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Abbreviations and Definitions of Terms

	
	
	Insert and delete terms as relevant

	(C
	
	Degrees centigrade

	AE
	
	Adverse event


A Introduction

A1 Study Abstract
Give a description of the study, its relevance, a brief description of methods, and rationale.  OK to use references.
A2 Primary Hypothesis

A hypothesis is stated as a null hypothesis, which states that there is no real difference between the observed data and the predicted data.  Because every data set will show some difference from what was predicted, appropriate statistical analysis is used to determine whether or not the difference is due to chance.  If it is due to chance, then the null hypothesis should be rejected and a new hypothesis must be developed to explain the data. An alternative hypothesis is stated to convey the expectation that there will be a real difference between the observed data and the predicted data under the assumptions.

 (Russell, Peter, Fundamentals of Genetics, 2nd Ed., Benjamin/Cummings, San Francisco, 2000, p. 41-42)

A3 Purpose of the Study Protocol
The protocol is intended to be used by all study staff as the approved procedures for conduct of the study.  
B Background

Provide background material which supports the purpose of the research, and which is detailed enough to allow someone who is not an expert in the field to understand the context of the question and the study design.

References may be cited in the Background section.

B1 Prior Literature and Previous Studies

Describe other similar studies and results of previous studies which support this intervention.  List relevant journal articles.  

B2 Rationale for this Study

Provide a rationale for the intervention itself over alternatives. Describe how this study is different or what benefits may be expected over alternatives and how this research is different from research that has already been done.  

B3 Alternative Treatments or Therapies
Provide a list of all available alternative therapies or treatments.  Indicate how and which alternatives will be evaluated as part of this study and the rationale for selection of those alternatives, as well as the rationale for not evaluating the other alternatives.  Please also list ongoing clinical trials being conducted by others and provide a discussion about why the proposed study is preferable or has a lower risk profile than ongoing studies (see clinicaltrials.gov).  Alternative therapies and treatments must be thoroughly discussed in the informed consent form.
C Study Objectives

This section is used to describe the purpose of the study:  State the specific scientific objectives/aims of the research. Describe short and long-term objectives of the research and make sure the hypotheses are consonant with the aims.  
C1 Primary Aim

C2 Secondary Aim

C3 Rationale for the Selection of Outcome Measures

D Investigational Agent 

D1 Preclinical Data
If there is pre-clinical data (i.e. animal or analytical studies) available summarize relevant pre-clinical data here.  Otherwise, write Not Applicable.  State the name of the laboratory conducting the preclinical studies and whether studies were performed by a GLP (Good Laboratory Practices) laboratory (required for FDA regulated studies).
D2 Clinical Data to Date 

D3 Dose Form, Route of Administration, Dosing Schema, Rationale, and Risks/Benefits of Proposed Dose
Describe the form (e.g. capsule, liquid), the route of administration (e.g. oral, IV), and the method for determining doses to be administered. Be sure to describe the administration of study drug clearly.  Also, describe how this dose compares to what a normal dose would be (if there is previous experience with the agent) and/or how the maximum and minimum doses were selected, and what the planned maximum dose is, if applicable.  Describe the duration of individual patient exposure to the agent (required).
E Intervention
If this study does not involve an investigational agent, then delete the above section D and fill out this section instead.

E1 Therapy Description

Describe the therapy itself.  For example, if the study involves massage, describe the type of massage and how it is different from other types of massage. If the intervention is non-therapeutic, say so.
E2 Intervention Description

Describe the intervention in detail including who conducts which activities, when, and where.  Be clear about if this will be new therapy for subjects or if subjects already experiencing the therapy will be recruited. 
E3 Medical Procedures

Describe any additional procedures such as blood draws or collection of samples (e.g. saliva, colon tissue, pap smears, etc).  Describe who collects the samples, if it is done by a certified lab, where they are collected, and how they are stored and labeled.  Complete Supplement A, if applicable.
If the study involves radiation (e.g. mammograms, bone density measurements, cancer treatments) be sure to provide assurance that the appropriate institution’s Radiation Safety Committee approval has been obtained.
F Study Design 

F1 Overview or Design Summary
Flow Charts are highly recommended and for FDA-regulated studies, are required.  
Summarize the research design and sequentially identify all procedures to be used to accomplish the specific aims of the project.

