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1.  Study Summary 
This section provides a brief overview of the study for quick reference and will include the following 
sections: 

1.1 Question 
1.2 Primary endpoints 
1.3 Secondary endpoints 
1.4 Patient eligibility 

1.1.1Inclusion criteria 
1.1.2Exclusion criteria 

1.5 Anticipated recruitment and study duration 
 

2. Background and Significance 
Previous clinical work with the investigational product should be reviewed here and a description of 
how the current protocol extends existing data should be provided. If the study is a drug or device 
study, relevant information regarding pharmacological, toxicological and other biological properties 
of the drug/biologic/medical device, and previous efficacy and safety experience should be 
described. 
 
3. Study Question/ Specific Aims 
This brief overview of the study design indicates how the study objectives will be 
achieved. This section includes a description of the type of study (i.e., double-blind, multicenter, 
placebo controlled, etc.), a detail of the specific treatment groups and number of study subjects in 
each group and investigative site, subject number assignment, and the type, sequence and 
duration of study periods. A brief description of the methods and procedures to be used during the 
study are mentioned.   
 
4. Study Design Discussion of Study Design: This discussion details the rationale for the design 
chosen for this study. Critical decision points should be discussed as well as any atypical features 
of the study design. The study design is discussed including the primary and secondary variables, 
the dosage schedule/clinical use of the drug/biologic/medical device and the type and number of 
subjects to be chosen. 
 
5. Study Outcomes 



This section should include a description of primary and secondary endpoints, how they will be 
measured and a schedule of assessments over time. This section should also address any 
additional outcome measures to be addressed in the analysis. 
 
6. Study Population/ Subject Eligibility 
This section states the number of subjects required to be enrolled in the study at the investigative 
site and by all sites. There should be a brief definition of the nature of the subject population that is 
required. Accrual projections and duration of the study should be described.   
 
Inclusion Criteria: This section describes the criteria each subject must satisfy to enter the study, 
including but not limited to: age, sex, race, diagnosis, method of diagnosis, diagnostic test result 
requirements, concomitant medication requirements, severity of symptoms and signs of the 
disease, the ability to perform study requirements and to give informed consent. The criteria should 
be detailed sufficiently to provide the investigative site the information needed to recruit appropriate 
subjects. Care should be taken to develop these criteria so that they include the desired target 
population and not be overly inclusive or exclusive. 
 
Exclusion Criteria: The criteria that eliminate a subject from the study population should be listed. 
These may include but are not limited to: previous medical history, pregnancy, childbearing 
potential, current or past therapy, severity of disease, current medical conditions, a minimum of 
time since the last clinical study, and drug or alcohol abuse.  Upper limits of laboratory tests that 
will disqualify potential subjects should be provided. 

 
7. Study Methods 
This section details the plan of action, procedures, and methods to be used during the study. The 
activities for each phase of the study are described in detail.  Screening, Enrollment and 
Randomization: Describe how patients will be identified approached, screened randomized and 
enrolled. This section will also include instructions on how to evaluate eligibility and consent eligible 
subjects. 
 
Diagnostic and Laboratory Tests: Detailed methodology is described for laboratory or diagnostic 
tests. Please specify which laboratory or diagnostic tests will be done locally and which will be 
done centrally. For centralized lab tests, please describe plans for obtaining, storing, and tracking 
specimens and location of testing. For difficult testing methodologies, a separate section may be 
included to describe in detail the methods of the testing. Any unusual tests or tests required 
specifically for the study should be described. A description of pharmacokinetic or 
pharmacodynamic assessments tests, if applicable, should be provided.  Protocol Violations and 
Subject withdrawal: This section describes the circumstances for subject withdrawal, dropouts, or 
other reasons for discontinuation of subjects (e.g.  protocol violations, adverse events, etc.). It also 
details how to handle these situations within the study context and whether these subjects are to 
be replaced. This section also describes how protocol violations will be treated, including 
conditions where the study will be terminated for non-compliance with the protocol.   
Protocol Waivers: The method of handling of protocol waivers, if any, should be described in this 
section. The person who approves all such waivers should be identified and the criteria used for 
specific waivers should be provided. 
 



All interventions for the study such as treatments, schedules, and specific guidelines for study 
subjects should be described.  Dosing schedule (or investigational device use): The details 
concerning dose, frequency, and duration of the experimental treatment should be provided here. If 
placebos are part of the treatment plan, the details of their administration are also described in this 
section.  If applicable, the drug, doses, frequency, and duration of concomitant treatment required 
in addition to the experimental medication are listed here.  Study drug/device supplies and 
administration: The Sponsor or Study Principal Investigator should determine who is going to 
provide the study medication (e.g., pharmaceutical company, local laboratory) and note this here. 
The Sponsor must be able to assert that the experimental medication has been manufactured 
following all regulations (i.e., by Good Manufacturing Practice or GMP). This is especially important 
if the investigational product is manufactured in a local laboratory without the participation of a 
biotech or pharmaceutical company. Details of the product stability, storage requirements and 
dispensing requirements should be provided.  Dose modification for study drug toxicity: Rules for 
changing the dose or stopping the study drug should be provided. If the involvement of an 
Investigator and/or an Independent Data Monitoring Committee and/or the Sponsor is/are required 
prior to stopping the drug or changing the doses, this should be noted in this section.   
 
