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Protocol Template Retrospective Review of Existing Data/Specimens 
Guidance for using this template:

This protocol template is designed to facilitate the creation of a retrospective study protocol. The template contains some sample text and instructions as to the type of information that needs to be included in a retrospective study protocol. Retrospective studies include those that involve as retrospective reviews of patient charts, the use of previously collected specimens, secondary uses of previously collected data, etc. Importantly a study conducted retrospectively evaluates patient data that exists at the time the project is submitted to the IRB for initial review. All data must be in existence at the time of the IRB submission. Thus the criteria to meet retrospective status are:
· Protocol must be research involving materials such as data, documents, records or specimen that have been collected for non-research purposes.
· Protocol must include specific dates of data/information that will be used.
· All data must be in existence at the time of initial IRB submission.
Directions for Using this Template:

· Language in blue italics and or brackets should be used as a guide for development of your protocol and should be replaced. Replace all language in blue/brackets/italics with language specific to your research study. 

· Language outside of the blue/brackets can remain in the protocol as long as it makes sense within the context of your protocol. Remove any template language that is not being used prior to submitting to the IRB.
iNSERT tITLE OF THE PROTOCOL
Example Title: Lithium Treatment for Juvenile Bipolar Disorder: A retrospective chart review 
	Principal Investigator
	Insert  Name

Insert Department

Insert Address

Insert Phone #

Insert Email

	Sub Investigators

[Include All Sub Investigators on the trial]
	Insert  Name

Insert Department

Insert Address

Insert Phone #

Insert Email

	Funding Sponsor:

[This is who will be funding the study. Include if applicable]
	Insert the Name of Primary Funding Institution

Insert Address

Insert Phone Number

	Principal Investigator:             


	Insert the Name 

Insert Department Name

Insert Address

Insert Phone Number


 IRB Number [will not be available at time of initial submission]: 

    
[Insert IRB HS-ERA number]
Initial version:
[Date]

Amended:
[Date]
[Use the amended version dates to keep track of amendments as they occur. Each time the protocol is modified a new version number and date should be created. This should be submitted to the IRB for review and approval prior to initiation of the amendment.

Amended:
[Date]
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[Be sure to update the table of contents when you are finished creating your protocol. You can do this in Microsoft Word by going to the References section and clicking on the Table of Contents drop down menu.] 

List of Abbreviations

[Create list of any abbreviations that are specific or pertinent to your protocol with their corresponding definitions. If not necessary for your study eliminate this page.] 
Study Summary
	Title
	Full title of protocol

	Short Title
	Shortened title, if one is typically used by you or your Center/Dept.

	IRB Protocol Number
	The standard protocol number used to identify this study.  This number will be received after the study has been IRB approved and will be used as the protocol number through-out the life cycle of the study. 

	Study Design /Methodology
	Study Design attributes such as case-control, retrospective cohort study, matched case control, descriptive outcomes study, etc. 

	Study Duration
	Estimated duration to complete the study 

	Study Center(s)
	Single-center or multi-center.  If multi-center, note number of projected centers to be involved. 

	Objectives
	Brief statement of primary study objectives. If more than one objective limit to key objectives. 

	Number of Subjects
	Number of subjects projected for the entire study (e.g. not for simply one site, rather for entire study, all sites combined)

	Eligibility Criteria and main objective
	Note the main objective that will be reviewed and the most key eligibility criteria 

	Study Interventions and Measures
	Review of medical records. Assessment of primary and key secondary endpoints in the study. 

	Statistical Methodology
	A very brief description of the main elements of the statistical methodology to be used in the study. (As few lines as possible).


1 Background and Study Rationale
The introduction should state that the study is a retrospective research study/chart review. State that the study will be reviewed and approved by the IRB and will be conducted in accordance with all applicable University of Pennsylvania human subjects research requirements as well as applicable federal regulations. 
1.1 Study Introduction 
This section should contain a brief description of the setting and rationale for this particular study. More in depth details of the background belong in section 1.2.
1.2 Background and Relevant Literature and Data

Provide an overview of the literature and data that is pertinent to the study design as well as describe the background for the study. Include in the background section how the existing literature and data support both the rationale for conduction of the study.  References for the cited literature should be provided in section 10.
2 Study Objectives

Describe the overall objectives and purpose of the study.  This should include both primary and any secondary objectives of the study as needed. 
The purpose of this study is to determine the [outcomes, prevalence, and incidence] of [insert protocol specific language]
2.1 Primary Objective

