	
	



Protocol Template for Prospective Investigator Initiated Studies
GENERAL INSTRUCTIONS

1. This is to be used for prospective studies

2. Highlighted text [yellow] contains instructions and should be deleted.  Text that is not highlighted is provided as example and may be kept or modified as necessary.

3. If a section is not applicable, write “Not Applicable” under the header

4. If you are adding sections use heading font in style list (this will ensure title appears in the table of contents)

5. To update the Table of Contents, move cursor to the Table (text will turn grey) and hit F9.  Choose option to update entire table.

6. To insert references, use RefWorks application or the Insert/References/Endnotes function in Word.  Contact Health Sciences Library for RefWorks training.  http://infoweb.geisinger.edu/hsl/
7. Run spell check prior to submitting.

8. For assistance with sample size or statistical analysis plan, contact the Biostatistics & Research Data Core, Center for Health Research (570-214-9825, biostatistics@geisinger.edu).

9. Submit the protocol with the electronic IRB Application and other required information to the IRB.
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[Insert Title]
Principal Investigator:


Name






Address






Telephone

TABLE OF CONTENTS (Remove if LEss than 10 PAGES)
51.0
ABBREVIATIONS USED in the protocol


62.0
Abstract


73.0
BACKGROUND AND Significance


74.0
Hypothesis and Specific aims


74.1
Hypothesis


74.2
Specific Aim 1


84.3
Specific Aim 2


85.0
Preliminary data (If Applicable)


86.0
STUDY DESIGN


86.1
Description


86.2
Study Population


86.2.1
Approximate Number of Subjects


86.2.2
Inclusion Criteria


96.2.3
Exclusion Criteria


96.3
Recruitment


96.4
Study Duration


96.4.1
Approximate Duration of Subject Participation


96.4.2
Approximate Duration of Study


106.5
Procedures


106.5.1
Study Time and Events Table  (If Applicable)


116.5.2
Study Flow Diagram


136.6
Primary Endpoints


136.7
Secondary Endpoints


136.8
Statistics


136.8.1
Statistical Analysis Plan


136.8.2
Statistical Power and Sample Size Considerations


136.9
Data Management


136.9.1
Data Collection and Storage


136.9.2
Records Retention


137.0
SAFETY MONITORING


147.1
Adverse Event Reporting


147.2
Definitions


167.3
Recording and Reporting


167.4
Serious Adverse Event Reporting


178.0
Sample COLLECTION AND Retention (If Applicable)


178.1
Collection


178.1.1
Total Volume of Blood Collected (If Applicable)


178.2
Retention


179.0
Protection of human subjects


179.1
Informed Consent


179.2
Protection of Human Subjects Against Risks


189.3
Data Monitoring Plan


1810.0
PUBLICATION Plan  (Optional)


1911.0
REFERENCES


2012.0
ATTACHMENTS


2012.1
Attachment 1: Title




1  ABBREVIATIONS USED in the protocol

List all abbreviations used in alphabetical order; all abbreviation should be defined at first use and then used consistently thereafter.
	Abbreviation
	Term

	AE
	Adverse event

	GIRB
	Geisinger IRB

	IRB
	Institutional Review Board

	SAE
	Serious adverse event

	
	

	
	

	
	

	
	

	
	

	
	


Abstract

Every protocol must include an abstract.  

Recommended Length: < 1 page

The abstract should be a summary of the most important aspects of the protocol.  Detailed information should be put in the body of the protocol.  For example, the synopsis should only contain the main inclusion criteria, while the body of the protocol should contain the complete list.  

Be sure to define study type:  Choose Interventional (ie, experimental studies in humans to investigate the safety and/or efficacy of a drug, gene therapy, vaccine, behavior, device, or procedure) or Observational (ie, studies in humans that record specific events occurring in a defined population without any significant clinical intervention by the researcher).

2 BACKGROUND AND Significance

The purpose of the background and significance section is to state the problem to be investigated, the rationale for the proposed research, the current state of knowledge relevant to the proposal and the potential contribution of this research to the problem(s) addressed. 

