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1.0 BACKGROUND AND RATIONALE
1.1 Study Synopsis

Please include a concise summary of your trial, usually one paragraph in length, that describes an overview of your study design, number of patients, and primary hypothesis being evaluated.
1.2 Background

Please provide background information particularly relevant to your study. 
1.3 Purpose and Rationale

Discuss reasoning behind conducting the study, state the research question(s) and your study design.  
2.0 STUDY OBJECTIVES/AIMS AND ENDPOINTS/OUTCOMES 
Please include a detailed description of Primary and Secondary objectives (if applicable) of the study in the appropriate sections below.
2.1 Primary Objective
What is your primary research question?  This is the question that your primary objective should be designed to address.  You should be able to explain exactly what data will allow you to answer this question, and gear your data collection towards this.  For example, is it to compare the scores on a particular questionnaire among 2 groups, or compare the change in scores at two time points, or see if the proportion of people who answer yes (or agree/strongly agree) to a certain item is different among 2 groups, or more than XX% overall.  If everyone gets a score, you could test to see if the proportion that scores higher than X is higher than YY% or the proportion that increase their score from time 1 to 2.
The primary objective of your study will drive your study design and statistical analysis, and should be stated as precisely as possible.   As you draft the details of your study (see Section 4.2), you should refer frequently to your primary objective, and revise either the objective, or your study design to ensure they match.  
Examples:  
“To measure success of guides in applying motivational interviewing (MI) skills by reporting the proportion who successfully complete the MI training.”
“To evaluate the change from baseline in scale scores of the PPSv2 and the SDS after <insert intervention> in <insert diagnosis> patients.”
2.2 Secondary Objectives 
Any additional study objectives should be included here, each stated separately and as specifically as possible. The statistical analysis should address these as well, although the emphasis of your statistical plan will concern your primary objective.  
3.0 PATIENT ELIGIBILITY

3.1 Inclusion Criteria

Please provide a statement that subject must meet all of the inclusion criteria to participate in this study and then list each criterion.  Be as specific as possible.  Each criterion should include its own number, e.g., 3.1.1, 3.1.2, 3.2.1, 3.2.2, etc.
Examples include the following: Informed consent reviewed and signed, age, presence or absence of a medical condition/disease, required laboratory results, any limits on life expectancy, ability to understand and comply with study procedures for the entire length of the study, language restrictions, time since diagnosis, etc.  
3.2 Exclusion Criteria

Please provide a statement that all subjects meeting any of the exclusion criteria at baseline will be excluded from study participation and then list each criterion. Examples include the following: Medical condition or laboratory finding that precludes participation, treatment with any investigational therapy,  pregnancy or lactation limitations, exclusions relating to known toxicities etc. 
4.0 STUDY PLAN

4.1 Schema

The schema should be a graphical representation of your overall study design, along with corresponding descriptive text.  Below the schema, please include brief description of study design (e.g.  single arm, observational study, randomized trial etc.)  Please also specify approximate time to complete study enrollment and expected duration of subject participation.

Example:

[image: image1.jpg]1 Geriatric Assessment
2Paliative Performance Scale Version 2
35ymptom Distress Scale




This is a single arm, observational study of <insert # > patients with <insert diagnosis>.  The primary purpose of this study is to evaluate the change from baseline in performance status and symptom distress scores after <insert intervention>.   We anticipate that patient active participation will last approximately 6 months. 
4.2 Duration of Study

This may be included in schema section if appropriate.  Include a concise description of entire study duration, including any follow-up required.  
4.3 Study Details
Please describe all study procedures; sequential description of what subjects will be asked to do; assignment of subjects to various arms of the study if applicable; detailed description of any intervention used (e.g. counseling, patient navigation, etc.), how data are to be collected (questionnaire, interview, focus group, chart review, etc.).  Include information on who will collect data, who will conduct procedures or measurements.  Indicate the number and duration of contacts with each subject; outcome measurements; and follow-up procedures.  
Study details should include sub-sections that describe your study using timeframes (e.g. baseline, post intervention, follow-up) if applicable.  Specifics of any intervention and/or instrument used needs to be provided in detail, as these will likely be critical to any statistical analysis.  It is important to know if all questions have responses on a scale of 1-5, or some other scale (ex. yes/no), and if you can calculate an overall score for the questionnaire.  Information on scoring of instruments used must be provided if applicable.  
4.4 Expected Risks

Please describe any risks you expect are possible due to patient enrollment into your study, and what measures you will take to minimize those risks.  Include risk of psychosocial harm (e.g., emotional distress, embarrassment, breach of confidentiality), economic harm (e.g., loss of employment or insurability, loss of professional standing or reputation, loss of standing within the community) and legal jeopardy (e.g., disclosure of illegal activity or negligence), and risk of pain and physical injury (e.g., bruising from blood draws, etc.).  Describe what will be done to minimize these risks.  Describe procedures for follow-up, when necessary, such as when subjects are found to be in need of medical or psychological referral.
4.5 Removal of Patients from Protocol 