The primary objective of this study is to determine [include language specific to the primary objectives for your study and outcome measures. For example, the primary objective of this study is to determine whether Chantix prescription leads to long term smoking cessation in patients who were/are prescribed the drug by their PCP.  ]
2.2 Secondary Objective
The secondary objective(s) of this study are [list the secondary objective or objectives that are specific to your research study and outcome measures]
3 Study Design and Methods 
3.1 General Study Design 
This section is intended to provide a brief overview of the study design. Do not include all of the details of the study design into this section. The details and procedures will be laid out in more detail in Section 4.
For example: This study is a retrospective [cohort study, descriptive study, case-control study, matched case-control study, case-series, etc.]
3.1.1 Total Number of Subjects [include number of sites if multi-site study]

The study will enroll a total of [x] subjects. [Include details about other sites if this is a multi-site study. Add details about the number of subjects to be enrolled at Penn and the number of subjects that will be enrolled at participating sites].
It is expected that we will need to evaluate the medical records of [XY] subjects in order to identify [X] subjects who are eligible for inclusion in this study. [Remember that every record review to evaluate a subject’s eligibility is considered to be “enrolled” in the study and that number must be included in your protocol and provided to the IRB. The evaluable subjects are those subjects whose records were reviewed and they were found eligible for the study and thus are considered “evaluable” subjects. For example, a study with strict inclusion/exclusion criteria may include provisions for reviewing records of 60 subjects in order to enroll 30 evaluable subjects due its high screen failure rate.]
3.2 Study Population
Despite the fact that this is a retrospective study, it is important to have a well-defined study population in place prior to the start of the study. Study populations should be defined using specific inclusion and exclusion criteria, which will be used to evaluate a potential subject’s ability to participate in the study. 

3.2.1 Inclusion Criteria

List out the specific criteria for inclusion in this study, for example:

· Males and Females ages 18-95

· Regular smoker (defined as a pack or more a week) for the past 5 years
· Prescribed Chantix in the past year

· Etc.

3.2.2 Exclusion Criteria 

List out the specific criteria, which would exclude a potential participant from participating in the study, for example:

· List concomitant medications which may exclude participants from the study
· Medical conditions which may exclude participants from the study

· Participation in other studies
· Etc.

Remember to consider and include any study specific details of inclusion and exclusion criteria that might be different for cases versus controls if two differing populations are being reviewed retrospectively.
4 Study Procedures 
For this protocol the study procedures are limited to the review of already existing medical records, specimens, data from other clinical study, etc. This section should describe in detail the date range from which retrospective data, samples and/or records will be reviewed, what retrospective data, samples and/or records will be reviewed how eligibility will be determined and by whom. 
4.1 Date Range of the study

Provide the range of dates during which the study will take place and will be included in the research. If there is a prospective element to the study this is not the appropriate template to use. 
[For example, Cases will be included in the study if they received their initial surgery between 6/1/2007 and 6/1/2013. Follow up information will be included on all subjects up until 6/1/2014. Healthy controls will be matched to cases and included in the study. Healthy controls will be found using the same date range as cases.]

4.2 Subject Selection

Include details as to how subjects will be identified for this particular study and by whom. If your study includes both cases and controls the identification process for each group should be specified. 

4.3 Data Sources

Describe where data will be found For example: The electronic medical record (EMR) may be used in order to identify participants who match study defined demographic criteria. If data from existing research is being used in your specific protocol include those details here along with the protocol number for reference and evaluation by the IRB.
Potential sources of data and specimens could include paper medical records, EMR systems such as EPIC, Sunrise, EMTRAC, etc., stored specimens from the pathology department, or use of Penn Medicine’s clinical data warehouse (Penn Data Store (PDS)) or Penn Medicine’s research data warehouse of genotypic and phenotypic data (PennOmics) in order to render specific data to support research.  
Other self-service tools such as Penn Seek may be used to explore and search unstructured or semi-structured medical documents currently residing in Penn Medicine’s EMRs and diagnostic applications (Radiology, Pathology, Cardiology, Ambulatory, etc.).

If you are unsure which UPHS electronic medical record systems house the data that you need or need help identifying the specific variables that will help you to address your research question, the Penn Data Store has a consult service.  The PDS website on the Penn Medicine Intranet. http://uphsxnet.uphs.upenn.edu/is/pds/ for more information. 
You may also reach out to the UPHS Data Analytics Center (DAC) by email at pds@uphs.upenn.edu***

*** Take advantage of Open Office Hours for the Penn Data Analytics Center (DAC) where you can find out about any questions related to data extraction, requests involving PHI, restricted access populations, automation etc.   

