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                                   Queen’s Medical Center                             
General Prospective Protocol Guidelines
Note:  There are no specific length recommendations/requirements for a protocol other than to use as much detail as possible in your writing. Your audience is the Research and Institutional Review Committee and must be understood by non-scientific members.  

 Study Title

Principal Investigator(s) 


Address and phone number(s)

Co-investigator(s)  

Address and phone number(s)

Other study personnel (e.g. biostatistician, data entry, and clinical study nurse personnel) 

Sponsor 


Address and phone number(s)

Table of Contents (if >10 pages)
List of Abbreviations

A list of abbreviations used in the protocol.

Summary/Abstract   (if >10 pages)

Provide a summary of proposed research in lay/non-technical language in 1-2 pages:


Study Title



Objectives



Design and Outcome

· brief description of study design 

· schedule and type of evaluations/interventions performed for study

· duration of study

· use overview diagram if applicable (complex diagrams to be includes in Study Design)

Sample Size and Population

1. Specific Aims/Objectives/Purpose  
Give detailed description of objectives and purpose of study.  This may include primary and secondary objectives

2. Background and Rationale 
· Provide background information through review of literature.   
· Explain the investigational product (if one is being used)

· Summarize prior research (non-clinical that could have clinical significance, and clinical data that is relevant to study).  Include animal and/or human studies.

· Described known and potential risks and benefits to human subjects

· For investigational product, describe and justify the route of administration, dosage, dosage regimen, and treatment period(s).
· Identify the gaps in knowledge about your topic, and explain how your study will fill a gap in the current understanding of your topic.  
· Describe population
· Provide enough detail to allow someone who is not an expert in the field to understand the context of the research and study design.
· Include reference citations as appropriate
· Include a statement that the study will be conducted in compliance with protocol, Good Clinical Practices standards, associated Federal regulations, and all applicable QMC research requirements.  Example language:

“This study will be conducted in compliance with the protocol approved by the Research and Institutional Review Committee, and according to Good Clinical Practice standards, applicable federal regulations, and QMC research institutional policies and procedures.”

3.  Study Design
Overall Study Design and Methods 

· Describe general design/type of study (e.g. phase, randomized, double-blind, parallel group, etc.)
· Include a schematic diagram of study design, procedures, and stages

· State the total number of subjects expected to participate from each site with sample size justification.

· Explain randomization method, maintenance of randomization/blinding codes, and procedure for breaking codes.

· Explain expected duration of subject participation

· Describe study treatment with dosage and dosage regimen of investigational product

· Describe dosage form, packaging and labeling of investigational product

· Summary description of sequence and duration of study periods, including follow-up

· Explain accountability procedures for investigational products including placebos and comparators, if any

Describe primary endpoint and secondary endpoints, if any, to be analyzed in the study (could be safety or efficacy)

     for example;
                                                 .   Randomization                                                              
                                                          /      \                                                                     
                                 Treatment Arm 1      Treatment Arm 2
                                              ASA                 Placebo                                               
                                                      |            |                                            
                               Two treatments per day until all used or discharged           

                                                                  |                                      
                                                          Endpoint 1 
                                            At discharge or all tablets used   
                                                                  |                                      
                                                          Endpoint 2 
                                    Follow-up 2 months after discharge
4.  Eligibility Criteria
A. Inclusion criteria

· It is best to create a numbered or bulleted list of criteria subject must met to be eligible for study enrollment.  Generally include items such as “subjects are capable of giving informed consent”, or if appropriate, “have an acceptable surrogate capable of giving consent on subject’s behalf”

· Demographic characteristics (gender, age, medical condition requirements)
· Required lab results, diagnostic methods, classification, measured within a specified time range

· Prior treatment, if any

· Ability to understand study procedures and compliance 

· Reproductive capability and/or required contraception.  If yes, include details of allowable contraception

B. Exclusion criteria 

· Health status or conditions

· Lab/diagnostic results measured within a specified time range

· Pregnancy, lactation or plans to become pregnant.  Specify methods of assessing current status

· Use of drugs, interventions, devices, etc, within a time range

· Allergy/sensitivity

· Inability or unwillingness to give written informed consent 

Include justification for involving as research subjects any persons with limited capacity to consent or members of vulnerable social groups, and a description of special measure to minimize risks and discomforts to such subjects
5.  Recruitment /Enrollment
· Describe how subjects will be recruited for the study.  Please note that attending physician permission must be obtained first, before approaching a patient for participation in study.
· Explain what information will be disseminated to subjects (handouts, brochures) and what advertising is planned.

· Include samples of such information as an attachment

· List any screening requirements such as lab or diagnostic testing to meet any eligibility criteria

· Explain how informed consent /assent will be obtained and how the process will be structured without any element of coercion or undue influence.
· List who is/are authorized to obtain consent/assent.
· If not all subjects will have the capacity to give informed consent, describe how capacity will be assessed and by whom.

