et YALE UNIVERSITY SCHOOL OF MEDICINE
—— HUMAN INVESTIGATION COMMITTEE

£

Application to Involve Human Subjects in Research

Please refer to the HIC website fopépation HIC OFFICE UsSe ONLY
instructions and informatiorequired to

completethis application The Instructionsre | 1 STAMPED-RECEIVED | PROTOCOL NUMBER
available at

http://info.med.yale.edu/hic/forms/index.htm

Submit the original application and two (2)
copies of all materials including relevant
sectios of the grant which funds this projec
(if applicable) to the HIC.

SECTION |: ADMINISTRATIVE |NFORMATION

Title of Research Project:

Principal Investigator: Yale Academic Appointment:

Campus Address:

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

Protocol Correspondent Name & Addresdif different than PI):

Campus Phone: | Fax: | E-mail:
Faculty Advisor:(required if Pl is a student, Yale Academic Appointment:
residentfellow or other trainee [ 1NA

Campus Address:

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

SECTION |l: GENERAL |NFORMATION

1. Performing Organizations: Identify the hospital, Hpatient or outpatient facility, school or
other agncy that will serve as the location of the reseafioose all that apply

a. Internal Location[s] of the Study:
[] Magnetic Resonance Research Center [ ] PET Center

(MR-TAC) [] YCCI/Church Steet Research Unit (CSRU)
[] Yale Cancer Center [] YCCI/Hospital Research Unit (HRU)
[] YaleNew Haven Hospital [ ] YCCI/Keck Laboratories

[ ] Speify Other Yale Location:
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b. External Location[s]:

[ ] APT Foundation, Inc. [ ] Haskins Laboratories

[ ] Connecticut Mental Health Center [ John B. Pierce Laboratory, Inc.
[ ] Veterans Affairs Hospital, West Hen [] Other Locations, Specify:
c. Additional Required Documents(check all that apply) L1 N/A
[]*YCCI-Scientific and Safety Committee (YGGSISC) Approval Date:
[ |*Pediatric Protocol RevieW€@ommittee (PPRC) Approval Date:
[ ]*YCC Protocol Review Committee (YRERC) Approval Date:
[ ]*Dept. of Veterans Affairs, West Haven VA HSS Approval Date:
[ *Radioactive Drug Research Committee (RDRC) Approval Date:
[ ] YNHH-Radiation Safety Committee (YNHRSC) Approval Date:
[ ] Magnetic Resonance Research Center PRC (MRRC) Approval Date:
[ ] YSM/YNHH Cancer Data Repository (CaDR) Approval Date:

[ ] Dept. of Lab Medicine request for services or specimens form
*Approval from these committees is required before final HIC approval is granted. See instructions
for documents required for initial submission and approval of the protocol.

2. Probable Duration of Project: State the expected duration of the project, including all
follow-up and data analysis activities.

3. Targeted Enrollment: What is the number of subjects

a. targeted for enrollment at Yale for this protoctlthis is a multisite stidy, what is the total
number of subjects targeted across all sites?

b. expected to sign the consent form?

c. expected to complete some or all interventions for this protocol?

4. Research Type/Phase: (Check all that apply)
a. Study Type
[ ] Single Center Study
[] Multi-Center Study
Does the Yale PI serve as the PI of the nsité study? Yes§ | No[ ]
[ ] Coordinating Center/Data Management

[ ] Other:

b.Study Phase [ N/A
[ ] Pilot [ ]Phasel [ ]Phasell [ ]Phaselll [ ]Phase IV
[ ] Other Specify)

c. Area of Research: (Check all thaapply) 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 section 4c:

[] Clinical Research: Patie@riented [] Clinical Research: Outcomes and
[ ] Clinical Research: Epidemiologic and Behavioral Health Services
[] Translational Research #1 (OBetzBedsideO) [ ] Interdisciplinary Research

[ ] Translational Research #2 (OBed$@€ommunity®) [ ] CommunityBased Research
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5. Is this study required to be registered in a public database? yes No[ ]
If yes, where is it registered?
Clinical Trials.gov registry |
Other Specify)

6. Will this research study require the rendering of clinical care services to human subjects that may be
billable to the subject, the sponsor or ottherd party payer?