Clearly identify and distinguish procedures that are considered experimental, procedures that are performed exclusively for research purposes (including “extra” routine tests), and procedures that would occur regardless of the research (i.e., standard of care). Point out any procedures, situations, or materials that may be hazardous, and the precautions to be exercised to maintain subject safety.

F2 Subject Selection and Withdrawal 

2.a Subject Population

· Number of subjects: State the total number of subjects expected to participate in relation to the number anticipated for screening (e.g. 100 subjects will be screened/evaluated to randomize a total of 50 subjects).

For multi-center protocols, this should include both the overall total and the number of subjects to be enrolled at each site.

2.b Eligibility Criteria

Describe the eligible population and who will determine eligibility.  Describe eligibility screening procedures in more detail in Section G1.

2.c Inclusion Criteria 

List the inclusion criteria. These should be based on the scientific rationale and safety considerations, and should define who will be eligible as a subject.  Separate for different groups/arms if necessary.
2.d Exclusion Criteria 

List the exclusion criteria. These should be scientifically valid and help further define the subject population. Subjects at particular risk from the study interventions or procedures should be excluded. Be sure to account for warnings, precautions, and contraindications listed in current product labeling or known affects of the treatment.  Separate for different groups/arms if necessary.

2.e Randomization Method and Blinding

Describe the method of randomization, how and which treatment groups will be blinded, and rules for breaking the blind.

2.f Ethical Considerations 

Describe any possible deception.  Provide rational for incentive payments.
Describe any ethical considerations relating to subject selection, such as blinding, randomization, and basis for exclusion criteria. Provide a rationale for any sensitive data collected, describe how it will be collected and protected.  Reference specific sections that describe procedures for sensitive data collection.  Identify which sensitive aspects serve as eligibility, inclusion, or exclusion criteria. 
Mark whether data will be collected on any of the following topics: 

[  ]
Sensitive aspects of subject’s own behavior, such as illegal conduct, drug use, sexual behavior or use of alcohol

[  ]
Any information that could be damaging to subject’s financial standing or employability

[  ]
Any information that could put subject at risk of criminal or civil liability

[  ]
Child abuse, elder abuse, or spouse abuse

[  ]
HIV status

Describe the possibility that you will discover a previously unknown condition (disease, suicidal intentions, genetic predisposition, etc.) in a subject as a result of study procedures and explain how the situation will be handled.  Describe under what circumstances relevant information will be disseminated to subjects.  Reference which section describes your suicide risk protocol, if applicable.  If family medical history will be collected, provide a rationale and reference all sections that describe procedures or specific data collection on family medical history (complete and attach supplement B)
Describe what information may be added to the subjects’ medical record and provide a rationale for this.  Make sure it is addressed in the consent form.

2.g Plan for Non-Responders

Describe plan for non-responders:  Define who is a non-responder, what will be the alternative therapy they will be transitioned to and the rationale for that therapy, when will they be transitioned to the alternative, and how non-responders will be followed and for what variables. Discuss risks of transition and measures taken to minimize risks.
2.h Early Withdrawal of Subjects 
Describe plan for tracking withdrawals, reasons for withdrawals, and subsequent reporting of withdrawals.
2.i When and How to Withdraw Subjects 

Define a subject withdrawal. Withdrawals are voluntary (describe termination of participation separately).  Discuss when subjects should be withdrawn, who and how will the subject safety be assessed in response to the withdrawal.
Transition from Research Participation. If applicable, describe how subjects terminating their participation in the research will be returned to their usual care (e.g. taper study medication and resume usual medication, return to primary care provider). See also non-responders.
2.j Data Collection and Follow-up for Withdrawn Subjects 
Describe planned follow-up for withdrawn subjects, what data will be collected on withdrawn subjects, and rationale for collection of data on withdrawn subjects.  Be sure consent form addresses this situation.
F3 Risks and Benefits

Completely describe the risks and benefits of the research itself, the procedures, and the intervention or investigational agent.

