Protocol Template Outline and Guidelines For Clinical Research
Investigators must submit well-organized, detailed information about the study, demonstrating sound research design that minimizes risks to the subject.  PI should assure that the content outlined below is addressed.  The quality and content of the protocol should demonstrate that scientific and merit review of the study has occurred at the departmental level prior to submission to the IRB.
DELETE ALL instructions in RED throughout 
template prior to submitting the final version to the IRB
Revised 04/04/2023
1. PROTOCOL INFORMATION
Study Title: 

Funding Source:

Investigation Product:

IND / IDE number:

Phase of Study: 

Version Date of Protocol:
2. PRINCIPAL INVESTIGATOR’S INFORMATION
PI Name, Title:

Name & Address of Research Institution: 

Phone #: 

Fax #: 

Email Address:
3. STUDY PERSONNEL INFORMATION
Study Staff Name, Title:

Phone #: 

Fax #: 

Email Address:
4. STUDY INFORMATION
Location(s) of Research Activity:

Expected Start/Stop Dates of Research: MM/DD/YYYY to MM/DD/YYYY
Special Time Sensitivities: 

Type of Research: (Biomedical, Drug, Biologic, Device, Minimal Risk)
Anticipated Enrollment number: 
Patient Population: 
5. OBJECTIVES AND PURPOSE
Provide a detailed description of all relevant objectives (primary, secondary, tertiary) of the study in bullet format. An objective is a reason for performing the study in terms of the scientific question to be answered. The primary objective is the main question. This objective generally drives statistical planning for the study (e.g., calculation of the sample size to provide the appropriate power for statistical testing). Secondary objectives are goals that will provide further information on the use of the intervention.  Express each objective as a statement of purpose (e.g., to assess, to determine, to compare, to evaluate) and include the general purpose (e.g., feasibility, acceptability, efficacy, effectiveness, safety) and/or specific purpose (e.g., dose-response, superiority to placebo, effect of an intervention on disease incidence, disease severity, or health behavior). 

6. STUDY DESIGN
a. Background Information
· The name and description of the study agent (i.e., intervention/investigational products(s))

· A summary of findings from nonclinical in vitro or in vivo studies that have potential clinical significance

· A summary of relevant clinical research

· Discussion of important literature preclinical and/or animal data that are relevant to the study that are available and that provide background for the study (reference citations should be listed in section below under Literature References)

· Applicable clinical, epidemiological, or public health background or context of the study

· Importance of the study and any relevant treatment issues or controversies

b. Rationale 
State the problem or question under study (e.g., reason(s) why to focus on the topic in question, including what the significance is and what gaps the research intends to fill.). Include a statement of the hypothesis. Include a justification for the route of administration, dosage, dosing regimen of the study agent, intervention periods, and selection of study population. Describe the rationale for the type and selection of control (e.g. placebo, no treatment, active drug, dose-response, historical). Discuss known or potential problems associated with the control group chosen in light of the specific disease and therapies being studied.
c. Endpoints 
Primary endpoints are used to determine primary efficacy and should be clearly specified. Although the critical efficacy measurements may seem obvious, the protocol should clearly articulate how the selected primary endpoint(s) is linked to achieving the primary objective.
Secondary endpoints should be clearly specified and may include, for example, endpoints related to efficacy, safety, or both.
Exploratory endpoints should be specified.
d. Overall study design

The scientific integrity of the study and the credibility of the data from the study depend substantially on the study design and should include:

· A description of the type/design of the study to be conducted (e.g., placebo-controlled, double-blinded, parallel design, open-label, dose-escalation, dose-ranging)
· Phase of the study
· The number of study groups/arms

· Single or multi-center

· Name of study agent/intervention(s)

· Changes in scheduling, such as dose escalations

· Any stratifications.

e. Study Procedures and Schedule 
Describe the specific tests and/or measures to be carried out during the study, including the intervention and necessary follow-up time frames. Include the time frame for each test and/or measure and a window of time that would be considered acceptable to eliminate protocol violations.  Distinguish between procedures that are experimental and those that involve routine care.
Examples include: 

· Medical history (describe what is included for history, e.g., time-frame considerations, whether history will be obtained by interview or from medical records) 

· Medication history (e.g., describe if a complete medication history is needed, or if only medications currently taken should be included; prescription and over-the-counter medications). Assessment of eligibility should include a review of permitted and prohibited medications. 

· Physical examination (list the vital signs [including height and weight] and organ systems to be assessed); if appropriate, discuss what constitutes a targeted physical examination and at what visits it may occur.

· Radiographic or other imaging assessments. State the specific imaging required and, as appropriate, provide description of what is entailed to perform the specialized imaging. 