Please contact Yuliya Borovskiy at yuliya.borovskiy@uphs.upenn.edu for more information about open office times and location

4.4 Variable Abstraction   

Include a list of all of the variables that will be abstracted from the medical records and categorize them by the source of the data. If you are going to be using results form existing specimens or samples explain how they will be identified and used. 
To access data from existing electronic repositories you may use the following Data Analytics request form. 

Be sure to specify all Protected Health Information (PHI) you will require in your request. Refer to the following list for guidance click here. 

5 Statistical Plan

Even within a minimal risk study, such as a retrospective chart review, a sound scientific design and analysis plan are required. The statistical plan provides clarity to the reviewers that your study hypothesis may be tested. It is also to the investigator’s advantage to have a clear statistical plan in place to ensure that the study data are collected and coded properly so they may be analyzed quickly and efficiently. 

5.1 Primary and Secondary Endpoints

Your primary and secondary endpoints refer directly to your primary and secondary objectives listed in section 2.0 above. The endpoints serve as the specific documentation of what will be evaluated in this research study. 
5.2 Statistical Methods
Summarize the overall statistical approach to the analysis of the study.  Include how the study primary and secondary endpoints (the objectives listed in section 2) fit into the statistical analysis plan. 
If the study is purely descriptive in nature then simply state the data will be summarized in descriptive measures.

Adjustments for potential confounding variables and ascertainment biases should be addressed within this section. This is especially important in retrospective studies since they are typically more vulnerable to confounding and ascertainment bias.
[Example: Baseline and demographic characteristics will be summarized using descriptive statistics (means, standard deviations for continuous variables such as age and percentages for categorical variables such as race and ethnicity. The primary objective of the study is to determine if there is an association between testosterone hormone replacement therapy and risk of heart attacks. We will use a chi-square test to determine if there is a significant relationship between exposure to testosterone hormones and incidence of heart attacks. We will control for age, race and cardiac history in our model.]
Be clear on primary as well as any applicable secondary analyses. 

5.3 Sample Size and Power
The sample size should be justified based on the study objectives. While this can be difficult, and less robust, in a retrospective chart review there should still be some description of how the sample size was developed. Estimates of the number of cases can be made by conducting literature reviews or looking at availability of specific diagnosis codes of interest. It is possible that the sample size may simply be one of convenience- meaning all of the available cases. In this case simply state it is a sample size of convenience. 
6 Study Administration
6.1 Data Collection and Management 
Describe the system in place for maintaining primary study records (these are known as source documents) and case report forms either in paper format or within an electronic data capture system. List what type of system will be used (paper, excel, RedCap, Access, etc.) and who will have access to this data. Include details about what, if any, identifiers will be collected and how they will be stored.
6.1.1Confidentiality 
A key component of the data collection plan is the confidentiality and security of the data. Include a statement that all data and records generated throughout the course of the study will be kept confidential in alignment with University of Pennsylvania Institutional Policies and the site personnel will be the only ones to have access to the study data and records for the purposes of conducting the study. Keep in mind if a PI leaves the institution and takes the data, or shares the data with an outside colleague, additional HIPAA requirements apply.
Include within this section specific plans as to where data will be stored and how it will be secured. For example all data will be stored on a password protected laptop which is secured by a firewall. Paper copies of data will be limited in nature to only copies of charts which were not available in EPIC. These documents will be stored in a locked filing cabinet, the key to which will remain with the PI and designated CRC.   If you will be using a study data management systems, for example RedCap, describe the process built into the system to protect the confidentiality of the data entered into the system. Describe any audit trail capabilities included in the use of a data management system such as RedCap.
6.1.2Records Retention

For non-FDA regulated studies, summarize the record retention plan applicable to the study (taking into account any applicable Penn Department, Division or Research Center requirements, or applicable funding sponsor requirements.) The following provides further guidance on records retention policies at Penn.
Describe when identifiers will be destroyed- is this after publication and presentation? Once all queries have been resolved and the data has been cleaned? 
6.2 Regulatory and Ethical Considerations

6.2.1 Risk Assessment 

Describe the risks to the subject associated with their data being accessed and included as part of this retrospective chart review. Remember to consider all potential risk including physical, psychological, economic and societal harms that may befall a subject as a result of their data being included in this study. 

All studies have at least some risk, even if it is considered minimal. For chart reviews, the primary risk is that of a confidentiality breach. However, it is also possible in retrospective studies that individuals outside of the study population may be exposed to risk such as reduced insurability options  or stigmatization associated with results from and genetic testing. 
6.2.2 Potential Benefits

Include all of the potential benefits, if any to participating in this research study. Benefits should be broken down into those that are direct benefits to the subjects who participate in this study and indirect benefits to society as a result of the knowledge to be gained. In retrospective chart reviews the most common benefits are indirect in nature. 