· Potential Risk. Describe the potential risks associated with the study. Risks can include physical, psychological, sociological, economic, legal, discomfort at answering personal questions or distress due to focus of research, risks to insurability or employability, breach of confidentiality.  Physical adverse effects can be due to the following:  Blood draw, clinical intervention, such as exercise program, in-person counseling, medical procedure, such as X-ray, strength measure, screening tests, or medication(s) given as part of research

Risks can include any specific toxicities noted in the investigator’s brochure. If possible, estimate the probability that a given harm may occur and state its potential reversibility.

· Potential Benefits to the Subjects. Describe potential medical benefit(s), if any, for subjects participating in the research.  Annotate which subjects will benefit, if there are more than one treatment group. If there are no anticipated benefits, this should be stated. Benefits may be direct or indirect and include a feeling of helping contribute to society, contributing to increased scientific knowledge, increased information about one’s own health or knowledge of resources, improvement in psychological well-being due to interacting with research staff or content of interviews/questionnaires.  In addition, improvement in physical health may be due to:  Clinical interventions, counseling, exercise, medical procedures or treatments (not including medications), or administration of medications.  

3.a Methods of Reducing Risks to Subjects and Others

Please explain what steps you will take to minimize risks of harm and protect subjects’ rights and welfare. Describe how the study design will prevent or minimize any potential risks or discomfort. Potential risks and discomforts must be minimized to the greatest extent possible such as by subject monitoring, appropriate subject withdrawal criteria and follow-up.
If the study procedures or intervention may pose possible harms to study team, family members or others, please also discuss methods of reducing risks here. 

3.b Methods of Protecting Subject Privacy, Data and Rights.
Describe methods of protecting subjects privacy, data, and rights. Describe method of de-identifying data including a description of the linking file and who has access to it.   Describe how and where data or specimens will be stored, including who has access and the system details for electronically stored data.
F4 Intervention or Investigational Agent 

Only fill out those sections which pertain to the type of study being done.  For example if the intervention involves massage, do not fill out the sections on packaging, preparation and administration of study drug, or storage and disposal and delete investigational agent in the section heading. However, if the intervention involves a dietary supplement, for example, the storage and administration information may be still be relevant.

When describing the intervention in the sections below, please be sure to include such information as who (e.g. study RN, PI, radiologist, etc.) will be performing the described activities and where they will be performed.

4.a Description 
Provide a description of the investigational agent and answer the questions below. 
If the study involves a new use/indication/dose of a previously approved drug, provide information on the approved indication and how this use differs.

1.  [  ]
Clinical intervention (CHECK ALL THAT APPLY)

 [  ]   Administration of medications

[  ]   Investigational drug (provide drug name and IND number)


[  ]   FDA approved drug will be used for a non-approved purpose or delivery/dosage (provide IND number for this study and describe approved use).
[  ]   Investigational device (provide device name & IDE number)


Risk level of IDE:
[  ]   Significant Risk
[  ]   Non-significant Risk

2.
[  ]  Study procedures involving radiation (e.g., mammograms, bone density measurements, etc.)

IF YES, make sure to provide assurance that the institution’s Radiation Safety Committee’s approval will be obtained.