· Biological specimen collection and laboratory evaluations. At minimum, the biological specimens and purpose should be listed. 

· A discussion of if the results of any study-specific procedures (e.g., radiographic, or other imaging or laboratory evaluations) will be provided to the participant. 

· Administration of questionnaires or other instruments for patient-reported outcomes, such as a daily medication diary.

· Pharmacokinetic Measurements: Example text:  Blood for determination of serum concentrations of XXX will be collected pre-dose as well as at 30 minutes, 1, 2, 4, 8, and 12 hours after the start of dosing on study Days XX and XX.  XX concentrations will be determined at XX laboratory using XX method.  
· Describe all surveys, questionnaires, interviews, educational components, videotapes, counseling interventions, etc. to be carried out prior to and throughout the study. Specify which will serve as baseline measures for the study.  
· List the device to be used in audio/video recording and how long the recordings will be kept.  Note: (1) Cell phones are prohibited for this use at LLUH. (2) Research records are required to be stored for a minimum of 3 years after permanent closure with the IRB.

· If the research study requires randomization procedures, describe in detail the process of randomization, when it should occur, how it is being conducted and who is responsible for carrying it out.
Include a Schedule of Events representing the required testing procedures to be performed for the duration of the study in Appendix I at the end of this template.

f. Alternative procedures, if any, that are not included in the study but might be advantageous to the subject. 
g. If any deception is required for validity of this study, explain why this is necessary and how subject(s) will be debriefed. 

h. If an Investigational New Drug (IND) is involved, provide the following information: 
1) Name of drug
2) Source of drug
3) Dosage and schedule of administration
4) Status with Food and Drug Administration and IND #
5) Review of animal studies and previous human studies
6) Reported side effects
i. For an approved drug used in an experiment, provide similar information: 
1) Name
2) Source
3) Dosage
4) How administered
5) Side effects
j. If an Investigational Device Exemption (IDE) is involved, provide the following information: 
1) Name of device
2) Manufacturer
3) Status with Food and Drug Administration and IDE #
4) Review of animal studies and previous human studies
5) Reported adverse effects 
7. INCLUSION / EXCLUSION CRITERIA
Inclusion criteria: 

List detailed inclusion criteria in a bullet format.  Include provision of appropriate consent and assent, willingness, and ability to participate in study procedures, age range {minimum to maximum}, gender, racial/ethnic, population, vulnerable population, health status, diagnosis or symptoms, background medical treatment, laboratory ranges and use of appropriate contraception. Additional criteria should be included as appropriate for the study design and risk.
Exclusion criteria: 
List detailed exclusion criteria in bullet format.  Include pre-existing conditions or concurrent diagnoses, concomitant use of other medication(s) or devices, known allergies, other factors that would cause harm or increased risk to the participant or close contacts, or prevent the participant’s full adherence with or completion of the study. Additional criteria should be included as appropriate for the study design and risk.
8. RECRUITMENT AND RETENTION
Describe how subjects will be recruited for this study, what efforts will be made to include women and minorities and the plan to retain participants in the study. You should address both planned recruitment activities as well as proposed engagement strategies for retention.

Provide a description of the planned recruitment methods including use of contact lists, databases or other pre-screening resources, advertisements, outreach, media/social media, and referral networks or groups.
Recruitment Method: (who, when, where)

9. INFORMED CONSENT PROCESS
Informed consent will be obtained in accordance with the Declaration of Helsinki, ICH GCP, US Code of Federal Regulations for Protection of Human Subjects (21 CFR 50.25[a,b], CFR 50.27, and CFR Part 56, Subpart A), the Health Insurance Portability and Accountability Act (HIPAA, if applicable), and local regulations.

Prior to conducting any study-related activities, written informed consent and the Health Insurance Portability and Accountability Act (HIPAA) authorization {if any personal health information (PHI) will be collected} must be signed and dated by the subject or subject’s legal representative and then the study doctor will sign and date.  If appropriate, a child’s assent must also be obtained prior to conducting any study-related activities when involving minors ages 7-11.

Describe the process for obtaining informed consent. Include a description of the circumstances under which consent will be sought and obtained, who will seek it and the method of documenting consent. When appropriate, describe how potential adult subjects’ capacity to consent will be determined and the plans for obtaining consent from a legally authorized representative for adult subjects not able to consent. 

For research involving children: If the proposed study will include children, describe the process for meeting HHS regulatory requirements for parental permission and child assent for ages 7-11 (45 CFR 46.408). 

If a waiver of some or all of the elements of informed consent and/or HIPAA will be sought, provide justification for the waiver(s) in the IRB application.

