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I. INTRODUCTION

Current federal regulations require that all Ingignal Review Boards (IRBs) have written policasl
procedures, and that activities at the instituom carried out as described in those written j@sliand
procedures. Standard Operating Procedures (S@Pa)itten to enable IRBs to maintain a system of
compliance. The SOPs of an IRB reflect not onbyltws and regulations, but also the underlyingath
principles that are the basis of the IRB's mandatd,reflect the overarching commitment of the
institution to protect the human subjects involiedesearch conducted within its jurisdiction.

The SOPs contained in this document apply to tlilg dperations of the HCA Midwest Division IRB.
They apply to all research in which HCA Midwest Biwn is the applicant organization, or is otherwvis
engaged in research. The SOPs also apply to obseanducted by affiliated physicians, in which the
institution is not directly engaged in the research

The forms, checklists, and other documents in ti&€3Bs are included in order to assure that the
procedures are integrated into the daily activitiesot only IRB members and staff, but into the
activities of the investigative site as well. Tems are flexible and take into account numeraetsits
of the day-to-day activities required by the IREudill its mandate.

These SOPs should be reviewed periodically to erthat they are up-to-date, that new legislation or
regulations are reflected in the policies and tizlly activities are being performed as descrilvethé
SOPs.

These policies are based on current state anddledgulations, ethical principles, and guidelif@sthe

protection of human subjects involved in biomedarad behavioral research. The policies state it
institution requires for the ethical conduct ohatal research.
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II. LIST OF ABBREVIATIONS

ADE
AE
CFR
CIOMS
CIM
cIP
CLIA
CSO
CRA
CRC
CRF
CRO
DHHS
DSMB
FDA
GCP
GLP
GMP
IBC
ICF
ICH
IDE
IDMC
IEC
IND
IRB
VD
NDA
NIH
OBA
OHRP
PI
PMA
QA
Ql
RAC
SAE
SOP

Adverse Drug Event/Experience
Adverse Event

Code of Federal Regulations

Council for International Organizations oétcal Science
Certified IRB Manager

Certified IRB Professional

Clinical Laboratory Improvement Act
Consumer Safety Officer (FDA)

Clinical Research Associate

Clinical Research Coordinator

Case Report Form

Contract Research Organizations
Department of Health and Human Services (¢6H
Data Safety and Monitoring Board

Food and Drug Administration

Good Clinical Practice

Good Laboratory Practice

Good Manufacturing Practice
Institutional Biosafety Committee
Informed Consent Form

International Conference on Harmonization
Investigational Device Exemption
Independent Data Monitoring Committee
Independent Ethics Committee
Investigational New Drug

Institutional Review Board

In Vitro Diagnostic

New Drug Application

National Institutes of Health

Office of Biotechnology Activities (NIH)
Office for Human Research Protections
Principal investigator

Premarket Approval (Application)
Quality Assurance

Quality Improvement

Regulatory Affairs Certified

Serious Adverse Event

Standard Operating Procedure
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lll. STATEMENT OF AUTHORITY AND PURPOSE

A. Governing Principles

Institutional Review Boards (IRBs) are guided by #thical principles applied to all research
involving humans as subjects, as set forth in ¢épert of the National Commission for the Protection
of Human Subjects of Biomedical and Behavioral Redg titled: Ethical Principles and Guidelines
for the Protection of Human Subjects of Reseatod Belmont Report”). These principles are
defined in the Belmont Report (Appendix B) asdals:

Beneficence- The sum of the benefits to the subject andrtfpoitance of the knowledge to
be gained so outweigh the risks to the subjects asrrant a decision to allow the subject to
accept these risks.

« Autonomy — Legally effective informed consent is obtainealess the requirements for
waiver of informed consent are met by adequatesppdopriate methods in accordance with
the provisions of applicable regulations.

Justice— The selection of subjects is equitable andpsasentative of the group that will
benefit from the research.

B. Authority

1. An Institution's IRB is established and empowenrgdhat Institution’s executive authorities,
and by the Institution’s Assurance with OHRP. Astitution may have more than one IRB, but
all must subscribe to the same underlying prinsiplled authorities. This Institution, HCA
Midwest Division, requires that all research prtgdaavolving human subjects or living human
material (tissues, cells, serum, etc) that are ecoted at a HCA Midwest Division facility be
reviewed and approved by the IRB prior to initiatiof any research-related activities, including
recruitment and screening activities.

2. Except for research in which the only involvemehltomans is in one or more of the categories
exempted or waived under 45 CFR 46 Section 101@)¢r 101(i), all research involving
human subjects, and all other activities which emgpart involve such research, are subject to
these policies and procedures if one or more ofdt@wing apply:

a. The research is sponsored (funded) in whole oam gy HCA Midwest Division, or the
federal government;

b. HCA Midwest Division is the applicant organizati(or the contract organization has
requested that a project be reviewed by HCA Midvegision’s IRB as a service to them);

c. The research is conducted by or under the direcfi@my employee of HCA Midwest
Division, in connection with his or her officialggonsibilities, or using any property or
facility of HCA Midwest Division;

d. The research involves the use of nonpublic infolmnatio identify or contact subjects;

e. A physician or a medical professional staff of abAdMidwest Division affiliated
healthcare facility, which is engaged in a resegrdiect that utilizes the services of one or
more of the institution’s facilities.

3. The IRB has the authority to ensure that such reBda designed and conducted in a manner

that protects the rights and welfare of participgubjects. Specifically:
a. The IRB may disapprove, modify or approve studigsdd upon consideration of human
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d.
e.

subject protection aspects;

The IRB reviews, and has the authority to approeguire modification in, or disapprove,

all research activities that fall within its juriston;

The IRB has the authority to conduct continuingeevas it deems necessary to protect the
rights and welfare of research subjects, includégyiring progress reports from the
Principal investigators and auditing the condudhefstudy, observing the informed
consent process and/or auditing the progress oty under its jurisdiction as it deems
necessary to protect the rights and welfare of husubjects;

The IRB may suspend or terminate approval of aystad

The IRB may place restrictions on a study.