Possible drug interactions: The foreseeable interactions of the study drug with other medications or 
herbal preparations should be noted.   
 
Concomitant therapy: The drugs that are permitted during the study and the conditions under which 
they may be used are detailed here. Describe the drugs that a subject is not allowed to use during 
parts of or the entire study.   
 
Discontinuation from study treatment: The specific reasons from early discontinuation and the 
definition of treatment failure should be defined. Discontinuation due to other causes (e.g., adverse 
events, withdrawal of consent, etc.) should also be described.   
 
Blinding/Unblinding procedures: If the study employs a blind on the Investigator and/or the subject, 
describe how this will be accomplished. If the study is blinded, the circumstances and the 
mechanism for unblinding to occur should be given. 
 
8. Data Management- DCC (when available) can complete this section 
This section will include details on the collection and submission of data to the PRIS. It will outline 
the methods for generating and resolving data queries.   
 
Data elements: A comprehensive, inclusive list of data elements that will be collected in the 
database should be included here. 
 
Data Security/HIPAA: This section discusses how confidentiality of data will be 
maintained. A statement that the investigator must ensure the anonymity of the subjects should be 
included.  
 
Data quality: A statement about data quality and what methods will be used to assure data 
accuracy should be included. Describe double data entry, validation plans and internal audits as 
applicable to the study. 
 



9.  Data Analysis  
The details of the statistical approach to be followed in the study are described: 
 
Sample size: Describe how the sample size was determined, including the assumptions made in 
making this determination.   
 
Efficacy endpoints: Before the study begins, the endpoints need to be clearly and completely 
defined. These can be grouped as primary and secondary endpoints.  Safety endpoints should also 
be defined before the study begins.   
 
Statistical analysis: Complete details of how the results will be analyzed and reported are 
described in this section; specifically, statistical tests to be used to analyze the primary and 
secondary endpoints that were defined above, a definition of the level of significance, statistical 
tests to be used, and the methods used for missing data. The method of evaluation of the data for 
treatment failures, non-compliance, and subject withdrawals is presented. If an interim analysis will 
be performed, the rationale and conditions are described. Any statistical concerns to correct for 
interim analyses should be presented.  Pharmacokinetic (PK) analysis: If applicable, the statistical 
considerations for analyzing PK data are described here. 
 
Regular reports: Complete details of Network reports on the project, and their frequency, should be 
described in this section 
 
10. Human Subjects – standard language is available for this section 
Risk/benefit assessment: Provide a detailed discussion of all known risks of the 
treatment(s) and testing procedure(s). Specific risks associated with the investigational product and 
any control(s) should be included. The overall risk to a subject in the study should be estimated in 
this section. Details of how known risks will be mitigated or minimized or discussed.   
 
IRB review: A statement that the protocol, informed consent form, and which other study-related 
materials will require IRB review and approval should be inserted here.  
 
Informed consent process: This section should describe the consent/assent process. It should 
include a statement that the elements of informed consent comply with FDA regulations, the ICH 
Guidelines for Good Clinical Practice (GCP) and/or other guidelines. 
 
11.  Potential Adverse Reactions 
A thorough description of possible adverse reactions caused by the study or the study article must 
be described in this section. 
 
12.  Adverse Events - standard language is available for this section 
Describe procedures for reviewing and reporting adverse events (expected and 
unexpected) that occur during the study. Include a description of expected adverse events from 
previous experience with the investigational product. Include a description of the procedures used 
to evaluate an adverse event and the time constraints for reporting the different types of adverse 
events. 
 



Reporting serious adverse events: The details of serious adverse event reporting should be 
described including contact information for telephone and/or fax reporting. 
 
13. Study Monitoring & Quality Assurance - standard language is available for this section 
All clinical trials require monitoring commensurate with the degree of risk involved in participation 
as well as the size and complexity of the study. The plan provided in the protocol should be quite 
general, since funding resources may not be known. A general description will also help avoid 
amendments to the protocol if the monitoring plan requires changes. Detailed plans will be 
provided in the separate data management and site monitoring plans. The protocol should outline 
enough of a plan to display commitment in the areas of human subject protection and data quality 
without providing details that would not allow for flexibility. Describe the type of site monitoring and 
describe quality assurance plans in general. Include a general description of the type of study 
monitoring visits (initiation, interim, close-out).  Describe record retention requirements including 
details of how long the study data and files need to be stored and how and when Investigators will 
be informed when the files can be destroyed. The right of the FDA, IRB, and representatives of the 
Sponsor to verify and inspect/audit the study data is presented here. 

 
14. References  
A complete bibliography for all cited references is required in this section. 

 
15. Appendices 
This section includes copies of the informed consent form; data collection forms; a summary of 
relevant pre-clinical safety information and any other documents referenced in the clinical protocol. 

 