Explain the rationale for the involvement of special vulnerable populations, such as fetuses, neonates, pregnant women, children, or others who may be considered vulnerable populations. 'Prisoners' are not allowed to participate in studies at LLUH. 

10. SCREENING
Include a description of only those procedures/evaluations necessary to assess whether a participant meets eligibility criteria. Discuss the sequence of events that should occur during screening and the decision points regarding eligibility. List the time frame prior to enrollment within which screening procedures/ evaluations must be performed (e.g., within 28 days prior to enrollment).

11. POTENTIAL RISKS 
Describe in detail any physical, psychological, social, legal, economic, or any other risks to participants by virtue of participation in the study that the PI foresees, addressing each of the following in order of severe to less severe:
· Immediate risks

· Long-range risks

· Rationale for the necessity of exposing human participants to such risks

· Why the value of the information to be gained outweighs the risks involved

· If risk is related to proposed procedures included in the protocol, any alternative procedures that have been considered and an explanation on why alternative procedures are not included
· Include the possibility of a breach of confidentiality and how this will be minimized
12. POTENTIAL BENEFIT(S)
Explain the potential benefits to the subject (even if none), others and society. Explain why the potential benefits outweigh the risks of the study.
13. SUBJECT WITHDRAWAL OR TERMINATON
Describe in detail any specification that could be utilized by the subject, attending physician or the Principal Investigator to remove the subject from the study. This should include (if appropriate) but not limited to severe, unexpected toxicities/side effects, recurrent, progressive, or new disease, subject non-compliance with the defined treatment plan/schedule of events, subject’s right to withdraw consent for continued participation, and /or death.

Reasons for withdrawal or termination

Provide a list of reasons participation may be terminated. It may be appropriate to provide distinct discontinuation criteria for participants and cohorts. If so, both sets of criteria should be listed separately and the distinction between the two must be stated clearly. Also note that participants may withdraw voluntarily from the study at any time.

Handling of subject withdrawals or termination 

Describe efforts that will be made to continue follow-up of withdrawn or terminated participants or participants who discontinue the study agent but remain in the study for follow-up, especially for safety and efficacy study endpoints (if applicable). Every effort must be made to undertake protocol-specified safety follow-up procedures to capture AEs, serious adverse events (SAEs), and unanticipated problems (UPs). (if applicable) In studies of implantable devices, a discussion should be included of any pertinent information that will be provided to withdrawn or terminated patients (e.g., how to replace batteries, how to obtain replacement parts, and whom to contact).

This section should include a discussion on the replacement of participants who withdraw or discontinue early if replacement is allowed.
Premature termination or suspension of study

List possible reasons for termination or temporary suspension of the study (e.g., study closure based on PI, sponsor/funder, or IRB decision). For any study that is prematurely terminated or temporarily suspended, the PI will promptly inform the IRB and sponsor and provide the reason(s) for the termination or temporary suspension. State what criteria or review will be done to determine if the study can resume.

14. COMPENSATION
Describe amount, the form of payment to be used (i.e. cash, check, gift card to ______, etc.) and the timing of any such compensation.  
Note: Compensation for drawing – Per California State Law a drawing/lottery may not be held as an incentive for research unless ANYONE is able to enter the raffle without participating.
15. CONFIDENTIALITY AND PRIVACY
This section will describe protections for maintaining the confidentiality of participant data, including, but not limited to forms, records, samples and participant privacy.

· Describe whether identifiers will be attached to data/samples, or whether data will be coded or unlinked.

· If unlinked or coded, and additional information (e.g., age, ethnicity, sex, diagnosis) is available, discuss whether this might make specific individuals or families identifiable.

· If research data/samples are coded, describe how access to the “key” for the code will be limited.  Include description of security measures (password-protected database, locked drawer, other).  Identify who will have access to the key.

· Include the circumstances in which data or samples will be shared with other researchers.
· Include plans to publish participant’s family genetics, with a description of measures to minimize the chance of identifying specific families.
· Describe any situations in which personally identifiable information will be released to third parties.
· State who has access to records, data, and samples.  Consider if monitors or auditors outside of study investigators will need access.

· Discuss any additional features to protect confidentiality (e.g., use of a certificate of confidentiality).

· Describe approaches to be taken to ensure the privacy of study participants.
16. DATA COLLECTION AND MANAGEMENT RESPONSIBLITIES


Data Collection and Storage 

· Describe what will happen with the data (electronic, paper, recordings, etc.) from the time it is collected until the data is permanently de-identified or destroyed.

· If applicable, describe who will have access to the data and how the data will be handled/maintained securely.