4. Regarding federally funded research, if the stgdyairt of an application to a federal sponsoring
agency, the human protocol must be reviewed byRBewhen the application is processed, and
prior to expenditure of any grant funds.

5. Research that has been reviewed and approved bigBhmay be subject to review and
disapproval by institutional officials or other conttees. However, those officials or
committees may not approve research if it has déesapproved by the IRB.

C. Responsibility

1. IRB Review of Research

a.

C.

All applicable research involving human subjecee(above), and all other activities must be
reviewed and approved by the IRB prior to impleragah. No intervention or interaction
with human subjects in research, including recreittnmay begin until the IRB has reviewed
and approved the research protocol. Specific detetions as to the definition of "research”
or "human subjects," and their implications for jilmésdiction of the IRB under Institutional
policy will be determined by the Institution anetiRB.

The purpose and responsibility of the IRB is totpcothe rights and welfare of human
subjects. The IRB reviews and oversees such @sé&aensure that it meets well-established
ethical principles and that it complies with fedeegulations at 45 CFR 46 and 21 CFR 50
and 56, that pertain to human subject protectiswyell as any other pertinent regulations
andguidelines, such as the Good Clinical Practice (BG#deline (E6) of the International
Conference on Harmonization (ICH).

According to federal regulations, activities thedquire IRB review include any activities
involving the collection of data through interventior interaction with a living individual, or
involving identifiable private information regardjra living individual. Specific activities
that require IRB review include, but are not neaghslimited to the following:

(1) Any experiment that involves an investigationalgiar device and one or more human
subjects, and that either must meet the requiresrienprior submission to the Food and
Drug Administration (FDA) under relevant investigatal drug or medical device
provisions of the Food, Drug, and Cosmetic Actexperiments that do not meet the
requirements for prior submission to the FDA, Igt tesults of which are intended to be
later submitted to, or held for inspection by, Bi2A as part of an application for a
research or marketing permit.
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(2) Collection of data about a series of standard phoes or treatments for dissemination
or generalization.

(3) A patient’s care or assignment to interventionltisrad for research purposes in any way.
(4) A diagnostic procedure for research purposes shadided to a standard treatment.

(5) Systematic investigation involving innovative prdaees of treatments, for example, if a
physician plans to collect information about thedwmation for scientific purposes or will
repeat the innovation in other patients in ordezampare it to standard treatment.

(6) Emergency use of an investigational drug or medlealice. Note that when emergency
medical care is initiated without prior IRB reviemnd approval, the patient may not be
considered a research subject, and data generatadfich careannot be included in
any report of a research activitfExcept for 21 CFR 50.23)

(7) Human cell or tissue (genetic tissue) researchtyppatally involves repositories that
collect, store, and distribute human tissue mdtefia research purposes. However,
human cell or tissue repositories activitiksnot requirdRB review if material
submitted to the repository satisfiesth of the following conditions: (i) The material, in
its entirety, was collected for purposes other thamission to the
repository €.g, the material was collected solely for clinicalpases, or for legitimate
but unrelated research purposes, with no "extraéra collected for submission to the
repository);and (ii) The material is submitted to the repositorghout any identifiable
private data or informatiomg., no codes or links of any sort may be maintaiegter
by the submitter or by the repository, that wouddrpit access to identifiable private data
or information about théving individual from whom the material was obtath

8

~

Principal investigator-initiated research, whefriacipal investigator both initiates and
conducts, alone or with others, a clinical trialtthie case of Principal investigator-
initiated studies, it is the Principal investigasamesponsibility to keep the IRB informed
of unanticipated non-serious research related s\amd unanticipated serious adverse
events and other unexpected findings that affectigk/benefit assessment of the
research, even if the event occurred at a loc&tiowhich the IRB is not the IRB of
record. The IRB further recommends that an independata safety monitoring board
(DSMB) review all reportable adverse events, armad the DSMB reports are forwarded
to the IRB in addition to individual reports.

(9) Case studies, such as when a series of subjectvalisas are compiled in such a way as
to allow possible extrapolation or generalizatiéthe results from the reported cases.
Such activity constitutes research that must bievead by the IRB. Additionally, this
type of activity must always be reviewed by the lRBen there is intent to publish or
disseminate the data or findings.

2. Failure to Submit a Project for IRB Review

The consequences of engaging in activities thdifgjues research subject to IRB review, without
obtaining such review, are significant. To dosmiviolation of Institutional policy. Results

from such studies may not be eligible for publighimless IRB and other applicable institutional
approval has been obtained prior to collectingddu@. If a Principal investigator begins a project
and later finds that the data gathered could dautteito the existing knowledge base, or that he or
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she may wish to publish the results, the Prindipagstigator should submit a proposal to the IRB
for review as soon as possible. If the IRB dogssnbsequently approve the research, data
collected cannot be used as part of a thesis sedé&tion, and/or the results of the research
cannot be published. Furthermore, FDA may rejechglata if it is submitted in support of a
marketing application.

IV. GENERAL ADMINISTRATION

A. POLICIES AND PROCEDURES MAINTENANCE

1. Policy

HCA Midwest Division’s IRB recognizes that Stand@gerating Procedures (SOPs) provide the
framework for the ethical and scientifically sowahduct of human research, and that adherence
to established SOPs helps to ensure high qualityraagrity of the review process, regardless of
changes in personnel. The IRB hereby establisteeprocedures for development and
maintenance of SOPs covering IRB operations.

2. Review, Revision, Approval of Policies and Proc____edures

a. Changes to regulations, federal guidelines, orarebepractices as well as the policies and
procedures of the IRB or HCA Midwest Division maguire a new SOP or policy, or a
revision to a previously issued SOP or policy.

b. New or revised policies will be reviewed and apgeby the IRB Administrator, with input
from the IRB Staff and HCA Midwest Division’s Me@ikDirector.