Yes[ ] No[ ] If you answered OyesOuy mustregister thé study in the IDX/GE.
SECTION |l |: FUNDING, RESEARCH TEAM AND T RAINING
1. Funding Source:Indicate the funding source(s) for this study. Checkales that apply.
Pl Title of Grant Name ofFunding Source Funding Funding Mechanism
L] Internal | [ ]Grant #
[] External | []Contract
L] Internal | [ ]Grant #
[] External | []Contract
L] Internal | [ ]Grant #
[] External | []Contract#

2. Research Team:List all members of the resech team. Indicate under the affiliation column whether
the investigators or study personnel are part of the Yale faculty or staff, or part of the faculty or staff
from a collaborating institution, or are not formally affiliated with any instituthdr. members of
the research team MUST complete Human Subject Protection Training (HSPT) and Health
Insurance Portability and Accountability Act (HIPAA) Training.

Signature *** ProtocolRelated | Affiliation
N
ame col?

Principal
Investigator |:| Yes |:| No
Role:

[]Yes[]No
Role:

[]Yes[]No
Role:

[]Yes[]No
Role:

[]Yes[]No
Role:

[]Yes[]No
Role:

[]Yes[]No

*** My signature here indicates that | have read, am in compliance with, and will continue to be in
compliance with the HICOs Protocebpecific Corflict of Interest policy and the UniversityOs policy on
Conflict of Interest and Conflict of Commitment.
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SECTION |V:
PRINCIPAL INVESTIGATOR /FACULTY ADVISOR/ DEPARTMENT CHAIR
AGREEMENT

As theprincipal investigator of this research project, | certify that:

The information provided in this application is qalete and accurate.

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

Subject safety will be of paramount concern, and every effort will be made to protect subjects
rights and welfare.

The research will be performed according to ethical principles and in compliance with all fede
state and local laws, as well as institutional regulations and policies regarding the protection
human subjects.

All members of the researcbam will be kept apprised of research goals.

| will obtain approval for this research study and any subsequent revisions prior to my initiatir
study or any change and | will obtain continuing approval of this study prior to the expiration
of any approval period.

| will report to the HIC any serious injuries and/or other unanticipated problems involving risk
participants.

I am in compliance with the requirements set byldhesersityand qualify to serve as the
principal investigator of tlsi project or have acquired the appropriate approval from the
DeanQOs Office or Office of the Provost, or the Humaje&tiRrotection Administrator at
Yale-New Haven Hospital.

| will identify a qualified successor should | cease mg s principal investigator and facilitate a
smooth transfer of investigator responsibilities.

Pl Name (PRINT) ad Signature Date

As thefaculty advisor of this research project, | certify that:

The information provided in this application is complete and accurate.

This project has scientific value and merit and that the student or trainee investigator has th
necessary resources to complete the project and achieve the aims.

| will train the student investigator in matters of appropriate research compliance, protectior
human subjects and proper conduct of research.

The research will be performedcording to ethical principles and in compliance with all feder
state and local laws, as well as institutional regulations and policies regarding the protectio
human subjects.

The student investigator will obtain approval for thiseesh study and any subsequent revisio
Prior to initiating the study or revision and will obtain continuing approval prior to the expira
of any approval period.

The student investigator will report to the HIC any serious injuries antifer onanticipated
problems involving risk to participants.

| am in compliance with the requirements set forth bylithiversity and qualify to serve as

the faculty advisor of this project.

Advisor Name (PRINT) and Signature Date
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Department ChairOs Assurance Statement

Do you know of any real or apparenstitutionalconflict of interest (e.g., Yale ownership of a
sponsoring company, patents, licensasociated witlthis researcproject?
[ ] Yes(provide a description of thaiterest in a separate letter addressed to the) HIC.

[ ] No

As Chair, do you have any real or apparent protepekificconflict o interest between yourself and
the sponsoof the research projedy its competitoror any interest in anytervention and/or method
tested inthe projectthat might compromise this reseapioject?

[ lYes andl agree to submihe ProtocotSpecificConflict of Interest Disclosure Form.