· Considerations for securely storing data include:

· Paper records are locked in a secure location

· Electronic records are stored on a password-protected or encrypted computer as appropriate based on the sensitivity of data.

· For data sets containing Protected Health Information (PHI), a coding system will be used to store data without identifiers, with the link stored separately.

· Provide specific information regarding where identifiable data consent forms will be stored.

· If data will be transferred outside of LLUH, describe procedures for data transfer.  Specify where data will be sent.  Indicate whether data will be identified or de-identified when transferring.

· Describe how the confidentiality of the study data will be maintained.

As appropriate provide details on how data will be collected and by whom; who creates the case report form (CRF) and/or database; how the data will be entered into the database and by whom, where data will be stored. If you collect PHI, how will the data be stored and will study ID numbers be assigned? If so, where will the “key” be stored? Describe who will have access to PHI (approved study staff and/or any organizations outside of LLUH).


Example language:


The following data, including relevant dates, will be collected:

· Names

· Medical record number

· Date of birth/date of death

· Social Security number

· Mailing Address

· Email

· Phone number

· Baseline demographic variables of patients (age, sex, ethnicity, tobacco use, comorbidities)

· Information relevant to all encounters, admissions/discharges, clinical procedures, medications administered, problem list entries, and lab values

· Clinical outcomes and procedural related complications


Sample Collection (If Applicable)

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 they will be stored.

Record Retention 
Describe plans for destroying the data or other handling once the study is completed. 
Please note the following minimum research record retention requirements: 

· Study records must be kept for at least 3 years after study completion. 

· Federally-funded study records must be kept as determined by the funding agency. 

· Signed consent/authorization, stand-alone authorization forms or documentation of verbal authorization must be kept for 6 years to comply with HIPAA requirements. 

Example language, choose one: 

1. Records of data/samples generated in the course of this study will/will not be de-identified and will be kept for at least XX years and then destroyed. Prior to destruction, data can be used for other IRB approved research.

2. Records of data/samples generated in the course of this study will/will not be de-identified and kept indefinitely and can be used for other IRB approved research.

3. Identifiable records of data/samples generated in the course of this study will be kept for at least XX years and then identifying information will be removed. A coded link will/will not be maintained for reidentification.

17. STATISTICAL ANALYSIS
Describe the statistical tests and analysis plans for the protocol as it relates to the research objectives. The sample size should be discussed including the expected numbers of subjects and how the sample size was determined, the expected accrual rates and the duration of the study. Indicate how the study will answer the most important questions with precision and a minimum level of bias while remaining feasible. 

18. DATA AND SAFETY MONITORING PLAN (DSMP) 
(FDA regulated studies only)
Provide a description of the proposed DSMP.
Should address how those in charge of the management of the study will assess the evolving study progress including adverse events, the impact of unanticipated problems on current and future subjects and data quality.
19. LITERATURE REFERENCES
List key references. Generally, this should include no more than 10-20 key references that demonstrate a thorough review of the literature and provide support for the methodology, dosage choice, measurement techniques, etc. 

Sample format: Author(s) Last Name, Initial (s). Title of Reference Article, Year Journal, Volume, Page(s)
APPENDIX I.  Schedule of EVENTs
	
	Visit 1
(Day/Week/Month)
	Visit 2
(Day/Week/Month)
	Visit 3
(Day/Week/Month)
	Visit 4
(Day/Week/Month)
	Visit 5
(Day/Week/Month)

	Informed Consent
	x
	
	
	
	

	Medical History
	x
	
	
	
	

	Complete Physical Exam
	x
	
	
	
	x

	Abbreviated Physical Exam
	
	x
	x
	x
	

	Height 
	x
	X
	X
	X
	X

	Weight 
	x
	x
	x
	x
	x

	Vital Signs 
	x
	x
	x
	x
	x

	Oximetry
	x
	x
	x
	x
	x

	Spirometry
	x
	x
	x
	x
	x

	Pharmacokinetics
	
	x
	
	
	

	Chemistry
	x
	
	
	X
	X

	Pregnancy Test (Urine or Serum) 
	x
	
	
	x
	x

	Hematology
	x
	
	
	x
	x

	ESR
	x
	
	
	x
	x

	C-Reactive Protein
	x
	
	
	x
	x

	Urinalysis
	x
	
	
	x
	x

	Randomization
	x
	
	
	
	

	Dispensing or Administration of Study Drug
	X
	X
	X
	X
	

	Counting of Returned Study Drug
	
	X
	X
	X
	X

	Initiate Subject Diary
	x
	
	
	
	

	Subject Medication Diary Review
	
	X
	X
	X
	X

	Concomitant Medication Review
	X
	X
	X
	X
	X

	Adverse Experiences
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