoms based on a 1 to 10 scale.
Study Design:

A prospective baseline phase of 28 days prior to the initiation of drug therapy during which dizziness frequency is recorded and reviewed.  Patients will complete a validated questionnaire, the Dizziness Handicap Inventory (DHI), to assess subject dizziness symptoms at the start of the study. The DHI will also be repeated after 4 weeks and then again at the conclusion of the study.  Patients will also be asked to grade their severity of vertigo on a scale from 1 to 10, with 1 being minimal and 10 being severe. This score will be obtained at the beginning of the study, after 4 weeks, and then again at the conclusion of the study.

After the 28 day baseline phase, patients will be randomized to topiramate or placebo.  Topiramate will start at 50 mg PO for two weeks. If side effects are tolerated, the dose is increased to 100 mg PO for 6 weeks. The duration of the trial is 8 weeks for each patient.  During the trial period, patients will record the severity and frequency of vertigo in a diary.  

References (up to 5)
1)  Society, H. C. C. o. t. I. H. (2004). "The International Classification of Headache Disorders (2nd Ed.)." Cephalalgia 24(Suppl 1): 1-160.

2)  Furman JM, M. D., Balaban CD (2003). "Migrainous vertigo: development of a pathogenetic model and structured diagnostic interview." Curr Opin Neurol 16: 5-13.

3)  Brandes JL, S. J., Diamond M, Couch JR, Lewis DW, Schmitt J, Neto W, Schwabe S, Jacobs D; MIGR-002 Study Group (2004). "Topiramate for migraine prevention: a randomized controlled trial." JAMA 291(8): 965-73.

4)  Silberstein SD, N. W., Schmitt J, Jacobs D; MIGR-001 Study Group (2004). "Topiramate in migraine prevention: results of a large controlled trial." Arch Neurol 61(4): 490-5.

5)  Carmona S, S. N. (2005). "Use of Topiramate (Topamax) in a Subgroup of Migraine-Vertigo Patients with Auditory Symptoms." Ann N.Y. Acad Sci 1039: 517-520.
Timeline and Milestones (1/2 page maximum)
July 2008: CHR approved
August/September 2008: preparation of topiramate and placebo pills

October 2008: anticipate start of patient recruitment

Estimated time needed for full enrollment (80 patients): 12 to 24 months

Commitment time for enrolled patients: 3 months

Project Performance/Site Locations (1/2 page maximum)
Data analysis will be performed primarily by Dr. Harry Hwang.  Interim monitoring will be performed every 3 months by the Data Monitoring Committee, composed of two attending physicians in the Department of Otolaryngology Head & Neck Surgery at UCSF not associated with the study.  

The study will be performed in conjunction with the Department of Neurology (Dr. Peter Goadsby and Dr. Abraham Nagy).  Physical exams, patient enrollment, recruitment will be at the UCSF Headache Center at 1635 Divisadero Street, Suite 520.  
Human Subjects
Will human subjects be used:  X Yes  
No   
N/A
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Pending
Budget ($2,000 maximum per resident)
	Proposed Budget
	Amount

	Supplies and Expenses
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	Equipment
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	Travel
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	Future Full Project Funding
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Budget Details and Justification (1/2 page maximum)
3,920 50mg topiramate capsules 

Supplies





$8,569.93

Labor






$3,988.02

3,920 lactose placebo pills





Supplies





$1,101.20

Labor






$3,191.83

Shipping & Handling




$35.00

Serum bicarbonate lab test

$17 per test x 3 draws per patient x 80 patients

$4,080.00
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: Gregory M. Marcus, MD
Have you applied to other funding sources for this project? 
Yes X               No 

If yes, explain:
American Academy Otolaryngology – Head and Neck Surgery Foundation Resident Research Award CORE Grant, Awarded: 7/1/08, Amount: $10,000 

_1295181645.unknown

_1295181647.unknown

_1295181648.unknown

_1295181646.unknown

_1295181643.unknown

_1295181644.unknown

_1295181641.unknown

_1295181642.unknown

_1295181640.unknown

_1295181639.unknown