6.2.3 Risk-Benefit Assessment

The risk-benefit assessment should include the justification for proceeding with the study based upon the balance between the risks and the benefits. [For example the potential benefits and knowledge to be gained by this study out weigh the potential risks to subjects involved in this research study.]
6.3 Informed Consent/Assent and HIPAA Authorization 

 Describe in this section if informed consent and/or authorization will be obtained or a waiver of informed consent and/or a waiver of HIPAA authorization will be requested. In many cases, a waiver of HIPAA authorization will be appropriate for retrospective chart reviews, and will be requested at the time of IRB submission. The items below reflect the details that much be included in the protocol, if consent is obtained, and the types of waivers of consent and/or authorization which may be granted by the IRB. Please note all criteria must be met in order to waiver consent and/ or authorization. 
6.3.1 Obtaining informed consent

If and when consent is obtained, describe the procedures that will be used to obtain informed consent. Include the following: 
· Who will obtain consent

· Where will consent process will take place

· Describe how the subject’s will privacy be assured

· Include how much time subjects will be given to review the consent. Will this be in clinic only? Will they have time to review the consent form at home?  
· Describe how consent will be documented.

· Describe how site personnel obtaining consent will assure that the subject understands what is being asked of them. Mention how procedures and risk benefits will be described. 

· Any steps that will be taken to avoid coercion 

6.3.2 Waiver of Consent

A waiver of informed consent is the most frequently requested and utilized approach in a retrospective chart review study. In order for an IRB to waive consent the following criteria must be met pursuant to 45 CRF 46.116(d):
· the research involves no more than minimal risk to the subjects;

· the waiver or alteration will not adversely affect the rights and welfare of the subjects;

· the research could not practicably be carried out without the waiver or alteration; and

· whenever appropriate, the subjects will be provided with additional pertinent information after participation.
Typically when a retrospective study is being conducted with a population of individuals who are regularly being seen by the study investigator, it may not be appropriate to waive consent. An example of this would be a study in which a treating physician is reviewing the past medical records of several of his/her clinic patients whom he/she sees regularly. The regular office visits provide a chance for the study investigator to obtain consent therefore a waiver of consent would likely not l be granted. 

6.3.3 Waiver of HIPAA Authorization

Typically in a retrospective chart review there is also a request to waive the requirement to obtain HIPAA authorization. In order for an IRB to waive the HIPAA authorization requirement the following criteria must be met pursuant to 45 CFR 164.512(i)(1)(i)
· The use or disclosure of protected health information involves no more than a minimal risk to the privacy of individuals, based on, at least, the presence of the following elements: 

(1) an adequate plan to protect the identifiers from improper use and disclosure; 

(2) an adequate plan to destroy the identifiers at the earliest opportunity consistent with conduct of the research, unless there is a health or research justification for retaining the identifiers or such retention is otherwise required by law; and 

(3) adequate written assurances that the protected health information will not be reused or disclosed to any other person or entity, except as required by law, for authorized oversight of the research project, or for other research for which the use or disclosure of protected health information would be permitted by this subpart; 

· The research could not practicably be conducted without the waiver or alteration; and 

· The research could not practicably be conducted without access to and use of the protected health information.

7 Study Finances

7.1 Funding Source

This section should describe how the study will be financed, but should not contain specific dollar amounts [for example “This study is financed through a grant from the US National Institute of Health”, or “… a grant from the American Heart Association”, etc.] This section can be removed if it is not applicable to the study.
7.2 Conflict of Interest

All University of Pennsylvania Investigators will follow the University of Pennsylvania Policy on Conflicts of Interest Related to Research: click here 
8 Study Reportable Events
8.1 Reportable Events 

In this section describe how you will monitor for reportable events in the study. The most common type of reportable event to occur in a study involving retrospective use of data is a breach of confidentiality. For example a flash drive containing subject identifying data may be lost. This loss of confidential research subject data would need to be reported to the IRB as it poses a risk to subjects who participated in the study. Potential breaches of confidentiality involving protected health information must also be reported to the applicable HIPAA privacy officer. 
9 Publication Plan

In this section describe the plan for study related publications and presentations. If this is a multi-site study or the Penn investigator will not have full access to the data set include that information here in the context of how it will impact the publication and presentation plans. 
10 References

This is the bibliography section for any information cited in the protocol.  It should be organized as any standard bibliography. If a grant application is included in your submission, you may refer to its references section. 
1. Author, Title of work, periodical and associated information.

2. Author, Title of work, periodical and associated information.
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