3.
[  ]  Other clinical procedures (please describe briefly)

4.b Treatment Regimen 
Example: Subjects are instructed to take one 50mg pill twice daily for X days.  Or,

Subjects will receive massage on week 2, week 3, and week 4 post enrollment – not to exceed two days variance in scheduled date in the weeks of the massage.
4.c Method for Assigning Subjects to Treatment Groups 
Describe method of randomization.  Describe methods used to minimize bias on the part of subjects, investigators, and analysts.
4.d Preparation and Administration of Study Drug/Study Agent 
Also, describe method for determining doses to be administered.
4.e Subject Compliance Monitoring 
Describe how you will assess subject compliance with the study procedures (i.e. are the subjects taking meds as prescribed or are subjects actually doing exercises or BP monitoring according to protocol).
4.f Prior and Concomitant Therapy 
Include a discussion of how prior or concomitant therapies may affect outcomes or interfere with the study.  Include a discussion of known and possible risks associated with concomitant use.
4.g Packaging 
FDA has specific packaging requirements.  The sponsor or manufacturer should be able to provide this information.

If the study is not FDA regulated, for example sending FOBT kits, describe the packaging, when it gets sent, by whom, and what instructions are included.
4.h Blinding of Study Agent or Intervention 
Describe plan for blinding.  Breaking blind procedures are in a different section.
4.i Receiving, Storage, Dispensing and Return 
The manufacturer or sponsor should be able to provide this information and it should be consistent with the product labeling.

Using the a kit example, how the kits will be sent to subjects, storage requirements (e.g. sample must be fresh within X hours and brought to the lab at XYZ on the same day, and how fast the lab must analyze the samples to ensure valid results.  Another example would be, Tylenol will be sent to XYZ subjects in an envelope with instructions for use, storage, and disposal or return instructions for unused Tylenol. Study supplies of Tylenol will be obtained and dispensed from the SCH Pharmacy.
G Study Procedures (attach Table (Schedule) of Evaluations)
G1 Screening for Eligibility
Describe the eligibility screening procedures, including who will be responsible for screening and eligibility decisions.
G2 Schedule of Measurements

Describe variables obtained to monitor vital signs and blood chemistries, and/or describe variables obtained at each visit. Detailed specific procedures may be appended to the protocol.  Those procedures must include defined ranges for normal and upper and lower limits of normal.

Define days from enrollment (e.g. day zero is day of enrollment).
G3 Visit 1 

G4 Visit 2 etc. 

G5 Data Collection Procedures

Completely describe the data collection activities and make sure the description allows for identification of where the data collection occurs, which site, and what of the data is identifiable or sensitive. 

Describe any data collected from individuals, such as surveys, questionnaires, interviews, and if it will be collected by mail, phone, in-person, email, internet or any combination. Describe the time required to complete surveys, questionnaires, or interviews and how they will be administered (e.g. mail, in-person). If videotapes, audiotapes, or photographs will be taken, explain what type of recordings you will make, how long you will keep them and if anyone other than the members of the research team will be able to see or hear them.

Describe any data collection from individual patient medical records (paper, electronic or both).

Describe the review or study of existing specimens, such as stored blood, pathology slides, etc. (If this study involves the review or study of existing biological specimens, or collection of new specimens/data complete Supplement A and attach as an addendum to the Protocol).

Describe any data collection from a previous study (Please specify study title and principal investigator’s name and be sure to request a waiver or describe consent procedures if data will be linked to existing data for a different study).
Describe how much time will be required for subjects to participate in the study.  (If there are multiple data points, please provide the time per data point, plus the cumulative time required.) Include this information in the consent form as well.
G6 Study Outcome Measurements and Ascertainment

Describe the observations and measurements to be made to fulfill the objectives of the study.  Describe how the specific measurements and observations will be used to support objectives.
G7 Safety and Adverse Events 

7.a Safety and Compliance Monitoring

Describe methods used to ensure subject safety and compliance monitoring.  Include specific management plans for expected or unexpected adverse events as applicable.
7.b Medical Monitoring 

i Data and Safety Monitoring Plan

This following may either be included in this section or attached as a separate appendix.  Please include if the study will be have oversight by an independent medical monitor.  For research involving intervention that entails potential serious risk to subjects, compares blinded treatments over a long time period, or which may call for “stopping rules” for certain endpoints, a data monitoring committee/data safety monitoring board may be required to protect the safety or welfare of subjects. A detailed description of its operation (e.g., membership, function, frequency of review, stopping rules) should be included. Be sure to describe the statistical or analytical methods to be used by the DMC/DSMB to monitor trends, recruitment analysis, and severity assessments.  Also include a description of the independent data analysis, if there will be one in addition to the DMC/DSMB.