· Subject withdrawal criteria

· Describe when and how subjects may be withdrawn from study  

· i.e. safety reasons, failure of subject to follow directions of the investigator, subject withdraws, disease progression, etc.

· If immediate termination of study could affect subject safety, describe the procedures to transition subject and any follow-up for subjects
6.   Study Procedures
· Describe all the procedures, tests,  and treatments required at each visit, broken down by visit.  Make sure the time sequence of events is clear.  This may need to be broken down by Screening, Treatment, Follow-up sections.  State when each will be done, length of time for each test/procedures.  Explain who, what, where, why, when, and how.

· Include a Schedule of Events flowchart/table that describes the activities and procedures to be followed at each visit.

· Describe the treatments to be administered, including name(s) of all products, dose, dosing schedule, route/mode of administration and treatment periods, including follow-up periods, for each group/arm of the study.

· Describe medications/treatment permitted (including rescue medications) and those not permitted/contraindicated before and/or during the study

· Plans and justification for withdrawing or withholding standard treatment in the source of research, including any resulting risks to subjects.

· Describe the data and types of data collection instruments that will be used.  List the specific data fields to be collected.  Attach a copy of the data collection form(s)
· Describe all study instruments (questionnaire, survey, scales, etc) to be used and include information regarding validity and reliability.

· Clearly identify procedures that are performed specifically for research purposes (including “extra” routine tests) and procedures that would occur regarless of research (standard of care).

· Describe procedures for monitoring subject compliance.

· For procedures requiring specialized training, state who will perform the procedures and how training, if appropriate, will be accomplished.
· Describe the sources of data (patient charts, databases, etc.) and the number of records that you will require.  Explain who will do the records review, and if a non-Care*Link database will be used, state whether you have obtained written approval from the Data Guardian of the respective database.  The approval or agreement letter should be included.  

· If know, describe what hardware and software will be used.
· Explain precautionary steps taken to assure data security

7.  Drug Supply, Packaging, Labeling and Storage (if appropriate)
      Describe how the study drugs are obtained, bottled, packaged, and stored until used.

For example: ASA and placebo tablets will be made and donated by The Queen’s Medical Center pharmacy.  Tablets will appear identical in size, shape, and color.  90mg tablets of generic ASA and sugar tablets will be made using standardized pharmacological formulations. 20 tablets will be put into a bottle with a numbered label describing its purpose. Tablet bottles will be assigned a random number representing the sequence in which they should be dispensed.  All study personnel will know the treatment group decode, but the patient will remain blinded.  Tablet bottles will be stored in The Queen’s Medical Center pharmacy until dispensed, and then the bottle of tablets will be kept with the patients other medications until all tablets have been used or the patient is discharged, at which time any remaining tablets will be disposed of according to hospital policy
 8.  Statistical Methods  
It is highly recommended that you consult with a biostatistician for this section.
A.  Power/Sample Size Considerations

· Provide details of the sample size calculation (assumptions, power level, alpha level, etc.). 

B.  Statistical Analysis Plan

· Describe the statistical methods to be used for addressing each specific aim (e.g. descriptive statistics will be produced, chi-square test will be used for comparing proportions, and t-test for comparing means). 
· Include timing of any planned interim analysis (ses)

· If not already done so earlier, explain the number of subjects to be enrolled with reason for sample size including calculations of power for study and clinical justification.

· Explain level of significance to be used.

· Describe criteria for termination of study

· Describe procedure for accounting for missing, unused, and spurious data.

· Describe procedure for reporting any deviation(s) from original statistical plan

· Describe the selection of subjects to be included in the analyses (e.g. all randomized subjects, all dosed subjects, all eligible subjects, evaluate-able subjects, etc)

· State who has access to data and how confidentiality will be protected

· Describe how results will be reported (aggregate, anonymously, coded, etc)

· List the computer software that will be used for the analysis.

9.  Risks/Benefit Assessment
· State the risk category the research presents.  A risk is a potential harm associated with the research that a  reasonable person would likely consider injurious.   

· Minimal Risk:  meaning that the probability and magnitude of harm or discomfort anticipated in the research are not greater than those ordinarily encountered in daily life or during the performance of routine physical or psychological exams or tests.  

· Greater than Minimal Risk

· Describe known and foreseen risks and assess likelihood and seriousness.  Risks are not only physical, but can be psychological, sociological, economic, or legal.  Describe provisions for dealing with complications.
· Describe procedures for protecting against or minimizing 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.
· Describe potential benefits and importance to the subjects. 
If there are no anticipated benefits, this should be stated.