If you have identified any factors a priori that would lead the Principle Investigator to remove a patient from the study, please describe those here.  For example, if a patient experiences a certain degree of emotional distress in response to a questionnaire or if patient indicates they no longer wish to participate, etc. 
5.0 TIME AND EVENTS TABLE
Please list all evaluations/interviews/interactions to occur during the protocol, and provide details/timelines for each visit and special instructions, if any, in the appropriate section below.
5.1 Time and Events Table
        
	

	Baseline
	Intervention
	2 weeks post-
	Intervention
	Follow-up


	Screening
	X
	
	
	
	

	Informed Consent
	X
	
	
	
	

	PPSv21
	X
	
	X
	
	X

	SDS2
	X
	
	X
	
	X

	GA3
	X
	
	X
	
	X

	Medical Records Abstraction
	
	Continuously throughout study4


            1 Palliative Performance Scale Version 2
2 Symptom Distress Scale
3 Geriatric Assessment
4Data collected from medical records will include information on surgical complications and chemotherapy toxicities, dose reductions, and any change in choice of chemotherapy drug
5Assessments will be repeated at the first follow-up visit.  

6.0 UNANTICIPATED PROBLEMS
6.1 Definition
As defined by UNC’s IRB, unanticipated problems involving risks to study subjects refers to any incident, experience, or outcome that:

· Is unexpected (in terms of nature, severity, or frequency) given (a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and (b) the characteristics of the subject population being studied;
· Is related or possibly related to a subject’s participation in the research; and 
· Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) related to the research than was previously known or recognized.
6.2 Reporting

Any unanticipated problem that occurs during the conduct of this study and that meets at least the first two criteria listed in 6.1 must be reported to the UNC IRB using the IRB’s web-based reporting system.  
7.0 STATISTICAL CONSIDERATIONS

This section should be written in coordination with the study statistician. It should precisely describe what results will be reported and how those results will be calculated.  At a minimum, ALL protocols need to be reviewed by a member of the Biostatistics Core prior to submission.  The statistician will collaborate with the PI to finalize the protocol before submission and provide a statistical sign-off as the statistician of record 
7.1 Study Design

This should describe your study concisely but thoroughly, similar to the study synopsis.  Please specify the study design and restate the primary and any key secondary objectives. State clearly key design aspects, such as; is the study retrospective or prospective, randomized, etc. 
For example: This is a nonrandomized, single-center, non-interventional, observational study. The project will use two survey instruments administered serially over the course of the study.  The instruments used will include the Palliative Performance Scale version 2 (PPSv2) and the McCorkle Symptom Distress Scale (SDS) to assess physical and emotional function, respectively.  The primary objective of this study is to evaluate the change in scale scores (a continuous variable), following surgery and chemotherapy treatment (if administered) among 30 patients with presumed or advanced ovarian cancer. Secondary objectives include, etc.
7.2 Sample Size and Accrual
Justification for the number of patients to be used in the study must be given. Please state precisely what the statistical power and sample size considerations are for the proposed study, and how they address the primary objective.  The total sample size, the total accrual, the expected accrual rate, and all relevant assumptions should be stated explicitly. How these numbers were calculated, including the software used, should be included.  A reviewer should be able to duplicate the calculations given the information provided.  
If you only have about 10-20 participants (i.e. a pilot study), specific tests to justify your sample size may not be warranted, but we will still have to provide some estimate of precision.  For example, possible confidence intervals for responses to a certain question, or the proportion of participants that complete a certain task.   Once you get to about 20 or more participants, you will need to start generating hypotheses that are be able to be tested and talk with the statistician of record about the appropriate method for testing the hypothesis you decide on to be the primary objective.  
7.3 Data Analyses Plans

Please describe in detail how each objective (particularly the primary objective) will be addressed by a particular data analysis plan. This is where the details of each data analysis plan (for each objective) are given – stating what statistical methods will be used, and under which assumptions. Every objective, every study endpoint should have a plan associated with it.  (Usually written by the statistician after the primary objective and study design have been decided.) 
7.4 Data Management

Please describe what you will use to collect your data (e.g., a case report form (CRF), or electronic (e) CRF?), how you will manage it, and where you will store it, and who will enter it.  
This sentence should be included as is:  As an investigator initiated study, this trial will also be audited by the Lineberger Cancer Center audit committee every six months. 
8.0 STUDY MANAGEMENT

8.1 Institutional Review Board (IRB) Approval and Consent

It is expected that the IRB will have the proper representation and function in accordance with federally mandated regulations.  The IRB should approve the consent form and protocol.

In obtaining and documenting informed consent, the investigator should comply with the applicable regulatory requirement(s), and should adhere to Good Clinical Practice (GCP) and to ethical principles that have their origin in the Declaration of Helsinki.