7.c Definitions of Adverse Events

Provide the definition of adverse events 

7.d Classification of Events

Be sure to describe how events will be coded, which codes will result in reports and to whom, and what standards were used to develop the coding of events.
Relationship, severity, and expectedness (and level and frequency of) should be based upon previous experience with the intervention or agent and based upon reasonable medical judgment.
i Relationship

Note:  There is no such classification as probably not related, so do not include that in the description.
ii Severity

Be sure to describe any standards used to determine severity.  Include adverse event grading scales
iii Expectedness
Be sure these are also described in the consent form and/or IB.
7.e Data Collection Procedures for Adverse Events
How often, who, and what records are reviewed to collect adverse events?  

Note:  Make sure individuals are properly qualified to collect adverse event information and assess whether further review is required.  The investigator is responsible for ensuring that responsibilities are delegated to properly qualified individuals and that the individuals know what their responsibilities are, that the responsibilities are documented, and the individual has received adequate training on study procedures (document training).
7.f Reporting Procedures
How often, by whom, and to who are adverse events reported?
7.g Adverse Event Reporting Period
Describe the time frame for adverse event data collection.  For example, adverse events will be analyzed and collected until all subjects have completed intervention and follow-up (except if long-term follow-up is planned).
7.h Post-study Adverse Event
Describe instances in which a post-study adverse event will be reported and addressed.  For example, if new relevant information becomes available after the study – will there be a plan to contact subjects regarding the new information.  If the investigator or study staff become ware of a subject with a delayed-onset adverse event (such as a genetic anomaly), what will be the procedures for handling and reporting of that event.
H Statistical Plan 

In this section you will describe the data collection protocol for a typical subject.  Describe the data sources and key information/variables obtained from each source. 
H1  Sample Size Determination and Power
Provide a justification for the sample size and power calculations.

H2  Interim Monitoring and Early Stopping

Describe interim monitoring procedures and early stopping rules.
H3  Analysis Plan

Provide an analysis plan for each specific aim. 

H4 Statistical Methods 

Describe the statistical or analytical methods to be used.
H5 Confounding Factors

Describe known or suspected confounding factors/variables.  Discuss how they may or may not affect data/outcomes and provide a rationale for why certain confounding factors cannot be screened out.  Discuss any calculations that will be considered or performed to evaluate confounding variables. Describe methods for attempting to limit confounding variables.
H6 Missing Outcome Data
Describe how missing outcome data will be handled.
H7  Un-blinding Procedures 
Describe under what circumstances will un-blinding occur and the procedures to do so.  Include a discussion of who will be consulted prior to un-blinding (e.g. DSMB).
I Data Handling and Record Keeping 

I1 Confidentiality and Security
Data Storage and Confidentiality. Describe where the research data will be stored during and after the study and how it will be secured. The investigator must take necessary steps to maintain confidentiality of data. This includes coding data and choosing an appropriate and secure data storage mechanism preventing unauthorized access to data. State who will have access to the data and how the data will be used. If data with subject identifiers will be released, specify the person(s) or agency to whom the information will be released and the purpose of the release (e.g., routine verification of case report forms).

H2 Data Sharing

Discuss if data (and/or samples if applicable) will be shared with other investigators outside of the research team.  Provide details as to when the data will be shared (eg during trial, banked for future indefinite use), who will have access to the data, how access will be controlled and whether data will be coded or de-identified
J Site Monitoring, Auditing, and Inspecting 

If a Contract Research Organization (CRO) or Sponsor will play a monitoring role, please completely describe responsibilities of CRO, Sponsor, and investigator here.  
J1 Internal Site Monitoring Plan 

Please describe your internal quality assurance plan. who will review study data for accuracy and with what frequency
J2 Auditing and Inspecting 

Describe who will conduct site audits and with what frequency. 
K Study Administration

K1 Organization and Participating Centers

Identify the Coordinating Site and the Lead PI.