3. Policy Dissemination and Training

a. When new or revised policies are approved, thelheildisseminated to the appropriate
individuals & departments.

b. Training will be provided to all IRB members andf§bn any new or revised policy.

c. Each new IRB member or staff employee must revikapplicable SOPs and policies prior
to undertaking any responsibilities at the IRB.

4. Responsibility

a. The Institutional Official (HCA Midwest Division’segal Counsel) is responsible for
granting final approval (as appropriate) to new edsed IRB policies.

b. The IRB Department is responsible for developing periodically reviewing and modifying
(as appropriate) IRB standard operating policies@mocedures.

c. IRB members and staff are responsible for reviewRR standard operating policies and

procedures, and providing feedback upon their ¢cantdiRB members and staff may also
participate in the development of new policies esded to reflect IRB operations.
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5. Applicable Regulations And Guidelines

21 CFR 56.108, 56.109, 56.113
45 CFR 46.108

B. TRAINING AND EDUCATION

1. Policy

Training of staff and members is critical if theBRs to fulfill its mandate to protect the rights
and welfare of research subjects in a consistenherahroughout the HCA Midwest Division
research community. IRB members, staff, Principetstigators, and others charged with
responsibility for reviewing, approving, and ovesisgy human subject research should receive
detailed training in the regulations, guidelinghjes and policies applicable to human subject’s
research.

2. Training

a. IRB staff and members who oversee research on hsnigacts, as defined in 45 CFR
46.102 (f) and/or 21 CFR 56.102(e), will receiviéiah and ongoing training regarding the
responsible review and oversight of researthe following examples are subjects that
should be included in the training:

1. Ensuring that informed consent be obtained priogmiglementing a<«

protocaol;

2. Complying with institutional policies and regulagagencies’
policies during implementation of research;

3. Providing for the safety and well-being of the patienrolled in a < _
protocol (research subject) during all researclvidies;

4. in an FDA-regulated study, complying with Form 15%fatement of
Investigator, that must be provided to the studynspr prior to
beginning a Phase 1, 2 or 3 study OR the writteaeagent with the
sponsor for device studies; and

5. reporting immediately to the IRB any deviationsnfrthe protocol or

_ - [ Formatted: Font: 11 pt }

Formatted: Numbered + Level: 4 +
Numbering Style: 1, 2, 3, ... + Start
at: 1 + Alignment: Left + Aligned at:
144 pt + Tab after: 162 pt + Indent
at: 162 pt

) ‘[ Formatted: Bullets and Numbering ]

~

situations that may qualify as scientific or resbamiscondugt. - { Formatted: Font: Times New }

researchers who come into contact with human stsbyeitt receive initial and ongoing
training regarding the protection of human subjects

c. ThelRB Administrator establishes the educational aathing requirements for members
and staff, and researchers. Initial and ongoiaigitng is provided and documented in each
individual's’ administrative file.

d. Members of the IRB will also be provided continuingining in areas germane to their area
of review responsibilities.

e. IRB staff will receive initial and continuing trang in the areas of their administrative
responsibilities, including all Standard Operatifrgcedures (SOP) and Policies.
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f. IRB members and staff, and researchers will be waged to attend workshops and other
educational opportunities focused on IRB functiokCA Midwest Division will support
such activities to the extent possible and as gjate to the responsibilities of members and
staff.

3. Documentation

Training and continuing education shall be docueemind added to the records of the IRB as
described in these SOPs.

4. Research Miscondyds defined as fabrication, falsification, or plagan in proposing, - { Formatted: Font: (Default) Times }
performing, or reviewing research, or in reportirgearch results. Fabrication is making up data | New Roman, 11 pt

or results and recording or reporting them; fadsifion is manipulating research materials,

changing or omitting data or results such thataedeis not accurately reflected in the research

record; plagiarism is the use of another’s worldpiei without giving appropriate credit. ---A

Guide to the Handling of Scientific Misconduct Ajitionsat theNIH, __ - | Formatted: Font: (Default) Times
New Roman, 11 pt

~ ~{ Formatted: Font: (Default) Times
New Roman

4. Responsibility

The IRB Administrator is responsible for establighiconducting and/or supervising all relevant
training programs for IRB members and staff.

5. Applicable Regulations And Guidelines

21 CFR 56.107

45 CFR 46.107

OHRP IRB Guidebook

NIH NOTICE: OD-00-039 Required Education in the teaion of Human Research Participants

C. MANAGEMENT OF IRB PERSONNEL

1. Policy

Competent staff function to provide consistenoyegtise, and administrative support to the
IRB, and serve as a daily link between the IRB tredresearch community. Thus, the IRB staff
is a vital component in the effective operatiotH&A Midwest Division’s human subject’s
protection program. A high level of professionaliand integrity is expected.

2. Job Descriptions and Performance Evaluations

Members of the IRB staff should have a descriptibthe responsibilities expected of their
positions. The performance of IRB staff will be ived according to current HCA Midwest
Division policy.

3. Staff Positions

Staffing levels and function allocation will be detined according to policy, management
assessment of support requirements, and budgetaions.
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4. Hiring and Terminating IRB Staff

The human resource policies of HCA Midwest Divisietermine the policies for recruiting and
hiring staff.

5. Documentation

The policies of HCA Midwest Division determine theans of identifying, documenting and
retaining formal staff interactions (such as perfance reviews).

6. IRB Administrator Functions

The IRB Administrator is instrumental in ensurihgt the IRB meets their primary responsibility
of protecting the rights and welfare of human reseaubjects by:

a. Ensuring that submitted research is reviewed effity and consistent with federal

regulations by:

(1) Having thorough knowledge of and ability to appIM&/FDA federal regulations.

(2) Assuming responsibility for the education of IRBmizers and staff regarding the
conduct of research.