Recommended Length: Approximately 2-3 pages 

The background and significance section should cover: 

· The rationale for the proposed project; 

· The state of existing knowledge, including literature citations and highlights of relevant data; 

· Gaps that the project is intended to fill

· Disease/diagnosis
· Population to be studied
· Endpoints
3 Hypothesis and Specific aims

The purpose of the hypothesis and specific aims is to describe concisely and realistically what the proposed research is intended to accomplish. Think of your hypothesis as the foundation of your application -- the conceptual underpinning on which the entire structure rests.  . Choose an important, testable, focused hypothesis that increases understanding of biologic processes, diseases, treatments, or preventions and is based on previous research.  Your Specific Aims state what you plan to accomplish to test your hypothesis.  As you prepare your protocol, you will design experiments that support your Specific Aims, linking them to the Study Design section.

Recommended Length: The recommended length of the specific aims is ( 1 page. 

3.1 Hypothesis 

State hypothesis
3.2 Specific Aim 1

State aim 1 
3.3 Specific Aim 2

State aim 2 
add new level 2 header for each specific aim

4 Preliminary data (If Applicable)
Include unpublished or theoretical data not included in background
5 STUDY DESIGN

5.1 Description

eg, This is a randomized, prospective….
If applicable, include randomization scheme, eg, Qualifying subjects will be randomized 1:1 to receive either Treatment A or Treatment B.

eg, This is a prospective collection of quality of life data using standard questionnaires…

5.2 Study Population

5.2.1 Approximate Number of Subjects

Approximately X Geisinger subjects will participate in this study.  

If study is a multi-center study, also state the number to be enrolled at all sites.  

If Applicable - Describe the approximate number of subjects in each group.  

5.2.2 Inclusion Criteria

Inclusion criteria should be used to define your study population.  Be aware of confusing negatives in the inclusion criteria.  For example, “Patients who have not received heparin for ≥3 hours before surgery” might be better in the list of exclusion criteria as “Patients who have received heparin <3 hours before surgery”.  In general, an inclusion with “no” or “not” might be appropriately restated as an exclusion criterion.  

1. Bulleted list. e.g., Hospitalized male or female patients ≥18 years of age with ability to provide consent.

5.2.3 Exclusion Criteria

Exclusion criteria should be used to clarify what subset of patients will not be included in the study, and to define study population further from those who might meet inclusion criteria, but who are still not eligible for inclusion in the study.  Be aware of confusing negatives in exclusion criteria.  For example, “Patients who have had no more than 2 episodes of major hypoglycemia” in exclusion indicates you only want to include those who have had more than 2 episodes – if this is the case, better to put “Patients with more than 2 episodes of major hypoglycemia” in inclusion criteria to reduce confusion.  If, on the other hand, the intention is to exclude those with more than 2 episodes, should be restated as “Patients with more than 2 episodes of major hypoglycemia” in exclusion criteria.  

Do not restate negative inclusion criteria.  For example, if you have “Patients who are able to provide consent” in inclusion, you do not need, “Patients who are not able to give consent” in exclusion.
2. Bulleted List.  e.g., Patients with life expectancy < 30 days

5.3 Recruitment

Describe how subjects will be identified and recruited for this study.  Specify who will recruit subjects and how and when they will be recruited.  If applicable, describe recruitment materials (eg, print ad, physician letter, telephone script, physician referral, etc).  Please describe who will make initial contact for recruitment and how contact will be made.
5.4 Study Duration

5.4.1 Approximate Duration of Subject Participation

Subjects will participate in the study for approximately duration.  This includes specify duration of each period, including any follow-up period (if applicable).
5.4.2 Approximate Duration of Study

This study will be completed in approximately duration.  The end of the study is the last visit of the last subject or end of collection of data from the patient’s electronic health record.  OR Define the end of the study and provide the reason it is not the last visit of the last subject.  