Define this institution’s role and the PI for this site (e.g. performance site).

List other institutions/participating sites. 
List designated IRBs responsible for review of study (if applicable).  
K2  Study Timetable
Attach a timetable and describe how meeting the study goals will be managed and assessed.   Include any description of when additional funding may be required.
L Publication Plan 

L1  Describe any plans for publications.  Describe how authorship will be determined. Review the study contract or grant application for details regarding publication rights.
L2  Describe the plan to disseminate study results to subjects at the end of the trial. 
M  Attachments 
M1  Tables 
M2  Informed consent documents

M3  Patient education brochures

M4 Supplement A:  Biological Specimens

M5 Special procedures protocols 
M6 Contact Documents, Letters to Subjects or Physicians

M7 Questionnaires, interview scripts, or surveys 
M8 Case Report Forms (if applicable)

M9 Other data collection instruments
N References

Sample Table of Evaluations

APPENDIX I: ON STUDY VISITS 

	Event
	Screen 
(up to 30 days prior to entry)
	Entry
	On Treatment: Study Week/Visit11
	End of Study (week 48)
	Early Discontinuation 

	
	
	
	4
	8
	12
	24
	36
	
	

	CLINICAL EVALUATIONS

	History1
	X
	x
	x
	x
	x
	x
	x
	x
	x

	Physical exam2
	X
	x
	x
	x
	x
	x
	x
	x
	x

	Adverse event review
	
	x
	x
	x
	x
	x
	x
	x
	x

	Adherence Questionnaire 
	
	x
	x
	x
	x
	x
	x
	x
	x

	STUDY DRUG DISPENSATION
	
	x
	x
	x
	x
	x
	x
	
	

	LABORATORY EVALUATIONS

	Hematology3  
	1 ml
	1 mL
	
	
	1 mL
	1 mL
	
	1 mL
	1 mL

	Chemistries4  
	1 ml
	1 mL
	1 mL
	1 mL
	1 mL
	1 mL
	1 mL
	1 mL
	1 mL

	Fasting Lipids5 (Appendix V)
	2 ml
	2 mL
	2 mL
	
	2 mL
	2 mL
	
	2 mL
	2 mL

	Fasting Serum Storage
	8.5 mL
	12 mL
	
	
	12 mL
	12 mL
	
	12 mL
	12 mL

	Beta HCG (serum/urine) 8
	
	x
	x
	x
	x
	x
	x
	x
	x

	HepB and HepC testing
	x
	
	
	
	
	
	
	
	

	SPECIAL STUDIES

	TRK analysis (Appendix XI)
	2 mL
	
	
	
	
	
	
	2 mL
	2 mL

	PHARMACOLOGY (see Appendix X)

	Stored plasma
	
	
	3 mL
	
	3 mL
	3 mL
	
	3 mL
	3 mL

	TOTAL BLOOD VOLUME (ml)
	14.5 mL
	16 mL
	6 mL
	1 mL
	19 mL
	19 mL
	1 mL
	21 mL
	21 mL


1. History to include interim symptoms, adverse event review, concomitant medications

2. Include vital signs (height, weight, blood pressure) and detailed neurologic exam

3. Hematology:  CBC with differential, platelets – sent to local lab
4. Chemistries: LFTs, electrolytes, BUN, Cr – sent to local lab
�After you complete the protocol template with study-specific information click the cursor in the table of contents so that the table of contents goes grey (or just click on text to select all info in the table of contents) and then press F9 on the keyboard.  A message will appear asking if you want to update page numbers only or the entire table.  If any heading text has changed, choose to update the entire table, otherwise just select the option to update the page numbers.  Click "okay" and it updates automatically.
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