(3) Helping the IRB Chairperson to determine which Esdre eligible for expedited
review, or qualify for exemption from continuingBrRoversight.

(4) Providing a pre-review of submitted materials, éiptthe Principal investigators address
human subject’s protections issue before they amedht to the IRB.

(5) Conducting site visits as appropriate.

(6) Effectively communicating with Principal investigas, sponsors, and IRB members.

(7) Obtaining and distributing information required fohairperson or IRB review

(8) Providing data entry to computer tracking systeemeagating letters, creating files and
mailing notices to Principal investigators.

(9) Maintaining, filing, and archiving systems thaall access to open and closed studies.

b. Maintaining accurate records of IRB actions by:

(1) Periodically reviewing IRB policies and procedute®nsure appropriate functioning of
the IRB.

(2) Preparing Agendas for IRB meetings.

(3) Preparing Minutes for IRB meetings.

(4) Preparing and sending timely letters to the Praldipvestigators, informing them of the
IRB'’s review of their study.

(5) Documenting communications with sponsors, Prindipatstigators, regulatory entities,
and any others involved in the conduct of submiteesgarch.

(6) Maintaining an accurate and comprehensive dataifaseiewed and approved research.

(7) Maintaining records of expedited reviews, risk deieations, and any other activities
that result in a review or action by IRB members.

c. Maintaining accurate files, both paper and eledtron
d. Ensuring that Principal investigators and Sponaocesnformed of the actions and findings of
the IRB by:

(1) Reviewing IRB SOPs on a regular basis to ensungrateinformation and disseminating
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changes to Principal investigators, IRB memberssafi.

(2) Providing direction and consultation to Principaléstigators regarding current issues
and ethical concerns associated with the implertientaf regulations, policies, and
procedures.

(3) Assuming content responsibility for the IRB website

(4) Notifying Principal investigators and other appiiafe entities of IRB actions.

e. Ensuring that the Institutional Official is inforeh@f the actions and findings of the IRB by
providing him/her with the IRB minutes of each niegt after they have been approved by
the IRB Chairperson.

f.  Ensuring that continuing review of approved rese@saonducted appropriately and in a

timely manner by:

(1) Making Principal investigators aware of due datesstibmission of renewal and other
reports.

(2) Ensuring that information submitted by Principaléstigators is adequate for effective
review.

(3) Entering SAE reports into database and prepariegeart for each IRB meeting.

(4) Entering external, off-site SAE reports into datyand preparing a quarterly report for
the IRB.

g. Serving as IRB Interface for subjects, Princip&eistigators, sponsors and regulatory
agencies by:

(1) Answering questions and supplying information whesuested, and conveying IRB
actions to appropriate individuals.

(2) Screening subject inquiries and resolving issuesnwiossible, and conveying results of
interactions with subjects to Principal investigatsponsors, and IRB members as
directed.

(3) Serving as the IRB liaison during audits by requi@hntities or sponsors.

h. Overseeing adequacy of IRB membership by:
(1) Providing support to the Institutional Official the recruitment or IRB members.
(2) Providing training and continuing education of IRBmbers.
(3) Maintaining IRB membership logs and coordinatingreissions to regulator agencies.
(4) Ensuring that a quorum is present, maintained daedmented during convened
meetings.
(5) Keeping members apprised of their responsibiliteggrding conflicts of interest.

i. Supporting the daily operations of the IRB.

7. IRB Supervisor Functions

The IRB Supervisor, the Midwest Division Ethics @admpliance Officer, is instrumental in
ensuring that the IRB meets their primary respalityitof protecting the rights and welfare of
human research subjects by:
a. Overseeing the maintenance of accurate reocdiéRB actions by:
(1) Reviewing and suggesting modifications in IRB agendnd minutes prepared by the
IRB Administrator.
(2) Periodically reviewing IRB policies and procedutegnsure appropriate functioning of
the IRB.
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b. Fulfilling reporting requirements to OHRP asttier federal agencies, when appropriate.
c. Oversee performance of the IRB Administrator.

8. IRB Chairperson Functions

The IRB Chairperson:

a.
b.

C.

Directs the full-committee meetings,

Performs Expedited Reviews, with the aid of the IRBninistrator, or delegates the review
to appropriate IRB members,

And determines whether protocols are exempt froBii&iew, with the aid of the IRB
Administrator.

9. Applicable Regulations And Guidelines

IRB staff performance standards, management goegliand expectations will be established
according to HCA Midwest Division policy.

D. CONFLICT OF INTEREST

1. Policy

a.

In the research environment, openness and honestharacteristics that promote quality
research and can only strengthen the researchgzodderefore, conflicts of interest (COIs)
should be eliminated wherever possible, and effelstimanaged and disclosed when they
cannot.

COls may reduce the objectivity of research bydiifg the design, conduct, or reporting of
research, or the analysis and interpretation af (e 42 CFR 50.601 Subpart F). If
research is designed or conducted improperlyalsevis limited. It is not ethical to involve
human subjects in research that is of no, or Vergdd, value. COls may also directly affect
subject safety. For example, a Principal investigaiith a COI may, even if unwittingly,
color the consent discussion by minimizing thegisk overstating the benefits, or dismissing
the value of alternative treatments. A Principakistigator’s willingness to report adverse
reactions possibly related to the study article alap be affected. Principal investigators
with a COI may also improperly include or excludéjgcts (Draft Interim Guidance, OHRP,
2.1).

2. Principal investigator Disclosure Reguirement

a. Principal investigators must disclose any signifid@nancial interest with a research

sponsor, and any other significant financial insethat may reasonably appear to affect or be
affected by the research to the Midwest Divisiahi&s and Compliance Officer. The

Officer will then send the IRB a report of his/lemsessment of the real or perceived COlI,
and a plan regarding any real COI.

Principal investigators should disclose any COh®IRB at the time of the initial
application for a research protocol review, itsewal, or whenever the status of the COI
changes.

