How to Write a Research Protocol
The research protocol describes the scope and direction of a research study.  The protocol should be as detailed as possible for review by the scientific and institutional review committees.  Generally, the protocol should consist of the following sections:
NB:  Examples for each section provided in italics.

Section I:  Purpose and Background

1. Purpose  
Describe the specific aims and objectives of the study.  

Primary Objective:  Evaluate the efficacy of drug A in comparison to a placebo. 

2. Background 
Introduce and provide support for the research being proposed.  Basic information relevant to the context of the research question and study design should be included in this section.  Additionally, this section should be written in a way that a person who is not an expert in the field can understand.  

Previous studies have demonstrated the safety and efficacy of drug A for outcome B in population C.  This study investigates the efficacy of drug A for the treatment of outcome B in population D.  

Section II:  Criteria for Subject Selection

1. Number of subjects

List the number of subjects expected to participate.  For multi-center protocols include the overall projected total and site specific projected totals.

This study expects to enroll X subjects and projects a retention rate of 50%.  Y subjects are expected to complete the study.

2. Demographics of subjects

Describe the projected distribution of gender, age range, race and ethnicity of subjects.  Support for the inclusion or exclusion of certain vulnerable populations (i.e. pregnant women, minors, minorities, age groups, etc.) should be included.

This study expects to enroll equal numbers of males and females.  Subjects between ages X-Y will be enrolled.  No restrictions on race or ethnicity will be imposed.  We expect the racial characteristics of the study population to reflect the ethnically diverse population in Hawai‘i.

3. Inclusion criteria 
Define subject eligibility based on scientific rationale and safety considerations. Include the timeframe of data collection for retrospective studies.
 Inclusion Criteria

· Subjects between the ages of X-Y

· Subjects with a diagnosis of outcome B

· Subject able to provide informed consent

4. Exclusion criteria 
Define exclusion criteria to limit the study population and prevent subjects from being exposed to excess risk by the study.  Exclusion criteria should account for warnings, precautions, and contraindications listed in current product labeling.  

Exclusion Criteria

· Subjects with co-morbidity E
· Pregnant, nursing, or child-bearing potential women

5. Vulnerable subjects 
Provide justification for the necessary inclusion of vulnerable populations.  Vulnerable subjects often need additional protection and certain restrictions and requirements may apply. Children, pregnant women, and prisoner are examples of vulnerable populations.
Outcome B often affects subjects age X-Y and should be studied in this population.  To protect these subjects, parental consent and subject assent forms will be collected.  

Section III:  Methods and Procedures

1. Methods and procedures

Summarize the research design (observational, randomized, case-study, etc.) and include a schematic diagram if applicable.  Provide a sequential list identifying all the procedures of the study, distinguishing between experimental procedures and procedures resulting from routine care.  Explain procedures, situations, or materials that may be hazardous and subsequent precautions to reduce subject risk. 
This randomized clinical trail will consist of two study arms.  As subjects are enrolled they will be randomly assigned to Arm 1 to receive drug A or Arm 2 to receive a placebo.  All subjects will receive the standard of care treatment, however subjects randomized to Arm 1 will receive X amount of drug A in addition to their regular treatment.  Subjects in Arm 2 will receive a placebo sugar-pill to prevent bias and act as a control group.  

2. Data analysis 
Specify statistical and analytical methods (statistical power, sample size, significance level, etc.).  

This study will use a one-sided t-test, with the null hypothesis set at the standard significance level (p –value < 0.05), to determine if drug A significantly reduced mortality due to outcome B.  A sample size of X was calculated based on an assumption of 80% power and 50% retention.  

3. Data monitoring
Describe data monitoring methods for studies with more than minimal risk (i.e. data monitoring committee).  Explain adverse event reporting procedures.  
This study will be monitored by an independent Data Safety Monitoring Board (DSMB) chaired by Person Y.  In the case of an adverse event, the Principal Investigator will determine if the event constitutes a study related risk.  Any adverse events that result from participation in the study will be recorded and reported to the DSMB and the applicable IRB.  

4. Data storage, security, and confidentiality
Describe where data will be stored and how data will be secured during the study.  Provide information on confidentiality measures (coding, storage mechanisms, etc.).  Indicate who will have access to the data and how the data will be used.  If subject identifiers will be released, describe to whom and for what purpose the data will be released.

Data will be stored on a password protected computer and maintained for 7 years after study completion.  Access to subject data will be limited to the Principal Investigator, Sub-Investigators, and study staff.  Data will be de-identified and only used for research purposes.
5. Data Sharing
Describe plans for data sharing, particularly for publication purposes. Many journals now require authors to disclose how de-identified individual level data will be shared. Some journals require data sharing plans to be posted in a public registry, such as Clinicaltrials.gov. Additional information about data sharing can be found here:

https://grants.nih.gov/grants/sharing_key_elements_data_sharing_plan.pdf
https://grants.nih.gov/grants/policy/data_sharing/data_sharing_workbook.pdf
6. Transition from research participation (if applicable)
Describe how subjects who terminate participation will be transitioned to regular care (such as, taper study medication, return to primary care provider).
Section IV:  Risk/Benefit Assessment

1. Risk category (Contact HPHRI if you need assistance determining risk level)
State the risk of participating in the study as either Minimal or Greater than Minimal.  Risk is defined as the potential harm associated with the research that a reasonable person would find injurious. Minimal Risk means that the probability or magnitude of harm or discomfort anticipated in the research are not greater than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.
Participation in this study presents minimal risk to subjects.