Before recruitment and enrollment onto this study, the patient will be given a full explanation of the study and will be given the opportunity to review the consent form. Each consent form must include all the relevant elements currently required by the FDA Regulations and local or state regulations. Once this essential information has been provided to the patient and the investigator is assured that the patient understands the implications of participating in the study, the patient will be asked to give consent to participate in the study by signing an IRB‑approved consent form.

Prior to a patient’s participation in the trial, the written informed consent form should be signed and personally dated by the patient and by the person who conducted the informed consent discussion.
8.2 Required Documentation

Before the study can be initiated at any site, the following documentation must be provided to the Clinical Protocol Office (CPO) at the University of North Carolina.

· A copy of the official IRB approval letter for the protocol and informed consent
· CVs and medical licensure for the principal investigator and any associate investigators who will be involved in the study
· A copy of the IRB‑approved consent form
8.3 Registration Procedures

Please describe how you will keep track of patient enrollment.
8.4 Adherence to the Protocol

Except for an emergency situation in which proper care for the protection, safety, and well-being of the study patient requires alternative treatment, the study shall be conducted exactly as described in the approved protocol.  
8.4.1 Emergency Modifications

UNC investigators may implement a deviation from, or a change of, the protocol to eliminate an immediate hazard(s) to trial subjects without prior UNC IRB approval. 
For any such emergency modification implemented, a UNC IRB modification form must be completed by UNC Research Personnel within five (5) business days of making the change.  
8.4.2 Single Patient/Subject Exceptions

Any request to enroll a single subject who does not meet all the eligibility criteria of this study requires the approval of the UNC Principal Investigator and the UNC IRB. 

8.4.3 Other Protocol Deviations/Violations

All other planned deviations from the protocol must have prior approval by the Principal Investigator and the UNC IRB.  According to UNC’s IRB, a protocol deviation is any unplanned variance from an IRB approved protocol that: 

· Is generally noted or recognized after it occurs
· Has no substantive effect on the risks to research participants
· Has no substantive effect on the scientific integrity of the research plan or the value of the data collected 
· Did not result from willful or knowing misconduct on the part of the investigator(s). 
An unplanned protocol variance is considered a violation if the variance:

· Has harmed or increased the risk of harm to one or more research participants.
· Has damaged the scientific integrity of the data collected for the study.

· Results from willful or knowing misconduct on the part of the investigator(s).
· Demonstrates serious or continuing noncompliance with federal regulations, State laws, or University policies.

If a deviation or violation occurs without prior approval from the Principal Investigator, please follow the guidelines below:
Protocol Deviations: UNC personnel will record the deviation in OnCore®, and report to any sponsor or data and safety monitoring committee in accordance with their policies.  Deviations should be summarized and reported to the IRB at the time of continuing review.

Protocol Violations: Violations should be reported by UNC personnel within one (1) week of the investigator becoming aware of the event using the same IRB online mechanism used to report Unanticipated Problems.  
8.5 Amendments to the Protocol

Should amendments to the protocol be required, the amendments will be originated and documented by the Principal Investigator at UNC.  It should also be noted that when an amendment to the protocol substantially alters the study design or the potential risk to the patient, a revised consent form might be required.  

The written amendment, and if required the amended consent form, must be sent to UNC’s IRB for approval prior to implementation.  

8.6 Record Retention

Study documentation includes all Case Report Forms, data correction forms or queries, source documents, Sponsor-Investigator correspondence, monitoring logs/letters, and regulatory documents (e.g., protocol and amendments, IRB correspondence and approval, signed patient consent forms).

Source documents include all recordings of observations or notations of clinical activities and all reports and records necessary for the evaluation and reconstruction of the clinical research study.

Government agency regulations and directives require that all study documentation pertaining to the conduct of a clinical trial must be retained by the study investigator.  In the case of a study with a drug seeking regulatory approval and marketing, these documents shall be retained for at least two years after the last approval of marketing application in an International Conference on Harmonization (ICH) region.  In all other cases, study documents should be kept on file until three years after the completion and final study report of this investigational study.
8.7 Obligations of Investigators

The Principal Investigator is responsible for the conduct of the clinical trial at the site in accordance with Title 21 of the Code of Federal Regulations and/or the Declaration of Helsinki.  The Principal Investigator is responsible for personally overseeing the treatment of all study patients.  The Principal Investigator must assure that all study site personnel, including sub-investigators and other study staff members, adhere to the study protocol and all FDA/GCP/NCI regulations and guidelines regarding clinical trials both during and after study completion.

The Principal Investigator at each institution or site will be responsible for assuring that all the required data will be collected and entered onto the Case Report Forms. Periodically, monitoring visits will be conducted and the Principal Investigator will provide access to his/her original records to permit verification of proper entry of data. At the completion of the study, all case report forms will be reviewed by the Principal Investigator and will require his/her final signature to verify the accuracy of the data.
9.0 REFERENCES

            List all protocol references.
10.0 APPENDICES

Please include all instruments/questionnaires used in your study.