3. IRB Member Disclosure Requirement
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a. No IRB member may participate in the initial or tinning review of any research project in
which the member has a conflict of interest, extegirovide information as requested. Itis
the responsibility of each member of the IRB taltise any COIl in a study submitted to the
IRB, and recuse him or herself from deliberationd @oting.

4. Employees

Institutional staff whose job status or compenssisoaffected by research that is reviewed by the
IRB must recuse themselves from any meeting attwéich a protocol is reviewed.

5. Definitions of a COI (21 CFR 54.2)

a. Compensationaffected by the outcome of clinical studies mezorapensation that could be
higher for a favorable outcome than for an unfabl@utcome, such as compensation that is
explicitly greater for a favorable result or compation to the Principal investigator in the
form of an equity interest in the Sponsor of a eedestudy or in the form of compensation
tied to sales of the product, such as a royalgrést.

b. Significant equity interestin the sponsor of a covered study means any oWipergerest,
stock options, or other financial interest whoski@a@annot be readily determined through
reference to public prices (generally, interesta monpublicly traded corporation), or any

equity interest in a publicly traded corporatioattaxceed$25,000during the time the - [ Formatted: Font color: Red

Clinical Principal investigator is carrying out teudy and for 1 year following completion
of the study.

c. Proprietary interest in the tested product means property or othenfiia interest in the
product including, but not limited to, a patenademark, copyright or licensing agreement.

d. Clinical Investigator means only a listed or identified Principal invgator or Sub-
investigator who is directly involved in the tre@m or evaluation of research subjects. The
term also includes the spouse and each dependi&hotthe Principal investigator.

e. Covered clinical studymeans any study of a drug or device in humans gtdzhin a
marketing application or reclassification petitgubject to this part that the applicant or FDA
relies on to establish that the product is effec{imcluding studies that show equivalence to
an effective product) or any study in which a sinBtincipal investigator makes a significant
contribution to the demonstration of safety. Th@nd, in general, not include phase |
tolerance studies or pharmacokinetic studies, lostal pharmacology studies (unless they
are critical to an efficacy determination), largen safety studies conducted at multiple sites,
treatment protocols, and parallel track protocafsapplicant may consult with FDA as to
which clinical studies constitute "covered clinistddies" for purposes of complying with
financial disclosure requirements.

f.  Significant paymentsof other sorts means payments made by the Spohactovered
study to the Principal investigator or the instidntto support activities of the Principal
investigator that have a monetary value of mora $2b6,000, exclusive of the costs of
conducting the clinical study or other clinicaldits, (e.g., a grant to fund ongoing research,
compensation in the form of equipment or retaifi@r®ngoing consultation or honoraria)
during the time the clinical Principal investigatsicarrying out the study and for 1 year
following the completion of the study.
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g. Applicant means the party who submits a marketing applicatd-DA for approval of a
drug, device, or biologic product. The applicarmteisponsible for submitting the appropriate
certification and disclosure statements requiretthi;part.

h. Sponsorof the covered clinical study means the party sujipy a particular study at the
time it was carried out.

6. Determining The Existence and Nature of a COI

The IRB should consider the following to evaluateether any of the disclosed interests are

COils that might affect subject safety or resealtgbdivity (Draft Interim Guidance, OHRP,

4.3):

Who is the sponsor?

Who designed the research?

Who will analyze the safety and efficacy data?

What are the financial relationships between theciral investigators and the sponsor?

Is there any Principal investigator compensatiat ih affected by the study outcome?

Does the Principal investigator have any propneitaterests in the product including patents,

trademarks, copyrights, and licensing agreements?

g. Does the Principal investigator have equity inteire¢he sponsor, whether the sponsor is a
publicly held company or non-publicly held company?

h. Does the Principal investigator receive significeayments of other sorts from the sponsor
(e.g. grants, compensation in the form of equipmetainers for ongoing consultation, and
honoraria)? If so, what are the specific arrangemfor payment? Does the payment go to
the institution or to the Principal investigator?

i. What is the payment per participant?

j- Are there any other arrangements?

k. What is the size and nature of the interest (inolyithe potential increase in the value of the
interest as a result of a favorable outcome ofdlsearch) (see 21 CFR 54.5)?

I.  What steps have been taken to minimize potentididom to subject or research objectivity?

m. What is the design and purpose of the study? eletultiple investigators, some or most of
whom without disclosable interests? Is the stubllirad study? Are endpoints objective? Is
measurement of endpoints done by someone othethtea®rincipal investigators with the
disclosable financial interest (see 21 CFR 54.5)?

~ooooTp

7. Eliminating, Managing, or Reducing COIs

a. COls should be eliminated if possible. The IRB wélview the Investigators’ disclosures and
the COI Officer's assessment of any real COI, tglgarticular note of the impact of the COI
on research integrity and risks to research pp#its. For and IRB member whose role is
limited only to voting on the study, the risk isngihated by their removal from the room
during deliberations and voting.

b. The IRB will make the final decision about the CGfd may require the following:
(1) Prohibition of the Principal investigators'rpeipation in the research
(2) Management of the COI through:

* Disclosure to subjects in the consent form of tkd C
*  Public disclosure in articles and presentations
e Limiting the role of the Principal investigators

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 17 OF 125



e  External oversight of the study

c. The IRB will not approve research until it &tisfied that COls have been or will be
eliminated, managed, or reduced (Draft Interim @oak, OHRP, 2.2).

8. Disclosure to Subject in Consent Form

a. Ifthe IRB believes that a COI cannot be eliminatatt that the COI could be considered
material to a potential subject’s decision-makingcess (i.e., when subject is assessing risks
and benefits or the merits of the research itsél® Principal investigator must inform the
subject in the consent process and the form oétimence and nature of the COI (Draft
Interim Guidance, OHRP, 5.2). The consent proaesgsform should also document how the
COl is being managed, and what additional protaestizave been put in place.

b. Subject must be informed in easily understandabigdage.
c. Principal investigators should disclose to subjealy COls, not other financial interests.
d. The dollar amount of the COI should not be disaio®ethe subject.

