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CLINICAL SITES PARTICIPATING IN THE STUDY

List the name and address of each participating clinical site investigator, including telephone and fax numbers and e-mail address.

STUDY TEAM ROSTER

List individuals who play key roles in the development and execution of the study, especially those who may need to be contacted by the sites during the course of the study.  Include address, telephone, fax and e-mail of each individual listed.

PRECIS

The following sections should provide a bare-bones outline of approximately 1-2 pages.  

Study Title
Specify the full title (and subtitle, if applicable) of the study

Objectives

Specify the primary and secondary objectives

Design Outcomes

Provide a very brief description of the study design including the outcome variables for the primary and, if applicable, secondary objectives.

Use brief overview diagram here, if applicable.  Complex diagrams may be included in Section 3, Study Design, instead.

Interventions and Duration

Briefly describe the interventions to be compared.  Indicate the total length of time each subject will be on study (Intervention period + additional follow-up off intervention, as applicable.)

A brief statement about the schedule and type of evaluations to be performed during the study may also be included.

Sample size and Population

Briefly describe the number and type (patient population) of subjects to be studied.

If the randomization will be stratified, list the stratification factors.  If there will be separate objectives and outcome variables for the strata, list these in the appropriate sections (above).

1. STUDY OBJECTIVES
1.1 Primary Objectives

The primary objective should always be to address a specific hypothesis.  State the hypothesis in quantifiable terms; e.g. “the experimental treatment will result in 12 months of additional survival compared to the control treatment.” For statistical purposes, it may be worthwhile to state both the null and the alternative hypotheses.  This primary objective must match the one used in section 9, Statistical Design.

1.2 Secondary Objectives

Secondary objectives may or may not be hypothesis-driven, may include secondary out-comes, and may include more general non-experimental objectives (e.g. to develop a registry, to collect natural history data).

2. BACKGROUND

2.1 Rationale
Describe the patient population to be studied and justify any restrictions on the population.  Name and describe the intervention regimens, and justify why these particular interventions have been chosen.  Indicate the need for contact with subjects, subject’s providers or subjects’ representatives.  If requesting consent waiver, explain rationale for waiver of consent.  Spell out the need, relevance and priority for the study.

2.2 Supporting Data
Provide the scientific and medical data (e.g. examples from literature) that justifies the study, its design, and the intervention groups.

Summarize the known and potential risks of the interventions. Consider potential invasion of privacy and/or breach of confidentiality issues.

3. STUDY DESIGN

 Briefly describe the study design and indicate, in general terms, how the design    will fulfill the intent of the study.  Use diagrams to explain design complexities.

4. TARGET STUDY POPLUATION SPECIFICS

4.1 Inclusion Criteria

4.1.1 the disease or disorder under study, and how it is to be documented, i.e. diagnostic methods, criteria for classification, etc.

4.1.2 Demographic characteristics (e.g., gender, age) as applicable

4.2 Exclusion Criteria

4.2.1 List specific clinical contraindications.  Specify grades of signs/symptoms.

4.2.2 Inability of unwillingness of subject or legal guardian/representative to give written informed consent.  (If applicable)

4.3 Data Collection Procedures

4.3.1 Describe the method for identifying and recruiting candidates for the trial

4.3.2 Describe consent (and assent) procedures.  (If applicable)

4.3.3 Describe the procedure for obtaining data.

5. STATISTICAL CONSIDERATIONS
5.1 General Design Issues

Describe general design issues including:

· Primary and secondary hypotheses and how they relate to choice of primary and secondary outcome measures

· The validity and reliability of the primary and secondary outcome measures;

· Whether the documentation of an outcome will be reviewed and adjudicated by a committee, how quickly the committee will perform the adjudication, and whether the committee will be masked to the subject’s intervention group assignment;

· Choice of study design (e.g., retrospective chart review vs. prospective component);

· Details of why certain design features were chosen (e.g., how the length of the evaluation period was chosen);

· If each subject is to be followed for a fixed followup period (e.g., to 24 months) rather than to a common closeout date (e.g., 24 months following enrollment of the last subject), clarify why the particular fixed time period was chosen.  

5.2 Outcomes

5.2.1 Primary outcome (including definition)

5.2.2 Secondary outcomes

5.3 Sample size and accrual

Describe the statistical and clinical bases for the sample size calculation.  State the assumptions made regarding accrual rate, event rate, noncompliance rate, loss to follow-up rate, and Type I and II errors.  Describe the plan for compensating for failures in these assumptions.  Also describe what the power will be for assessing secondary outcomes.

5.4 Data Monitoring

Per the Standard Operating Procedures of the Clinical Research Program, long-term studies will require data monitoring and periodic review.  Describe the interim monitoring plan, including the schedule of interim analyses and guidelines for stopping the study for reasons of efficacy, safety, futility, or poor study performance (e.g., slow accrual, high losses to followup, poor quality control).  Note that interim monitoring (for safety and study performance, at least) must be done at least annually following the randomization of the first subject.  If the study includes stratification factors, indicate whether there are separate monitoring considerations for each stratum.
5.5 Data Analyses

List the statistical methods to be used to analyze the primary and secondary outcomes.  Specify any confounding variables for which it is anticipated adjustment will be made.  Specify whether an Intention to Treat analysis will be performed, and explain how missing data, outliers, noncompliance and losses to followup will be handled in the analyses.

6. DATA COLLECTION

6.1 Records to be kept

Indicate what information will be retained for each subject and by whom.  Describe methods for maintaining confidentiality of subject records.

6.2 Secure Storage of Data

6.2.1 Briefly describe clinical site responsibilities in data collection and management

6.2.2 Briefly describe statistical Center responsibilities in data management

6.3 Quality Assurance

Briefly describe methods (e.g., site monitoring) for assuring protocol compliance, ethical standards, regulatory compliance and data quality at the clinical sites, including review of records, consent forms, etc.  Note that clinical sites are required to make study documents and pertinent records available for inspection by monitoring authorities.

7. HUMAN SUBJECTS

(Note:  the texts in this section are examples only)

7.1 Institutional Review Board (IRB) Review and Informed Consent

This protocol and the informed consent document (appendix XX) and any subsequent modifications will be reviewed and approved by the IRB at Benaroya Research Institute at Virginia Mason.  Where applicable, a signed consent form will be obtained from each subject.  For subjects who cannot consent for themselves, such as those below the legal age, a parent, legal guardian, or person with power of attorney, must sign the consent form; additionally, the subject’s assent must also be obtained if he or she is able to understand the nature, significance, and risks associated with the study.  The consent form will describe the purpose of the study, the procedures to be followed, and the risks and benefits of participation. A copy of the consent form will be given to the subject, parent, or legal guardian, and this fact will be documented in the subject’s record.
7.2 Subject Confidentiality

All records will be kept in a locked file cabinet.  All computer entry and networking programs will be done using SID’s only.  Clinical information will not be released without written permission of the subject, except as necessary for monitoring by IRB, the FDA, the OHRP, the Sponsor, or the Sponsor’s designee.

7.3 Study Modification/Discontinuation

The study may be modified or discontinued at any time by the IRB, the Sponsor, the OHRP, the FDA or other Government agencies as part of their duties to ensure that research subjects are protected.

8. PUBLICATION OF RESEARCH FINDINGS

Sample text:

Publication of the results of this trial will be governed by the policies and procedures developed by the Clinical Research Program.  Any presentation, abstract, or manuscript will be made available for review by the Sponsor and the Benaroya Research Institute prior to submission.

9. REFERENCES

Provide the citations for all publications and presentations referenced in the text of the protocol.
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