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Introduction and Background 
Presentation of the problem (synopsis)
· Type of study, observational, experimental, controlled or uncontrolled; open or blind, randomized, placebo, Phase I, II, III, IV etc.

· Include overview of science with literature citations regarding the research.  If treatment related, include an overview of the disease and summary of current treatments.
· Pertinent animal, laboratory science, and/or clinical experience should be summarized along with pharmacology, toxicology and potential adverse events.

· Technical data on test article (drug, device or procedure)

· Identify variables to be tested

· Identify population and number subjects to be studied and number of centers involved in study
· The rationale for the study should be clearly stated.

Objective(s) of study

· The hypothesis should be stated. If more than one hypothesis will be tested,  indicate primary, secondary, etc
· The goals or objectives of the work should be delineated

· The mechanism for measuring endpoints should be described
Experimental Design (Methods) Consider the logistical problems you may encounter in recruiting subjects, treatment and evaluation, collection and documentation of data.  Will you need special case recording forms?  Is inter-rater variability in need of control? What records will be the source document (first place of record) for the method items listed below in your protocol:
· Inclusion criteria (include method of evaluation and documentation)

· Exclusion criteria  (include method of evaluation and documentation)
· Experimental procedures – included but not limited to:
· Initial evaluation

· Screening periods, tests and procedures

· Prior or concomitant Medications or treatments rules
· Diet/Activity/Questionnaire/Diary
· Randomization and stratification design and procedures
· Study procedures, evaluations and schedules – Describe what is to be done and who is responsible for doing it and how it will be measured and documented. 
· Drug administration, dose, route, frequency, timing 
· Toxicity evaluations

· Laboratory  and diagnostic evaluations

· Device placement/use

· Physical measurements
· Duration of subject participation

· Follow-up of subjects- schedule of follow-up*, what will be collected, who will do it and documentation to be used.  Include:

· Informed consent procedures

· Doses, frequency, timing and route of treatment

· Lab work
· Compliance and data safety monitoring 

·  Criteria for discontinuing a study participant
· Methods for preserving confidentiality of data and specimens

· Sample labeling, preservation, transportation, destruction and de-identification
· Test article labeling, storage, and disposition of unused test article (return or destruction)

· Adverse Events

· Outline the known serious adverse events and their approximate incidence in the population to be studied

· Describe the method that will be used for reporting:

· SAE to IRB and sponsor

· All adverse events to FDA if sponsor holds IND or IDE

Human Subject Protection Plan
· Informed Consent and Assent Process and documents – Describe the consent process that will be followed, including the circumstances under which consent will be obtained, who may obtain consent, materials that will be provided to potential subjects, and the method of documenting the informed consent process in the chart.

· Monitoring Plan – Investigators who hold INDs or IDEs must have a monitoring plan in place when the IND or IDE is applied for.  If the study is supported by and NIH institute a Data Safety Monitoring Plan is required.  Phase III trials require Data Safety Monitoring Boards.  Data safety monitoring plans and how they will be executed, should be included in the protocol and approved by the IRB.
· Benefit to the subject – the protocol and informed consent documents should describe the known risks and benefits to the subject in detail.  Payment or reimbursement is not considered a benefit.

Subject Reimbursement
· If the protocol aims to reimburse the subject for time, travel and lost wages, this should be spelled out in the consent form and protocol.
Data Analysis – this should be done BEFORE enrolling subjects
· Delineate the precise outcomes to be measured and analyzed.   Specify how these results will be measured and statistically analyzed.   Include the methods used to estimate the number of subjects required and the power calculations if the study involves comparisons.  Specify if there will be any interim analysis such as a stop rule or safety analysis mid-study.
Appendices
· Attach items such as 

· Standard Operating Procedures (SOP)
· Schedules for study activities

· Normal laboratory values

· Case recording forms

· Special decision algorithms 

· Drug inserts

· FDA form 1572 and 1572
General Recommendations:
State how blinding of investigator(s) and subjects will be maintained

Write methods sections strict enough to allow valid and verifiable measurements, but make the protocol flexible enough to accommodate human use.  For instance, follow-up visits and study procedures should have specific times frames for data collection.  However, the time frames should be listed with a “window” in order to allow some flexibility.  For example, subject follow-up could be written as, every three months plus or minus 2 weeks.
References for this document
NIH Office of Human Subjects Research Guidelines for Writing Research Protocols http://www.nihtraining.com/ohsrsite/infor/sheet5.html

Guidelines for submitting Applications to the Global Microbicide Project Revised January 2003
Research Methodology and Its Application to Nursing, Williams YM John Wile & Sons 1981

Practical Experiment Designs for Engineers and Scientists, Diamond William J Lifetime Learning Publications 1981
Case-Control Studies Design, Conduct, Analysis, Schlesselman, James J.

Oxford University Press, 1982

2/2/04
Page 1 of 3
Carver & Valentine