[ INo

| assure the HIC thdlhe principalinvestigator an@ll members of theesearch team are qualified by
education, training, licensure and/or experience to assume participetienconduct of this research
trial. 1 also assure that thpeincipalinvestigator hadepartmental support asdfficient resources to
conduct this trial appropriately

ChairName (PRINT) and Signature Date

Department

YNHH Human Subjects Protection Administrator Assurance $atement
Required when the study is conducted solely at YNHH by YNHH health care providers.

As Human Subject Protection Administrator (HSPA) for YNHH, | certify that:

= | have read a copy of the protocol and approve it being conducted at YNHH.

= | agree to sbhmit a ProtocolSpecific Conflict of Interest Disclosure Form if | am aware of any re
or apparent institutional conflict of interest.

= The principal investigator of this study is qualified to serve as P.l. and had the support of the
for this resarch project.

YNHH HSPA Name (PRINT) and Signature Date

al

hospital

Primary Reviewer Authorization to Submit the Protocol to the HIC:

Primary Reviewer Nam@RINT) and Signature Date

For HIC Use Only

Date Approved Human Investigation Committee Signature
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SECTION V: RESEARCH PLAN

. Statement of PurposeState the scientific aim(s) of the study, or the hypotheses to be tested.

. Background: Describe the background information that led to the plan for this project. Provide
references to support the expectation of obtaining useful scientific data.

Research PlanProvide an orderly scientific description of the studyglesind research procedures
as they directly affect the subjects.

. Statistical Considerations:Describe the statistical analyses that support the study design.

SECTION VI: RESEARCH INVOLVING DRUGS, DEVICES, BloLOGICS & PLACEBOS

. Identification of Drug, Device or Biologic:What is (are) theame(s)of the drug(s), device(s) or
biologic(s) being used? Identify whether FDA approval has been granted and for what indication(s).

All protocols which utilize a drug, device or biologiot approved by, buregulated by, the FDA must
provide the following information{_] Not applicable to this research project

i. What is the Investigational New Drug (IND) or Investigational Device Exemption @DEper
assigned by the FDA?

ii. For IDEOs: Did the FDA approve this IDE as a Category A (experimental/investigational) or as a
Category B(nonexperimental/investigational)?

iii. Who holds the IND or IDE?

The clinical investigation of a drug product that is lawfullgrketed in the United States may be
exempt from the requirements for filing an IND. If there is no IND and an exemption is being sought,
complete the following:

i. Is the intention of the investigation to report to the FDA as a well controlled stadpport of a
new indication for use or to be used to support any other significant change in the labeling for the
drug?[] Yes [ ] No

ii. If the drug that is undergoing investigation is lawfully marketed as a presorghilg product, is
the intention of the investigation to support a significant change in the advertising for the product?
[]Yes[]No

iii. Does the investigation involve a route of administration or dosagedewse in populations or
other factor that significantly increases the risks (or decreases the acceptability of the risks)
associated with the use of the drug produdt¥es [ ] No

iv. Will the investigation b conducted in compliance with the requirements for institutional (HIC)
review and with the requirements for informed consent of the FDA regulations (21 CFR Part 50
and 21 CFR Part 56)?] Yes [_] No

v. Will the investigation be conducted in compliance with the requirements regarding promotion and
charging for investigational drugb? Yes [_] No
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. Background Information: Provide a description of previous human use, known risksjlatiad
addressing dosage(s), interval(s), route(s) of administration, and any other factors that might
influence risks. If this is the first time this drug is being administered to humans, include relevant
data on animal models.

. Source: a) Identify the source of the drug, device or biologic to be used.

b) Is the drug or device provided free of charigd?¥es [_] No
If yes, by whom?

. Preparation and Use:Describe the method of preparation, storage, lgtainiformation, and for
parenteral products, method of sterilization and method of testing sterility and pyrogenicity.

. Use of Placebof ] Not applicable to this research project

Provide a justification which addresses the following:

a. Describe the safety and efficacy of other available therapies (if any)

b. State the maximum total length of time a participant may receive placebo while on the study.

c. Address the greatest potential harm that may come to a partici@argsagt of not receiving
effective therapy (immediate or delayed onset.)

d. Describe the procedures that are in place to safeguard participants receiving placebo.