2. Potential risk(s)
Describe any potential risks associated with the study (physical, psychological, sociological, economic, and/or legal).  If possible, estimate the probability of a given risk and potential reversibility.

Potential risks associated with participation in this study include side effects from Drug A and the cost of subject time due to additional physician visits and follow-up exams.  Previous studies on Drug A reported a 10% likelihood that subjects will experience minor side effects.   

3. Protection against risk(s)
Describe how the study will minimize or prevent any potential risks.  Techniques to minimize risk include subject monitoring, withdrawal criteria, and follow-up procedures.

Subjects will be monitored for Drug A side effects and dosage levels will be adjusted if the subject experiences side effects from Drug A.  Subjects will be allowed to withdraw at anytime without consequence.  If new information about the study becomes available, subjects will be informed and re-consented if applicable.  

4. Potential benefit(s) to the subject
Describe any potential medical benefit(s) for subject participation.  State if participation results in no benefit to the subject.

This is no direct medical benefit to the subject for participation in this study.  Subject participation may help future patients with outcome B.

5. Alternative to participation
Describe any alternative therapies or courses of action available to the subject if they decide not to participate in the study.

Should a subject decide not to participate in the study they will receive the standard of care treatment for outcome B.

Section V:  Subject Identification, Recruitment and Consent/Assent 

(If you are requesting a waiver of consent this section can be deleted)
1. Method of subject identification and recruitment

Describe how subjects will be identified and recruited.  Include steps to minimize undue influence if recruitment includes an investigator’s students, employees, and/or patients.
Potential subjects will be identified by the Principal Investigator.  The Principal Investigator will provide information about the study to the subject and if the subject is interested will proceed with the enrollment process.  Subjects will be informed of the voluntary nature of the study and informed of alternative treatment options.  

2. Consent process
List study team members authorized to obtain consent and describe the process of informed consent.

Informed consent will be primarily conducted by the Principal Investigator or Sub-Investigators.  In the event that an Investigator is unavailable, the study coordinator will conduct the informed consent.  The informed consent process will consist of reviewing the informed consent documents and asking the subject a series of questions to ensure comprehension.  

3. Subject capacity (if applicable)

Describe how capacity will be assessed and by whom.  State the anticipated degree of impairment relative to the subject’s ability to consent.
4. Subject/Representative comprehension
Describe how it will be determined that the subject /representative understood the information presented during the informed consent process.  If children or decisionally impaired adults will participate, include a plan to assess comprehension during the assent process.
To determine comprehension of the informed consent, subjects will be asked a series of questions.  See Appendix A for the list of questions.  

5. Documentation of consent

If not addressed in the process of consent section, explain how consent will be documented and where documentation will be stored.

Consent will be documented on the IRB approved informed consent form and by the study coordinator in the Informed Consent log.  Paper documentation will be stored by the study coordinator in a locked-file cabinet and electronic documentation will be stored on a password protected computer. A copy of the signed consent form will be provided to the subject and will be scanned into the electronic medical record. 

6. Costs to the subject

Describe and justify any costs incurred by the subject as a result of participating in the study.  Detail who will pay for procedures and follow-up associated with the study.  Generally, subjects should not have to pay for research procedures that do not provide a direct benefit.  Subjects may not be charged for investigational drugs without written permission from the FDA.
The study sponsor will provide drug A to all participants at no cost.  The sponsor will also pay for all procedures done only for the study.  The subject or the subject’s insurance will be responsible for all procedures conducted as a part of standard care.

7. Payment for participation

Describe any reimbursements or payments that the subject will receive for their participation in the study.  List the condition(s) that must be satisfied to receive payment.  The amount of payment must be justified and not constitutes undue inducement of subject participation.  The payment system should be prorated to protect the subject’s right to withdraw without penalty.  
Subjects will receive a total of $50 upon completion of the study.  Subjects will receive $10 for completing the initial assessment, $20 for completion of the second assessment, and $20 for completion of the final assessment.  Payments to the subject are intended to reimburse subjects for their time and travel expenses.  

Additionally, the protocol should contain a cover page with the following information:

· Protocol title, number, and date.  

· Title should be descriptive and include the phase, design, single or multi-centered, drug or device name, and the study population (if applicable)

· Amendments should be numbered and dated (if applicable).

· Name and address of the sponsor and medical monitor (if applicable).

· Name and title of the Principal Investigator and Sub-Investigators and the address and telephone number(s) of the research site(s).

Pages should be numbered and the study title, version, and protocol number should be included as a header on each protocol page.  Protocols should be as thorough and detailed as possible. 

For additional assistance contact Hawai‘i Pacific Health Research Institute at research@hawaiipacifichealth.org 
Hawai‘i Pacific Health Research Institute
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