5.5 Procedures

This section should include detailed information about all study procedures.  You may want to describe procedures required at each study visit, if applicable.  All interventions and interactions with patients must be described. This must specifically provide all details for conducting the study.  What is being done? By whom? Where? When.  
e.g., 

Surveys (include as appendices)

Questionnaires (include as appendices)

Physical Exams

Laboratory Procedures
Provide a flowchart(s) for the study procedures and include time points. (If applicable)
If a specific adverse event is expected, include follow-up procedures for that event.
Describe any additional care for subjects after their participation in the study has ended if it differs from what is normally expected given the subject’s medical condition.
5.5.1 Study Time and Events Table  (If Applicable)
This table is a sample and may be useful for more complex studies, but is not required.  Modify for your study.

	Study Procedures
	Days -21 to -1
	Day 1
	Day 7
	Day 14
	Day 21
	Follow-up

Visit

	Study Interval
	Screening
	Active Phase
	Follow-up

	Informed consent
	X
	
	
	
	
	

	Demographics
	X
	
	
	
	
	

	Medical history
	X
	
	
	
	
	

	HIV, hepatitis B, C
	X
	X
	
	
	
	

	Urine drug screen
	X
	
	
	
	
	

	Serum pregnancy
	X
	
	
	
	
	X

	Weight
	X
	
	
	
	
	X

	Physical examination
	X
	X
	
	
	
	X

	Vital signs
	X
	X
	X
	X
	X
	X

	Laboratory evaluation
	X
	X
	X
	X
	X
	X

	PK blood sample collection
	X
	X
	X
	X
	X
	X

	Electrocardiogram
	X
	X
	X
	X
	X
	X

	Questionnaires
	X
	X
	X
	X
	X
	X

	Test article administration
	
	     X--------------------------------------X

	Concomitant medications
	
	     X------------------------------------------------------X

	Adverse eventsa
	           X--------------------------------------------------------------------------X

	a.
From the signing of the informed consent form to specify end of period. 

HIV=human immunodeficiency virus; PK=pharmacokinetic.


The table should provide the time points for the procedures.  To keep the footnotes clear and brief, the explanatory information about procedures should be in the body of the protocol and not in the footnotes whenever possible.  Avoid abbreviations in the flowchart, or if they must be used, spell them out below the flowchart as shown above
5.5.2 Study Flow Diagram

This is a sample flow diagram and may be useful but is not required.  Please note, it may be requested during your protocol review if it is felt to be needed.  Modify for your study.

Figure 6.5.2-X:  Study Flow Diagram  SAMPLE
5.6 Primary Endpoints

The primary endpoint will be XX.  Justify your choice of endpoint
5.7 Secondary Endpoints

Secondary endpoints include XX.

5.8 Statistics

State who will perform the statistical analyses (eg, Biostatistics & Research Data Core). 

5.8.1 Statistical Analysis Plan

Describe randomization scheme in detail if applicable.

Outline analysis methods for each Specific Aim
5.8.2 Statistical Power and Sample Size Considerations

Rationale for number of subjects, addressing anticipated evaluability rate, power and clinical justification.

5.9 Data Management

5.9.1 Data Collection and Storage

Please note:  This must be study specific and relevant to your submission and must be followed.
Provide details on how data will be collected and by whom; who creates the CRF and/or database; on how the data will be entered into the database and by whom; where will data be stored.  If you collect protected health information (PHI), how will the data be stored and will study ID numbers be assigned.  If so, where will the “key” be stored?.
5.9.2 Records Retention

Please note:  This must be study specific and relevant to your submission and must be followed.
Geisinger policy requires that records of data generated in the course of the study shall be retained for 6 years.  Please describe record retention plans for this study.

6 SAFETY MONITORING 

Describe general safety precautions including measures to exclude higher risk patients (if applicable). 
6.1 Adverse Event Reporting

Please note:  This must be study specific and relevant to your submission and must be followed.
Clinical adverse events (AEs) will be monitored throughout the study.  All AEs will be reported to the institutional review board (IRB) regardless of whether they are considered study related.  The date and time of onset and outcome, course, intensity, action taken, and causality to study treatment will be assessed by the study PI.  In the event of a serious AE (SAE), this will be reported to the Geisinger IRB (GIRB) according to the GIRB guidelines.   All other AEs will be summarized and submitted to GIRB during continuing review.