. Use of Controlled Substancs:

Will this research project involve thael of controlled substances in human subjects?
[ ]Yes[ ] No See instructions to viesontrolled substance listings

If yes, is the use of the controlled substance considered:

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

[ 1 Non Therapeutic: Noté¢he use of a controlled substance in a non therapeutic research study
involving human subjects magquire that the investigator obtain a Laboratory Research License.
Examples include controlled substances used for basic imaging, observation or biochemical studies
or other northerapeutic purposeSee Instructions for further information.

. Continuation of Drug Therapy After Study Closure [ ]| Not applicable to this project

Are subjects provided the opportunity to continue to receive the study drug(s) after the study has
ended? | Yes [ ] No

If yes, desdbe the conditions under which continued access to study drug(s) may apply as well as
conditions for termination of such access.
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SeEcTION VII: HUMAN SUBJECTS

1. Recruitment Procedures:How will potential subjects be identified, contacted esatuited?
Attach copies of any recruitment materials that will be used.

[ ] Flyers [] Internet/Web Postings [ ] Radio

[ ] Posters [ ] Mass Email Solicitation [ ] Telephone
[ ] Letter [] Departmental/Center Website [ ] Television
[] Medical Record Review [] Departmental/Center Research Boards | Newspaper
[ ] Departmental/Center Newsletters [ | WebBased Clinical Trial Registries

[] Other (describe): [] Clinicaltrials.gov Registrydo not send materials to HIC)

1.a.Assessment of Current Health ProvideRelationship for HIPAA Consideration:

Does the Investigator or any member of the research team have a direct existing clinical
relationship with any potential subject?

[ ] Yes, all subjects
[ ] Yes, some of the subjects

[ ] No

If yes, describe the nature of this relationship.

. Subject PopulationProvide a detailed description of the targeted involvement of human subjects
for this research project.

. Inclusion/Exclusion Criteria: What are the criteriased todetermine subject inclusion or
exclusion? How will eligibility be determined, and by whom?

3.a. Will email or telephone correspondence be used to screen potential subjects for eligibility
prior to the potential subject coming to the researtibeff[_]| Yes [ ] No

3.b. If yes, will identifiable health information be collected during this screening process and
retained by the research teamPYes [ ] No

. Subject Classifications: Chek off all classifications of subjects that will be invited to enroll in

the research project.Will subjects, who may require additional safeguards or other
considerations, be enrolled in the study? If so, identify the population of subjects requiring spec
safeguards and provide a justification for their involvement.

[] Children [ ] Healthy []Fetal material, placenta, or dead fetus
[ ] Non-English Speaking [ ] Prisoners [ ] Economically disadvantaged persons
[ ] Decisionally Impaired [ ] Employees [] Pregnant women and/or fetuses
[ ] Wards of the state [ ] Students [ IFemaleof childbearing potential

a. Is there a likely possibility that this research proposal will involve children who are wards of
the state as potential subjedisPYes [ ] No (If yes, see Instructions section VII #4 for furthe
information)

. Community Demographics: Does this protocol recruit study participants from the City of New
Haven? | Yes [ ] No
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SecTION VIII: CONSENT/ ASSENTPROCEDURES

1. Consent PersonnelList all members of the resech team who will be obtaining consent/assent.

2. Process of Consent/AssenDescribe the setting and conditions under which consent/assent will
be obtained, including parental permission or surrogate permission and the steps taken to ensure
subjectsdependent decisiemaking.

3. Evaluation of Subject(s) Capacity to Provide Informed Consent/Assentndicate how the
personnel obtaining consent will assess the potential subjectOs ability and capacity to consent to the
research being proposed.

4. Documentation of Consent/AssentSpecify the documents that will be used during the
consent/assent process. Copies of all documents should be appended to the protocol, in the same
format that they will be given to subjects.

5. Non-English Speaking Subjets: Explain provisions in place to ensure comprehension for
research involving nei&nglish speaking subjects. Translated copies of all consent materials must
be submitted for approval prior to use.

