Form 5-R
Request for Re-approval

YALE UNIVERSITY SCHOOL OF MEDICINE
HUMAN INVESTIGATION COMMITTEE
Request to Reapprove a Research Study Involving Human Subjects

Form 5-R
47 College Street, Suite 204
P.O. Box 208010 Telephone: 203/785-4688
New Haven, Connecticut 06520-8010 Fax: 203/785-2847

Request for Re-Approval of a Protocol
For Research Involving Human Subjects

HIC Protocol Number

Title of Research Project:

Principal Investigator: Yale Academic Appointment:
Select from list

Campus Address:

Campus Phone: | Fax: | Pager: | E-mail:

Protocol Correspondent Name & Address:

Campus Phone: | Fax: | E-mail:

As the Principal Investigator of this research project, | certify the following:

That the information provided in this application is complete and accurate.

That I assume full responsibility for the protection of human subjects and the proper conduct of the
research.

That subject safety is of paramount concern, and every effort is made to protect subjects’ rights and
welfare.

That the research is performed according to ethical principles and in compliance with all federal, state
and local laws, as well as Yale University policies regarding the protection of human subjects.

That all members of the research team are kept apprised of the research goals and progress of the study.
That I will obtain continuing approval from the HIC for this research study and obtain approval for any
subsequent revisions prior to initiating any revision of the project.

That I will report to the HIC any unanticipated problems involving risk to participants (including serious
unanticipated adverse events at least possibly related to the protocol) in accordance with HIC policies.
That I have discussed any real or potential protocol-related conflicts of interest with each member of the
research team and have attached a copy of all individual disclosures related to this study with this form.

Signature of PI Date

Signature of Faculty Sponsor (if necessary) Print name of Sponsor Date
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Types of Subjects Involved (Choose all that apply):

[ ] Children [ ] Healthy Controls
[ ] Decisionally impaired [ ] Non-English Speaking
[ ] Economically Disadvantaged [ ] Employees
[_] Females of childbearing potential [ ] Pregnant women
[ ] Fetal material, placenta, or dead fetus [ ] Prisoners
[ ] Students

Funding Source: Please indicate the funding source(s) for this study. Check all boxes that apply:

Pl Title of Grant Name of Funding Funding Funding
Source Mechanism
|| Department || |Grant#
[ ] Federal [ ]Contract#
[ ] Other
External
|| Department || |Grant#
[ ] Federal [ ]Contract#
[ ] Other
External
1) Is this study required to be publicly registered? Yes[ ] No[ |
a. If Yes, with what registry?
i. Clinical Trials.gov registry. [ ]
ii. Other
b. If registered, is the registry listing included as a recruitment method under the
recruitment procedures section of the HIC application? Yes [ | No[ ]
2) Will this research study require the rendering of clinical care services to human subjects that may be
billable to the subject, the sponsor or other third party payer?
Yes[ ] No[ ] If you answered "yes", please register this study in the IDX/GE system at
http://www.yalemedicalgroup.org/comply/alert/formtrain/NewStudyRequest.pdf
3) Will this research project involve the use of controlled substances in human subjects?

Yes[ ] No[]

For controlled substance listings see http://www.deadiversion.usdoj.gov/schedules/schedules.htm

If yes, is the use of the controlled substance considered (check one):

[] Therapeutic. The use of the controlled substance, within the context of the research, has the
potential to benefit the research participant.

[ ] Non Therapeutic. Note, the use of a controlled substance in a non therapeutic research study
involving human subjects may require that the investigator obtain a Laboratory Research License.
Examples include controlled substances used for basic imaging, observation or biochemical studies
or other non-therapeutic purposes. For more information see http://www.yale.edu/oehs/consub.htm#
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4) Area of Research: (Check all that apply) Note that these are overlapping definitions and more than
one category may apply to your research protocol. Definitions for the following can be found in the
instructions.

[ ]Clinical Research : Patient Oriented [ ]Clinical Research : Outcomes
[IClinical Research : Epidemiological and Behavioral and Health Services

[ |Translational Research #1 (“Bench-to-Bedside”) [ JInterdisciplinary Research

[ |Translational Research #2 (“Bedside-to-Community”) [ ]Community Based Research

5) Location[s] of the study: Please identify the hospital, in-patient or outpatient facility, school or
other agency that will serve as the location of the research. Choose all that apply:

[ JAPT Foundation, Inc. [ ] PET Center

[ ] Connecticut Mental Health Center [ ] Yale Cancer Center

(] Department of Veterans Affairs, West Haven [] Yale-New Haven Hospital

[] Haskins Laboratories [] Church Street Research Unit (CSRU)
[] John B. Pierce Laboratory, Inc. [] Hospital Research Unit (HRU)

[ ] Magnetic Resonance Research Center (MR-TAC) [ ] Keck Laboratories
[] Other locations, Specify:

Current Research Team Members, Their Affiliation and COI Status:

Does the Principal Investigator or any member of the research team or his/her family have any real or
potential financial or non-financial conflict of interest with the funding source(s) of this protocol, its
competitors or the manufacturer of any drug or device being tested in this protocol?