· Describe alternatives to participation or courses of action which are available should the subject decide not to participate.
· For research carrying more than minimal risk of physical injury, provide details of plans, including insurance coverage, to provide treatment for such injury, including the funding of treatment, and to provide compensation for research-related disability or death.
· Describe and justify any costs that subject will expect as a result of participation.  Usually, subjects should not be expected to pay for research-related costs.  Describe any compensation.
10.   Safety and Adverse Events
A.  Adverse Event (AE) Reporting:

· Explain procedures for eliciting reports of and recording and reporting adverse events.

Adverse events anticipated in this  study include [describe adverse events]. Adverse events will be monitored by [describe types and frequencies of tests, etc., that will be used to monitor for adverse events (e.g. vital signs, physical exams, lab tests, etc.)]. If an adverse event occurs, [describe your plan to report adverse events such as the following].

“Research staff will report such to the Investigator who will then advise the RIRC, and the NIH and/or sponsor as indicated [you need to identify your sponsor or others who you will report adverse events to]. Unanticipated non-serious adverse events will be reported within 30 days and serious adverse events will be reported within 3-5 days.  Deaths will be reported within 24 hours of notification. “ 
· Adverse Event Follow-up
Explain type and duration of follow-up of subjects after adverse events.

B.   Data and Safety Monitoring
· Summarize safety concerns and describe the methods to monitor research subjects and their data, and adverse events to ensure subjects’ safety.  Include who will monitor the data and frequency of monitoring.  If Data Safety Monitoring Board will be used, see below.
Data Safety Monitoring Board 

 (typically this is a group of professionals (and at least one biostatistician) independent of the study, experienced in clinical care and/or clinical research, that meet to provide additional safety oversight to a study.)
· List the members and  their roles

· How often the DSMB will meet, and by what method (by phone, face-to-face, web-assisted, etc)

· Type of safety information to be analyzed

· How the safety data will be supplied to the DSMB

· Summary of number and type of interim analyses the DSMB will conduct, and who will conduct the actual analyses.  Include plans to keep any unblended data to DSMB analysis confidential.

· How the DSMB will record the summary of meetings

· How the DSMB will report it’s findings and/or recommendations and to whom

11.  Data Handling and Record Keeping  
A.  Confidentiality and Data Security

“Information about study subjects will be kept confidential and managed according to the requirements of the Health Insurance Portability and Accountability Act of 1996 (HIPAA).  Those regulations require a signed subject authorization informing the subject of the following: 

i. What protected health information (PHI) will be collected from subjects in this study

ii. Who will have access to that information and why

iii. Who will use or disclose that information

iv. The rights of a research subject to revoke their authorization for use of their PHI. 

In the event that a subject revokes authorization to collect or use PHI, the investigator, by regulation, retains the ability to use all information collected prior to the revocation of subject authorization.  For subjects that have revoked authorization to collect or use PHI, attempts should be made to obtain permission to collect at least vital status (i.e. that the subject is alive) at the end of their scheduled study period.”

· Describe plans for protecting confidentiality of personal data, and respecting the privacy of subjects, including precautions that are in place to prevent disclosure of results of a subject’s sensitive results.

· Describe how and where data will be organized, managed, and stored.

· Describe security measures to protect data (hard copies and soft copies) from loss or inappropriate use.  Pay special attention to portable devices.  Remember that all portable devices must be fully encrypted, and any database must have encryption.

· Provide information about how the code, if any, for subjects’ identity is established, where kept, and when, how and by whom it can be broken in event of emergency.

· If highly sensitive information is to be gathered, such as information that would put the subject at risk of criminal or civil liability, explain plans to obtain a Certificate of Confidentiality (and provide upon receipt), or explain why you will not request one.
Please keep the following required security measures in mind when developing the protocol:

· Emailing de-identified PHI is ok (however, ALL of the 18 PHI identifiers must be removed)

· PHI is only allowed under these conditions:

1) Storing PHI on an authorized encrypted thumb drive. (purchase through QMC – current type is the Kingston)  Thumb drive can be viewed on a personal computer, however no downloading onto personal computer.  

2) Storage is allowed on QMC owned computer/laptop.   

· PHI is not allowed under these conditions:

1) May not download unless it is on a secured QMC computer.

2) Cannot save to auto-login computers.

3) Not allowed to take printed PHI out of the QMC campus (preferable not out of office)

4) No storing PHI on personal cloud storage (dropbox, onedrive, googledrive, USB synced to cloud storage drive, etc.) 

5) No emailing PHI to non-QMC email.

· If PHI must be shared outside of QMC, a Data Use Agreement or a BAA must be executed as part of the RIRC approval process

*Even if the PHI belongs to the provider’s patient, the provider is not allowed to use their patient’s information for research without getting RIRC approval from the Research Regulatory Office because it is not for TPO (HIPAA –covered treatment, payment or healthcare operations).