6. Waiver of Consent: Will you request either a waivef consent, or a waiver of signed consent, for
this study? If so, please address the following:
[] This section is not applicable to this research project
Waiver of consent: (No consent form from subjects will be obtained.)
Does tle research pose greater than minimal risk to subjedi&2s [ ] No
Will the waiver adversely affect subjectsO rights and welfajeérzs [] No
Why would the research be impracticatdeconduct without the waiver?
Where appropriate, how will pertinent information be returned to, or shared with subjects
at a later date?

aoop

Waiver ofsignedconsent: (Verbal consent from subjects will be obtained.)
[] This sectbn is not applicable to this research project

a. Would the signed consent form be the only record linking the subject and the research?
[]Yes[]No
b. Does a breach of confidentiality constitute the principal risk to s#ijedtYes [ ] No
OR
C. Does the research pose greater than minimal figkPes [_] No AND
d. Does the research include any activities that would require signed consent in a non

research coni@?[ | Yes [ ] No

7. Required HIPAA Authorization: If the research involves the creation, use or disclosure of
protected health information (PHI), separate subject authorization is required under the HIPAA
Privacy Rule. Indiate which of the following forms are being provided:

[ ] Compound Consent and Authorization form

[] HIPAA Research Authorization Form

[] Request for waiver of HIPAA authorization for recruitment

[ ] Request for waiver of HIPAA authorization for the collection and use of PHI
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SECTION IX: PROTECTION OF RESEARCH SUBJECTS

1. Risks: Describe the reasonably foreseeable risks, discomforts, or inconveniences associated with
subjects particigting in the research.

2. Minimizing Risks: Describe the manner in which the abawentioned risks will be minimized.

3. Data and Safety Monitoring Plan:Include an appropriate Data and Safety Monitoring Plan
(DSMP) based on the investigatorOs risessment stated below. (Note: the HIC will make the
final determination of the risk to subjects.) For more information, selestrections, page 24.

a. What is the investigatorOs assessment of the overall risk level for subjects
participating in thistudy?

b. If children are involved, what is the investigatorOs assessment of the overall risk
level for the children participating in this study?

C. Data and Safety Monitoring Plan:

4. Confidentiality & Security of Data:

a.

b.
c.

What protected healtinformation about subjects will be collected and used for the research?

How will the research data be collected, recorded and stored?
How will the digital data be store?] CD [_] DVD [ ] Flash Drive[ ] Portable Hard
Drive [_] Secured Servel ] Laptop Computef_] Desktop Computef_] Other
What methods and procedures will be used to safeguauabtifidentiality and security of
the identifiable study data and the storage media indicated above during the subject
participation in the study?
What mechanisms are in place to ensure the proper use and continued prdt¢oéisa o
data after the subject participation in the study has ceased?
What will be done with the data when the research is completed?
Which external or internal individuals or agendigsch as the study sponsor, FDA, QUACS,
SBC, etc.) will have access to the study data?
If appropriate, has a Certificate of Confidentiality been obtained?
Are there any mandatory reporting requirements? (Incidents of child abuse, elderly abuse,
communicable diseases, etc.)

5. Potential Benefits: Identify any benefits that may be reasonably expected to result from the
research, either to the subject(s) or to society at large. (Payment of subjects is not considered a
benefit in this context of the risk benefit assessment.)

SECTION X: RESEARCH ALTERNATIVES AND EcoNomIC CONSIDERATIONS

1. Alternatives: What other alternatives are available to the study subjects outside of the research?

2. Payments for Participation (Economic Considerations)Describe any payménthat will be
made to subjects and the conditions for receiving this compensation.
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Costs for Participation (Economic Considerations)Clearly describe the subjectOs costs
associated with participation in the research, and the interventions orymexeéithe study that
will be provided at no cost to subjects.

In Case of Injury: This section is required for any research involving more than minimal risk.

a.

b
c.
d.
e

Will medical treatment be available if reseamdhted injury occurs?
Where and from whom may treatment be obtained?

Are thee any limits to the treatment being provided?

Who will pay for this treatment?

How will the medical treatment be accessed by subjects?
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