6.2 Definitions

An adverse event (AE) is any untoward, undesired, or unplanned event in the form of signs, symptoms, disease, or laboratory or physiologic observations occurring in a person given a test article or in a clinical study. The event does not need to be causally related to the test article or clinical study. 

[Include as applicable to study]

An AE includes, but is not limited to, the following:

· Any clinically significant worsening of a preexisting condition.

· An AE occurring from overdose of a test article, whether accidental or intentional.  Define overdose for each test article here or in the Overdose section.  Overdose is a dose greater than that specified in the protocol. OR Overdose is a dose greater than that specified in the investigator’s brochure/label.  OR define overdose

· An AE occurring from abuse (eg, use for nonclinical reasons) of a test article.

· An AE that has been associated with the discontinuation of the use of a test article.

· For reports from postmarketing studies, any failure of expected pharmacologic action of a test article.  For over-the-counter products, the recommended daily dose must be administered before failure of expected pharmacologic action can be attributed.

A serious adverse event (SAE) is an AE that:

· Results in death.

· Is life-threatening (see below).

· Requires inpatient hospitalization or prolongation of an existing hospitalization (see below).

· Results in a persistent or significant disability or incapacity (see below).

· Results in cancer.

· Results in a congenital anomaly or birth defect.

· Additionally, important medical events that may not result in death, be life-threatening, or require hospitalization may be considered SAEs when, based on appropriate medical judgment, they may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition.  Examples of such events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in hospitalization, or development of drug dependency or drug abuse.

Life-threatening refers to immediate risk of death as the event occurred per the reporter. A life‑threatening experience does not include an experience, had it occurred in a more severe form, might have caused death, but as it actually occurred, did not create an immediate risk of death. For example, hepatitis that resolved without evidence of hepatic failure would not be considered life-threatening, even though hepatitis of a more severe nature can be fatal. Similarly, an allergic reaction resulting in angioedema of the face would not be life-threatening, even though angioedema of the larynx, allergic bronchospasm, or anaphylaxis can be fatal.

Hospitalization is official admission to a hospital. Hospitalization or prolongation of a hospitalization constitutes criteria for an AE to be serious; however, it is not in itself considered an SAE. In absence of an AE, a hospitalization or prolongation of a hospitalization should not be reported as an SAE by the participating investigator. This is the case in the following situations:

· The hospitalization or prolongation of hospitalization is needed for a procedure required by the protocol.

· The hospitalization or prolongation of hospitalization is part of a routine procedure followed by the center (eg, stent removal after surgery).  This should be recorded in the study file.

In addition, a hospitalization for a preexisting condition that has not worsened does not constitute an SAE.

Disability is defined as a substantial disruption in a person’s ability to conduct normal life functions.

If there is any doubt about whether the information constitutes an SAE, the information is treated as an SAE.

A protocol-related adverse event is an AE occurring during a clinical study that is not related to the test article, but is considered by the investigator or the medical monitor (or designee) to be related to the research conditions, ie, related to the fact that a subject is participating in the study. For example, a protocol-related AE may be an untoward event occurring during a washout period or an event related to a medical procedure required by the protocol.

Other Reportable Information.  Certain information, although not considered an SAE, must be recorded, reported, and followed up as indicated for an SAE.  This includes: 

· Pregnancy exposure to a test article, except for exposure to prenatal vitamins.  If a pregnancy is confirmed, use of the test article must be discontinued immediately.  Information about pregnancy exposure includes the entire course of pregnancy and delivery, and perinatal and neonatal outcomes, even if there are no abnormal findings.  Both maternal and paternal exposure are considered other reportable information.  For exposure involving the female partner of a male subject, the necessary information must be collected from the subject, while respecting the confidentiality of the partner.
· Lactation exposure to a test article with or without an AE.   
· Overdose of a test article as specified in this protocol with or without an AE.  Baby formula overdoses without any AEs are excluded.
· Inadvertent or accidental exposure to a test article with or without an AE.