9. Confidentiality of Financial Disclosure Stateme nts

To the extent permitted by law, the IRB will maint¢he confidentiality of all records of

financial disclosure (see 42 CFR 50.606). For @tanif any such records are sought under the
Freedom of Information Act (FOIA), the custodiantioé records will seek legal counsel and
request that all applicable exemptions to disclesumder FOIA are asserted.

10. Education and Training in COI

IRB members and staff are encouraged to participagailable education and training activities
related to financial conflict of interest issueslirding those required by the institution.

11. Responsibility

a. Questions regarding COI should be referred to Ri2 Department.

b. IRB Administrator (or equivalent) is responsible foonitoring the COI status and
disclosures of IRB members. The IRB will maintesgords of financial disclosures and
actions taken with respect to each COlI for at leastyear from the date of completion of
research (see 42 CFR 50.604).

c. IRB Chairperson (or designee) is responsible feniilying COI disclosures before
beginning every IRB meeting. At the beginningltd tneeting, the IRB Chairperson will ask
if any member has a COI regarding any protocoktaliscussed at the meeting. If a member
has a COlI, s/he will recuse him/herself from theedssion and vote of the protocol.

d. The IRB may suspend research if they believe thabésting COIl is not being reduced or
managed in accordance with their directions, oeva €01 is deemed to threaten the safety of
the subject or the objectivity of the researchypon discovery that the Principal investigator
failed to disclose a COI.

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 18 OF 125



12. Applicable Regulations And Guidelines

21 CFR 56.107(e)

21 CFR 54

42 CFR 601, 604

42 CFR 50, Subpart F

FDA Information Sheets, FAQs, Section Il, questi@n

Draft Interim Guidance: Financial Relationshipginical Research: Issues for Institutions,
Clinical Investigators, and IRBs to Consider whealing with Issues of Financial Interests and
Human Subject Protection, January 10 200HRP, HHS

E. SIGNATORY AUTHORITY

1. Policy

The IRB Administrator is authorized to sign any afiddlocuments in connection with the review
and approval of research projects involving theafdeumans as subjects, which have been
reviewed and approved by the IRB pursuant to IRRj@s and procedures, provided the
Chairperson or designated reviewer grants thisoaityhin writing or verbal permission.

In all cases, the IRB Administrator must sign th&ifperson’s (or Designated Reviewer’s) name
along with the IRB Administrator’s initials, to ifchte that s/he signed for the Chairperson (or
Designated Reviewer’s).

2. Definitions

a. Review and approval of research projects:Any action or decision taken by the IRB
through full or expedited review mechanisms, whgcants or may appear to grant Principal
investigators with initial or continuing approvdlresearch involving human subjects.

b. Routine correspondence:Any action, letters, memos or emails between th $Rff and
members of the IRB and between IRB staff and Ryaldnvestigators that provides
information concerning the review of research prote by the IRB or staff which do not
imply or appear to imply approval of research.

c. Decisions made by Chairperson:Any letters, memos or email sent representing the
decision or opinions of the Chairperson of the iitBheir respective designee as long as
such correspondence does not imply review and &ppod research projects.

3. Authorization for Signatory Authority

Authorization to sign documents not described is flolicy may be made in writing to the IRB
Administrator.

4. Correspondence with External Agencies

The HCA Midwest Division Ethics and Compliance ©#ii or his designee will sign any letters
or memossent toagencies of the federal government, except fopReisCertification Letters,
which will be sent directly from the IRB Administoa.
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5. Responsibility

a. The Institutional Official is responsible for edlighing the overall procedure for delegating
signatory authority.

b. IRB Administrator (or equivalent) is responsible ffimcumenting and implementing
signatory authority delegations.

c. IRB Chairperson, members and staff are responfibledhering to institutional signatory
authority policies.

6. Applicable Regulations And Guidelines

45 CFR 46.103, 46.115

V. IRB ORGANIZATION

A. COMPOSITION OF THE IRB

1. Policy

a. The IRB shall be able to ascertain the acceptglufiproposed research in terms of
institutional commitments and regulations, appliedaw, and standards of professional
conduct and practice. The IRB should also be @bgomote respect for its advice and
counsel in safeguarding the rights and welfareunfidn subjects.

b. Therefore, the IRB shall consist of at least figgular, voting members. Qualified persons
from multiple professions and of both genders dhaltonsidered for membership. IRB
membership shall not consist entirely of men owofmen.

c. HCA Midwest Division will make every effort to haweediverse membership appointed to the
IRB, with available expertise needed to conduduitstions.

2. Membership Selection Criteria

a. The members of the IRB shall be sufficiently guetifthrough experience and expertise to
review research proposals in terms of regulatiapplicable law and standards of
professional conduct and practice, and instituticoenmitments. The IRB shall include
persons knowledgeable in these areas.

b. The membership shall be diverse, and shall inchassideration of race, gender, cultural
backgrounds, clinical experience, healthcare egped and sensitivity to such issues as
community attitudes to assess the research suldniitteeview.

c. There shall be at least one member whose primargecas are in scientific areas and at least

one member whose primary concerns are in nonsiiteateas. There shall be one member
who has no affiliation with this institution, eithgelf or family member.
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3. Composition of the Board

a. Regular membersThe backgrounds of the regular members shalbbied in order to
promote complete and adequate reviews of the ypessearch activities commonly
reviewed by the IRB. Regular members must include:

(1) Nonaffiliated member(s)The nonaffiliated member(s), who can be eitleérgific or
nonscientific reviewers, should be knowledgeableualthe local community and be
willing to discuss issues and research from theggeetive.

(2) Scientific membersMost IRBs include physicians and Ph.D. levelgbgl or
biological scientists. Such members satisfy tlggirement for at least one scientist.
When the IRB encounters studies involving sciereymhd the expertise of the
members, the IRB may use a consultant to assikeireview, as provided by 21 CFR
56.107(f).