The following partially fulfills the above requirements:

“Hard copies of clinical information and data will always be kept in a secured place at the Queen’s Medical Center or in our research office, and only study team members will be able to access them on an as-needed basis. Key personnel may not alter the data in any database without specific cause and approval of the Investigator. Study databases will be password protected and maintained only on QMC desktop or password protected Shared Drive folders assessable only to study staff.  All portable devices will be fully encrypted. No data will be sent over the internet unless it is completely de-identified. Further measures to ensure data security will adhere to security standards set by the Queen’s Medical Center and the RIRC.” 
“The investigators will ensure that none of the digital image files will display any of the PHI in the final presentation/publication.   QMC  Imaging File Foom Manager(691-4212) will be contacted to anonymize the embedded PHI in the original imaging files, before submitting for peer-review or publication.”
B.  Record Retention

· It is the investigator’s responsibility to retain study essential documents for at least 3 years after the last approval of a marketing application in their country and until there are no pending or contemplated marketing applications in their country or at least 3 years have elapsed since the formal discontinuation of clinical development of the investigational product.  These documents should be retained for a longer period if required by an agreement with the sponsor.  In such an instance, it is the responsibility of the sponsor to inform the investigator/institution as to when these documents no longer need to be retained. 

· Describe how long and where records will be kept.  It is the Principal Investigator’s responsibility to maintain all study data in a readable form.  If the Investigator leaves Queen’s, or Hawaii, s/he must make arrangements to store the data with the Research Planning and Development office.

C.  Direct Access to Source Data/Documentation

· Specify in the protocol or other written agreement that the investigator(s) will permit study-related monitoring, audits, RIRC review, and regulatory inspection(s)/audit(s) by providing direct access to all study related data/documents (e.g. source documents, regulatory documents, data collection instruments, study data, etc.)

12.  Ethical Considerations

Describe the ethical considerations relating to this study.  The following language is an example:

“This study will be conducted according to US and international standards of Good Clinical Practice, applicable government regulations and institutional research policies and procedures.

This protocol and any amendments will be submitted to The Queen’s Medical Center Research and Institutional Review Committee (RIRC) for formal approval to conduct the study.  The decision of the RIRC concerning the conduct of the study will be made in writing to the investigator and a copy of this decision will be provided to the sponsor before commencement of this study.

All subjects for this study will be provided an informed consent form describing this study and providing sufficient information for subjects to make an informed decision about their participation in this study.  This consent form will be submitted with the protocol for review and approval by the RIRC for the study.  The formal consent of a subject, using the RIRC-approved consent form, must be obtained before that subject has any study procedure.  This consent form must be signed by the subject or legally acceptable surrogate, and the investigator-designated research professional obtaining consent.”  

13.  Study Finances

· Insert financing and insurance statement if not addressed in a separate agreement.  

· Who will be responsible for paying for research related costs? 

· Who will be responsible for paying for injuries in case of accident?

· Describe any subject stipend or payment.
· Explain any conflict of interest with this study (patent ownership, royalties or financial gain)
14.  Publication and Presentation Plans

List any meetings or conferences where you plan to present the results. List any journals you plan to submit to for possible publication.
15.  Timeline  

Write a short paragraph stating when you expect to complete the study.  Include certain milestones (e.g. subjects identified within 1 month, data collection completed within six months, analysis will be completed within one month after data collection ends, publication 2 months thereafter, completing the study by June 2007). You may wish to refer to Appendix A.

16.  References

This is the bibliography section for any information cited in the protocol.  

Attachments and Appendices
A. Study Calendar – List all visits (screening, treatment, endpoint, and follow-up) and the procedures to be done if not already included in the protocol
	    Procedure
	Screening
	Day 1 
	  Each  Day of 

  Stay 
	 Discharge 
	2 Month Follow-up

	Informed Consent
	       X
	
	
	
	

	Medical History
	       X
	
	
	
	

	Randomization
	
	       X
	
	
	

	Physical Exam
	       X
	       X
	    X
	       X
	       X

	Vital Signs
	       X
	       X
	    X
	       X
	

	Hematology 
	
	       X
	
	
	

	Urinalysis
	
	       X
	
	
	

	Chemistry
	
	       X
	
	
	

	12-Lead ECG
	       X
	       X
	    X
	       X
	


B. Budget Page - Brief description of fees (i.e. chart archives fee may be imposed @ $3 per chart, researcher hourly fee @ $10 per hour, etc.)  or balance/work sheet
C. Roles of Personnel  - Also specify any privileges that will be needed (i.e. Allied Health Professionals credentialing, Care*Link training and access required) 

D. Data collection Forms and other documents - Data collection tools, forms, or screen prints, surveys, etc. 

E. Data Guardian Approval - Approval from Data Guardian(s), signed agreement letter should be attached.
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