6.3 Recording and Reporting

A subject’s AEs and SAEs will be recorded and reported from the signing of the informed consent form to specify end of period. 
6.4 Serious Adverse Event Reporting

<Study PI> will notify GIRB of all study SAEs in accordance with policy guidelines.    If an SAE has not resolved at the time of the initial report, a follow-up report including all relevant new or reassessed information (eg, concomitant medication, medical history) will be submitted to GIRB.  An SAE will be followed until either resolved or stabilized.  

7 Sample COLLECTION AND Retention (If Applicable)
7.1 Collection

Provide details on the types of biological samples that will be collected and explain the purpose, timing, number of samples, etc. Also indicate who will collect each type of sample, how they will be processed and where will they be stored. 

Samples are being collected  for purposes related to this research such as purpose(s).  

7.1.1 Total Volume of Blood Collected (If Applicable)
The total volume of blood collected from each subject will be approximately X.

7.2 Retention

The samples will be stored up to XX years after the end of the study and then destroyed OR The samples will be stored indefinitely.  Identifiable samples can be destroyed at any time at the request of the subject.

8 Protection of human subjects

8.1 Informed Consent

The investigator will provide for the protection of the subjects by following all applicable regulations.  The informed consent form will be submitted to the IRB for review and approval.  

Please indicate if any of the following conditions apply to obtaining informed consent 

· Assent, alteration or waiver of authorization, waiver of consent, waiver of consent, or waiver of documentation of consent

· Subjects who do not have adequate capacity to give consent

· Minors who do not have sufficient psychosocial maturity

Before any procedures specified in this protocol are performed, a subject must:

· Be informed of all pertinent aspects of the study and all elements of informed consent. 

· Be given time to ask questions and time to consider the decision to participate.

· Voluntarily agree to participate in the study. 

· Sign and date an IRB-approved informed consent form.

8.2 Protection of Human Subjects Against Risks

Please note:  This must be study specific and relevant to your submission and must be followed.
Describe the possible risks and the precautions taken to minimize the risks.

Describe the risks related to loss of confidentiality (eg, loss of insurance or employment, etc) and the precautions taken to minimize the risks (eg,. password protected files, encryption, locked cabinets)  

8.3 Data Monitoring Plan 

Please note:  This must be study specific and relevant to your submission and must be followed.
All studies should have a Data Monitoring Plan.  A Data Monitoring Committee (DMC) should be established for controlled trials with mortality or major morbidity as a primary or secondary endpoint. They may also be helpful in settings where trial participants may be at elevated risk of such outcomes even if the study intervention addresses lesser outcomes such as relief of symptoms.  Refer to NIH guidelines  http://www.drugabuse.gov/Funding/DSMBSOP.html 

Describe risks to participants and plans to mitigate those risks (eg, close monitoring, adverse event reporting, PI review of safety data)
9 PUBLICATION Plan  (Optional)
You may choose to provide plans for meeting abstract submissions, grant applications, and/or journal publications.

REFERENCES

Citation format from American Medical Association (AMA) Manual of Style, 9th edition shown below – may be modified based on requirements/preference.  Use either RefWorks or Insert/Reference/Endnote function in Word to add references. 
Contact Health Sciences Library for RefWorks training.  http://infoweb.geisinger.edu/hsl/ 

10 ATTACHMENTS

10.1 Attachment 1: Title
Copy and paste the line above to make attachments automatically number.  Attachments should be numbered in the order they are mentioned in the protocol.  Attachments should not be mentioned in the synopsis.  

7 Monthly Phone Calls: Weeks 26-50 Weeks 28-52





Visit 6:  Week 52





Phone Calls:  Weeks 16 and 32





Behavioral Evaluation





Orientation Meeting and Informed Consent/Assent





Invitation to Participate by Primary Care Physician or Self Referral





Phone Screening





Medical Evaluation





Randomization to Self Guided LMP or Group LMP





Group LMP (23 Visits)


N=78





8 Weekly Visits: Weeks 1-8





8 Bi Weekly Visits: Weeks 10-24





7 Monthly Visits: Weeks 28-52





Visit 5:  Week 40





Visit 4:  Week 24





Visit 3:  Week 8





Visit 2:  Week 4





Visit 1:  Week 1





Self Guided LMP (6 Visits)


N=78
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