CLINICAL TRIALS COURSE
2013-14
Course Directors:  Jon Tyson, MD, MPH, Lillian, Kao, MD, MS; Sean Blackwell, MD, Trey Miller, PhD (Cody Arnold, MD, MS); Assistants/Instructors:  Andrew Barreto, MD, Chris Greeley, MD, Joyce Samuel, MD, MS, Susie Wootton, MD 
Textbooks: Hulley SB et al. Designing Clinical Research, 4th edition. Lippincott, 2013
If you wish to better understand and apply clinical research in patient care, particularly if you might want to serve as a co-investigator in clinical trials, you are welcome to participate in the first part of each session (starting at 5:00 PM and ending at approximately 5:45 PM). If you aspire to design and direct clinical trials and wish to receive an honors grade, you invited to attend the second portion of each session (small group sessions that end at 6:30 PM) providing you commit to the extra work required to carefully read and be prepared to discuss both the honors and basic reading material, develop a detailed and well-conceived outline of an interventional study you would like to conduct, and learn the course material well enough to earn an honors on the final exam. Students who wish to take the course for honors should notify us at the e mail address below before the first class. 

All students should complete the assigned readings before class and submit assignments by e-mail (Deborah.Garcia@uth.tmc.edu) on or before the dates below. Readings not in the Hulley text or available in Pub Med will be supplied as PDF files on Blackboard.  The lectures are intended to provide additional information and help you apply and integrate this information and that in the readings.  Additional readings beside that noted below may be assigned, and may not be reflected on this schedule (notification will be made in class and by email.) Any material in the required readings or lectures may appear on the final exam. Assignments and reading denoted by an asterisk (*) are required only for students who wish to honor the course
To pass the course you must attend at least 8 of the 11 sessions and attend or view the videotaped sessions of at least 10 of the sessions and pass the exam.  To receive honors you must perform well in the small group session, honor the exam, and submit a detailed and well conceived outline of an interventional study (which does not have to be a parallel group randomized trial)  To pass the final exam, participants should plan to devote 2 hours per week outside class to the readings. Those participating in the small group sessions should expect to spend 4 hours per week to prepare for class and to prepare a well conceived study design. You should not sign up for these sessions if you can’t commit this time.
	Date/Topic
	Speaker
	Hulley

Chapter
	Other Reading
	Other Assignment

	1. 11/13/2013 - Introduction to Clinical Trials: What Are They? When are They Inappropriate? When Are They Ethical? When Are They Needed? 
Honors:  Remain in classroom: Selecting an interesting, fundable PICO question: 3-5 min presentations (1-2 slides) of PICO question, funding source, & factors important to attract funding funding needed for 1st interventional study by Cody Arnold, Susie Wootton,  Chris Greeley, Ricardo Mosquera, Andrew Barretto 
	Tyson/ Kao

	1,10
	
	*Honors: Before class, send to Deborah.Garcia@uth.tmc.edu  two questions of great interest to you that might be feasible  to study with obtainable internal or external sources 

	2. 11/20/2013 - What is the Study Question & Hypothesis?  How Should the Treatment Effect Be Assessed and Interpreted?  
Honors - small group sessions
	Tyson/
Kao
	2,3,4
	*Lachetti C, Guyatt G. Therapy and validity. Surprising results of randomized controlled trials. User’s Guides to the Medical Literature. A manual for evidence based clinical practice. AMA Press, 2008, pp. 113-151
*Gray-Donald K, Effect of formula supplementation in the hospital on the duration of breast-feeding: a controlled clinical trial. Pediatrics. 1985; 75:514-8.
	*Honors: E-mail to your small group leader  the PICO question that you hope to address

	11/27/2013 – THANKSGIVING Break
	
	
	
	

	3. 12/04/2013 -  How Should a Trial Be Designed to Maximize Validity, Precision, and Generalizability? Discussion of an Challenging and Influential Trial   

Honors – small group sessions


	 Tyson 
	5
	Moher D et al. CONSORT 2010 Explanation and Elaboration: Updated guidelines for reporting parallel group randomised trials..J Clin Epidemiol. 2010 Aug;63(8):e1-37 
*Connolly SJ et al Dabigatran versus warfarin in patients with atrial fibrillation. N Engl J Med. 2009 Sep 17;361(12):1139-51.