(3) Nonscientific memberThe intent of the requirement for diversity éaiplines is to
include members whose main concerns are not intfateareas. Therefore,
nonscientific members are individuals whose edanativork, or interests are not
solely in medical or scientific areas.

b. Alternate membersAn alternate member(s) may be designated, asdeéat a regular
voting member(s). The appointment of alternate brengs) will be based on expertise
similar to that of the regular voting member(s). &ternate member may vote only when the
regular voting member is absent.

c. Representatives of special groups of subjéatsen certain types of research are reviewed,
members or consultants who are knowledgeable @hewtoncerns of certain groups or types
of research may be required. In addition, HCA MigtDivision’s IRB will have at least
one children’s advocate and one prisoners’ advamathe IRB to deliberate on issues of
these vulnerable populations.

d. ChairpersonThe individual IRB Chairperson should be a higtdgpected individual, from
within or outside HCA Midwest Division, fully capkof managing his/her IRB obligations
and the matters brought before it with fairnessiamghrtiality.

e. Consultants:The IRB may, in its discretion, invite individgalith competence in special
areas to assist in the review of issues which regxpertise beyond or in addition to that
available on the IRB. These individuals may noewsith the IRB.

4. Responsibility

HCA Midwest Division is responsible for ensuringtlthe IRB has adequate resources to
appointing new members.
IRB Staff (or equivalent) is responsible for edirmgiand new IRB members.

IRB Staff and Chairperson are responsible for adeténg when consultants are needed. When
consultants are needed, it is the responsibilityhefiIRB staff to find the appropriate consultants,
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provide him/her with all of the necessary inforroat{the same information provided to the
members), and present his/her report to the IRRbedule him/her to attend the meeting.

5. Applicable Regulations And Guidelines

45 CFR 46.107
21 CFR 56.107
FDA Information Sheets, FAQ section I, questiods 15.

B. MANAGEMENT OF THE IRB

1. Policy

The management of IRB membership and oversightesfiber appointments, related activities,
communications, and other administrative detaisthe responsibility of the IRB Administrator.

2. Term

Appointment of IRB members is for five years. Eambmber must attend at least 70% of
scheduled meetings per year in order to maintaimineeship status. A Chairperson for the IRB
is also appointed for a five-year term. Membaeansl(iding the Chairperson) may serve
successive, additional terms upon concurrence & Mi@lwest Division’s Institutional Official.

If for any reason an IRB member resigns,Jtieitutional Officialshall appoint another - [ Deleted: Executive Director

individual to serve as a replacement.

3. Appointments

The Midwest Division Ethics and Compliance Offiegrd IRB Administrator have the authority
to appoint members to the IRB.

4. Resignations and Removals

A member may resign before the conclusion of hisiaen. The vacancy will be filled as
quickly as possible. A member may also be remdyedhe Institutional Official and/or the
Division Ethics and Compliance Officer, under ceri@rcumstances.

5. Responsibility

IRB Administrators are responsible for day-to-degnagement of IRB operations. IRB
Chairperson (or designee) is responsible for mamageof IRB meetings. IRB members,
including Chairpersons, are responsible for isselevant to meeting conduct and review of
research.
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C. DUTIES OF IRB MEMBERS

1.

Policy

Each IRB member's primary duty is the protectiothefrights and welfare of the individual
human beings volunteering to participate in redeafthe IRB member must understand that he
or she is not serving on the IRB to expedite theayal of research, but rather to be a gatekeeper
between the Principal investigator and the resesuibfects. In order to fulfill their duties, IRB
members are expected to be knowledgeable abouwtghitations governing human subject’s
protection, biomedical and behavioral researctrsttand the policies of HCA Midwest Division
regarding human subject’s protection.

Duty to the Institution

The IRB must be perceived to be fair and impariiamune from pressure either by the
institution's administration, the Principal invgstiors whose protocols are brought before it, or
other professional and nonprofessional sourcesmides must not allow their own interest to
supersede their duty to protect the rights andarelbf research subjects.

Term of Duty

Regular IRB members and Chairpersons are expeztanhimit to a five-year term and to fulfill
certain duties during that time. These duties bélidescribed prior to appointment and each IRB
member is expected to fully understand the dutiégRB members prior to accepting
appointment as an IRB member.

Specific Duties

All members are expected to review the materiadsiged, regardless of affiliation or specialty
area:

a. Nonaffiliated memberjs Nonaffiliated members are expected to provigeit regarding
their local community and/area of advocacy, anevling to discuss issues and research
from that perspective.

b. Non-scientific membersNonscientific members are expected to provigeiiron areas
relating to their knowledge, expertise and expegeprofessional and otherwise. For
example, members who are lawyers might preserietfae views of specific areas that may
be discussed, such as exculpatory language orrstpigements regarding consent. Non-
scientific members should advise the IRB if additibexpertise in a non-scientific area is
required to adequately assess a protocol.

c. Scientific members Scientific members are expected to contributiéoevaluation of a
study on its scientific and statistical merits atahdards of practice. These members should
also be able to advise the IRB if additional exiperin a non-scientific area is required to
assess a protocol.

d. Chairperson In addition to the above responsibilities, Chaisons chair meetings of the
IRB. (Chairpersons may perform expedited review@egate to an appropriate voting
member when appropriajeThey are also empowered to suspend the condlactlinical
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trial if it is deemed to place individuals at unegtable risk, pending review. The
Chairperson is also empowered, pending IRB reviewuspend the conduct of a study if
he/she determines that a Principal investigatobtsollowing IRB requirements.

e. The Chairperson may appoint a Co-chairperson ocodate or Vice Chairperson to assist or
act on behalf of the Chairperson in particular IRBtters and at IRB meetings. The Chair
person also may delegate any of his/her respoitigibibs appropriate to other qualified
individual(s). Such documentation must be in wgtand maintained by the IRB
Administrative Office.