Name Protocol-Related | Affiliation

COl?
Principal
Investigator [ ]Yes [ |No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
Select Role

[ ]Yes [ ]No
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1. When was this HIC application first approved?
2. When was approval for this HIC application last renewed?
3. What is the purpose of this research project?

4. For studies that are exclusively retrospective Medical Record Reviews:
a. How many records have been reviewed since the last approval/reapproval?
b. How many records have been reviewed since the beginning of the study?
c. Are records still being reviewed? Yes[ ] No[ ]
d. Has the use and/or distribution of protected health information been consistent with
the use and distribution noted in the current HIPAA Research Authorization form that
was reviewed and acknowledged by the HIC and/or the HIPAA Waiver that was
approved by the HIC? Yes[ | No [ ] If no, attach two copies of an appropriately
revised Research Authorization Form and/or HIPAA Waiver Request and explain why
the use and/or distribution differs from the original plan.

5. Give asummary of the research plan, assessment of the risk to subjects, and the progress of
the study to date. If this study operates under an IND and the principal investigator serves as the
sponsor-investigator, attach a copy of the most recent annual IND report submitted to the FDA.
The IND annual report may suffice as the summary provided that the annual report summarizes
the research plan, assesses risk to subjects, and addresses the progress of the study to date.

5a. Publications: Please list any publications (published or in press) derived from this study

5b. Dissemination: Please list any informal dissemination of results that have been conducted or
are planned beyond the published peer-reviewed scientific literature process. (e.g., newsletters,
presentations at professional meetings, universities, or in community settings)

6. How many different classes of subjects (e.g., cases vs. controls) are being recruited into the
study? If applicable, refine the responses below by specifying the number enrolled by
category of subject, study arm or study phase.

a. What is the targeted enrollment (humber needed to complete the research) for this
protocol?
b. How many subjects have signed consent since the last HIC review?
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C. How many subjects, who consented to participate, were subsequently excluded from
the study since the last HIC review?
Indicate number of:
Subjects found to be ineligible:
Non-Compliant Subjects:

Other:
d. How many subjects voluntarily withdrew since the last HIC review?
e. How many subjects completed the study, including all research interventions and

follow-up since the last HIC review?

f. In the chart below, enter the total number of all subjects enrolled to date (signed
consent to participate) in each category from the beginning of the study. If there are
different classes of subjects (e.g., cases vs. controls), specify the quantities for each
class by using the chart template located at the end of this form and attaching the
additional pages as necessary.

Please indicate how many additional charts you are including:

Indicate Subject Class

American i Black, Not Hispanic [ White, Not of [ Native Other

Indian or of Hispanic | or Latino [ Hispanic Hawaiian | or

Alaskan or other Unknown
Pacific

Islander

g. Does this protocol enroll study participants from the City of New Haven?
Yes[_] No[_] (see Form 5R instructions if any inquiries regarding this question)

7. Please characterize the status of the study by checking each item that is applicable:
a. Are subjects still being enrolled? Yes[_] No[ ]
If no, what is the date enrollment stopped?

b. Have all subjects completed all research interventions (e.g., drug regimens,
questionnaires, cognitive therapy sessions, etc.) Yes[ ] No[ ]

C. Is long term follow-up of the subjects in progress? Yes[ | No[ |
If yes, please explain what the follow-up consists of

d. Is the study in data analysis ONLY? Yes[ | No[ ]
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e. Other (Please specify):

8. Has enrollment progressed as planned? Yes[ | No[ |
If no, please explain why and whether this will impact the ability to complete this study.

9. Is achange to the number of subjects to be enrolled requested? Yes[ ] No[ ]
If yes, attach amendment request form with rationale.

10. Is an extension to the expected duration of the study requested? Yes[ | No[ ]
If yes, attach amendment request form with rationale.