	*Honors: E mail to your small group leaders 2-3 page preliminary outline of interventional study question you hope to address (for later classes submit any revised versions) 

	4. 12/11/2013 - Alternatives in Trial Designs
Honors: small group sessions 
	Blackwell

 
	11
	Guyatt G, et al. GRADE guidelines: 1. Introduction-GRADE evidence profiles and summary of findings tables. J Clin Epidemiol. 2011 Apr;64(4):383-9 
*Honors:  Nikles CJ et al. An n-of-1 trial service in clinical practice: testing the effectiveness of stimulants for attention-deficit/hyperactivity disorder. Pediatrics. 2006;117:2040-6 (15 minutes)
J Samuel K 12 proposal. N-of-1 trials of treating adolescents with hypertension. (30 minutes) 
	

	5. 12/18/2013 – Introduction to Sample Size Calculation (for t and Chi Squared Tests [Blackwell] with an example from a funded proposal [Kao]).
Honors – Small group sessions
	Blackwell/ Kao
	6:  (pages 55—59, 71, & 82 only) 
	Schulz K, Grimes D. Sample size calculations in randomized trials: mandatory & mystical. Lancet 2005;365:1348
*Leuppi JE et al. Short course vs. conventional glucocorticoid therapy in acute exacerbations of chronic obstructive pulmonary disease the REDUCE clinical trial. JAMA 2013;309:2223-31.  
	Honors: e mail revised outline of Interventional Study Design without Sample Size.*Deborah.Garcia@uth.tmc.edu   

	12/25/2013 

1/01/2014     HOLIDAY BREAK
	
	
	
	

	6. 1/08/2014. Bayesian design and analyses
Honors: Small group sessions  
	Pedroza

	
	Guyatt G. et al.  Summarizing the evidence. When to believe a subgroup analysis. User’s Guides to the Medical Literature. A manual for evidence based clinical practice. AMA Press, 2008, pp. 571-593.

Lilford R. Clinical trials and rare diseases: a way out of a conundrum. BMJ 1995;311:1621-5. 

Kraemer HC, Frank E, Kupfer DJ. Moderators of treatment outcomes: clinical, research, and policy importance. JAMA. 2006; 296:1286-9.

*Review of a class mate’s proposal distributed prior to class. Come to class with list of most important questions 

	 

	7. 1/15/2014 - Systematic Reviews
	Samuels
/Kao 


	
	To be announced 
	

	8. 1/22/2014 -  QI Studies 
	Kao 


	
	Fan E et al. How to use an article about quality improvement. JAMA. 2010 Nov 24;304(20):2279-87
*Mosquera et al. Comprehensive care in an enhanced medical home for high-risk chronically ill children; Mosquera R. AHRQ K08 proposal to refine comprehensive care for asthmatics. 
	Receive Final Exam.

*E-mail Final study outline with Sample Size to:grp leaders &  Deborah.Garcia@uth.tmc.edu 

	9.  1/29/2014 - T3 and Dissemination and Implementation Research,
	Kao


	
	Watch the presentation in last course by Charlotte Moore of  Univ. Toronto
Albright K, Gechter K, Kempe A. Importance of mixed methods in pragmatic trials and dissemination and implementation research. Acad Pediatr. 2013 Sep-Oct; 13(5): 400-7.

*Rycroft-Malone J, Seers K, Crichton N et al. A pragmatic cluster randomised trial evaluating three implementation interventions. Implement Sci 2012 Aug 30; 7: 80.

	

	10. 2/05/2014 - Cost Effectiveness, Cost Utility, and Cost Benefit Analyses in Clinical Research 

Honors – small group sessions
	Swint
	
	Moving from Evidence to Action: Economic Analysis, Users’ Guides to the Medical Literature: Essentials of Evidence-Based Clinical Practice. AMA press, 2008, pgs. 619-42.

*Presentation and critique of 2-3 of best study designs, 
	E-mail Final Exam to Deborah.Garcia@uth.tmc.edu

	11. 2/12/2014 - ? Review of Exam

Honors- small group sessions
	Kao/ Blackwell/ Wootton
	
	Review notes for any questions that you were uncertain about
*Revise study design based on comments received.
*Small group sessions: presentation and critique of  2-3 of best study designs .
	*Submit revised final study design by 5 PM Wednesday  2/19/2014


*Not required for pass/fail. Required for small group sessions and for honors grade 