11. Serious and Unanticipated Adverse Events. Please account for only those events that are
possibly, probably, or definitely related to the study.

a. In the past year, how many serious and unanticipated adverse events have occurred
at Yale?

b. If the Yale Principal Investigator is the study chair for a multi-center study, how
many serious and unanticipated adverse events have occurred at all participating
sites?

c. Were each of these events reported to the HIC and other organizations as
appropriate? Are there any updates to previously reported adverse events that should
be reported to the HIC?

12. Unanticipated Problems: Example of unanticipated problem include breach of, or the
potential for breach, of confidentiality due to loss of laptop, CD or study files.
a. In the past year, how many unanticipated problems have occurred at Yale?
b. Ifthe Yale Principal Investigator is the study chair for a multi-center study, how
many unanticipated problems have occurred at all participating sites?

13. Is the frequency and/or magnitude of expected side effects different from what was
anticipated? Yes[ ] No[ ] If yes, please explain:

14. Has the protocol been amended or modified since the last approval/reapproval?
Yes| ] No[ | Ifyes, state dates and purpose of amendment (e.g., August 200X, dose
modification; September 200X, new investigator added). Attach a version of the HIC
application that incorporates all amendments.

15. Have there been any complaints from subjects relating to the study? Yes[ ] No[ ]
If yes, describe the complaint(s) and resolution.

16. Since the last HIC review has anything occurred which may have altered the risk/benefit
relationship? Yes[_] No[_] Ifyes, explain

17. Please specify any reports of studies done elsewhere which might have implications, either
positive or negative, for your research. If applicable, include any significant marketing
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developments, such as approval of marketing in any country or withdrawal or suspension
from marketing in any country. Attach copies of relevant publications.

18. Is this study monitored by a Data and Safety Monitoring Board (DSMB) or a Data and
Safety Monitoring Committee (DSMC)? (Do Not Include Site Monitoring Visits by
Sponsors or their CRO's.) Yes[_] No[_| If yes, attach the most recent summary report or
any recommendations that may have been issued by the DSMB or DSMC during the last
year.

19. Was this study audited during this last year? Yes[ | No[ | If yes, by whom?
FDA:
External Sponsor: [ ]
Cooperative Group: [ ]
HIC Compliance []
Other: (Specify)

Attach a copy of the monitoring or auditing report(s) that identifies a major protocol deviation
or violation or other issue concerning the rights and/or safety and welfare of research subjects
(Do not include reports generated by the HIC Compliance Section).

20. Have the methods and procedures used to safeguard the confidentiality of subjects and
their data as outlined in the approved protocol been adhered to? Yes| ] No[ ] Ifno,
please explain the mechanisms that will be implemented to ensure the proper use and
continued protection of these data?

21. Data Security. Investigators are reminded that subject identifiers and the means to link
subject names and codes with research data should not be stored on unencrypted moveable
media, (e.g., laptops, compact discs, jump drives, thumb drives). Identifiers and code keys
must be stored in a secure manner, e.g., Yale network servers. If identifiers are stored on
moveable media then investigators must use encryption methods to protect access to these
files or other methods as appropriate for the types of information stored on these devices.

Does the investigator wish to amend the mechanisms in place to further secure the research
data (e.g. moving data to a secure Yale network, further password protections or use of
encryption services)? Yes[ ] No[ ] If yes, attach an amendment request form which
describes changes in the confidentiality and data security plan .

22. Plans for retaining or destroying research data. Researchers are reminded that subject
permission must be obtained to retain personally identifiable research data for future
research purposes. Researchers are also reminded that deleting data or reformatting disks is
not sufficient for removing personally identifiable information or data. Zeroing, degaussing
or other method must be used to remove these types of identifiers or data. See Disposal of
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Media Containing Confidential or Protected Health Information under Procedure 1609:
Medial Controls found at http://mire.med.yale.edu/hipaapolicies/

What are the plans for retaining or destroying the research data after the study is complete?

23. Does this study have Certificate of Confidentiality? Yes[ | No[ ] If yes, what is the
expiration date of the Certificate? (MM/DD/YY)

24. For studies that involve or include a repository for biological specimens and/or data:
a. How many specimens and/or individual data sets have been collected since the
beginning of the study?
b. How many specimens and/or individual data sets have been collected since the last
reapproval?
c. Are specimens and/or individual data sets still being collected? Yes[ | No [ ]

FOR HIC USE ONLY

Approval Renewed by the HIC on:

By:

Valid From:

Valid Through:
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American
Indian or
Alaskan
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Hispanic [ White, Not of f Native Other
or Latino J| Hispanic Hawaiian | or
or other Unknown
Pacific
Islander