5. Responsibility
The IRB Administrator (or equivalent) is responsifdr clearly articulating all IRB members’
duties to potential and current IRB members. IR&mbers are responsible for fulfilling their
duties as specified.

6. Applicable Regulations And Guidelines

OHRP IRB Guidebook
FDA Information Sheets FAQ, section Il, question 17

VI. FUNCTIONS & OPERATIONS

A. RESEARCH SUBMISSION REQUIREMENTS

1. Policy

IRB members must often rely solely on the matesalsmitted by Principal investigators to
conduct initial and continuing review of researcbjpcts. Therefore, this material must provide
IRB members with enough information about a studgdsess if it adequately meets criteria for
approval. A submitted protocol will be scheduledIRB review when staff has determined that
the information and materials submitted presergdequate description of the proposed research.

2. Submission Reguirements for Initial Review

a. Required: Principal investigators applyingifotial approval of proposed research must
submit:

(1) An Application for Behavioral Study Review or an@ljgation for Bio-Medical Study
Review,

(2) A detailed research protocol (federal grant appboawill suffice for this),

(3) Informed consent form(s),

(4) All surveys, questionnaires, etc. that are indidatethe protocol,

(5) Recruitment materials (e.g. flyers, advertisemesupy of radio advertisements),

(6) Data and Safety Monitoring Plan, or informationaeting the Data and Safety
Monitoring Board (if one has been established),

(7) Updated CV, and

(8) Certification of education in the protection of hamsubjects (if the IRB does not have
this on file).
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b.

In addition, applicants mdye required to submit:

(1) Supplemental Application for Research InvolyPrisoners

(2) Supplemental Application for Research Invodyidhildren

(3) Supplemental Application for Research InvolyPregnant Women, Human Fetuses, and
Neonates

(4) Supplemental Application for Research InvolyvIDNA, Tissue, Sample Banks

(5) Supplemental Application — Investigational Briaformation Record

(6) Supplemental Application — Indications for INIDd IDE

(7) Financial Disclosure Form

(8) Statement of Investigator form (FDA 1572)

(9) Investigator's Brochure

(10) Grant Application, if federally funded

(11) If outside facilities or agencies are usedessarch sites, letters of agreement. If these
facilities have an IRB, include a copy of thedewf approval for this study.

(12) Application for Expedited Review

3. Submission Requirements Throughout the Study’s | RB Approval Period

1) During the approval period, Principal investigatongst submit documentation to inform the IRB

a)
b)
<)

about changes in the status of the study includiognot necessarily limited to:

Amendments/Addenda to Approved Protocols/Consermh&o

Reports of serious or unexpected adverse events
Deviations from the protocol (protocol violations)

b. Amendments/Addenda to Approved Protocols/Consernhs

The following should be submitted to the IRB office

(1) An Application for a Protocol Amendment or Addendum

(2) Revised Protocol,
«  One version with track changes indicating wherepita¢ocol has been changed and
+ One clean version

(3) Revised Consent form, if necessary,
- One version with track changes indicating wherefdhne has been changed, and
+ One clean version

(4) Application for Expedited Review, if applidab

c. Serious Adverse Events

Principal investigators must report SAEs, using3id& Report Form, to the IRB within 48
hours of discovery, and 24 hours for deaths. TAE Borm requires the Principal
investigators to make their best estimate, atithe of reporting, of the causal relationship
between study participation and the SAE. The Bpaldénvestigator should attempt to obtain
records (which may include physicians’ notes, hasplischarge summaries, biopsy, x-ray or
other laboratory results, autopsy findings, etchelp clarify the nature of the SAE.
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The descriptions below should be used to gradSAtes study-relatedness:

(1) Not related:
Clearly due to extraneous causes (e.denlying disease, environment)
(2) Unlikely (must have 2):
a. Does not have a temporal relationghiptervention
b. Could readily have been produced byptréicipant’s clinical state
c. Could have been due to environmentativer interventions
d. Does not follow a known pattern ofp@sse to intervention
e. Does not reappear or worsen with methiction of intervention
(3) Possibly (must have 2):
a. Has a reasonable temporal relatiorshiptervention
b. Could not readily have been produmgthe participant’s clinical state
c. Could not readily have been due tdrenmental or other interventions
d. Follows a known pattern of responsiatervention
(4) Probably (must have 3):
3a, b, c, d above
e. Disappears or decreases with reduatidose or cessation of intervention
(5) Definitely (must have all 5):
3a, b, ¢, d above
e. Disappears or decreases with redustidose or cessation of intervention and
f. Recurs with re-exposure

As noted on the SAE form, the Principal investigatwist also recommend to the IRB
whether the SAE necessitates a change in the ptotycol, and/or the consent form. The
IRB will make the decision to accept/reject thesgppsed changes or to require new ones.
Principal investigators should use their best judghin terms of what would best protect and
inform study participants.

Principal investigators are also responsible fporéng the following to the IRB in a timely
fashion: new information that may impact the figdefit ratio of the study; irregularities in
conducting the study, Data and Safety MonitoringuBareports, and copies of all external
SAE reports.

d. Protocol Deviations

It is the responsibility of the Principal investigato submit reports of all protocol deviations
to the IRB after their occurrence. The followirwald be submitted to the IRB office:
(1) Deviation Form
(2) Revised Protocol, if necessary
- One version with track changes indicating whereptta¢ocol has been changed, and
+ One clean version
(3) Revised Consent form, if necessary
« One version with track changes indicating wherefone has been changed, and
+ One clean version
(4) SAE Form, if necessary.

4. Submission Requirements for Continuing Review

For continuing reviews, the following should be sifted to the IRB office (at least 60 days
in advance of the IRB meeting held prior to thelgts expiration, and two weeks in advance of
the study’s expiration for an expedited review):

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 26 OF 125



a. Application for Continuing Review to include:
1. The number of subjects accrued;

2. A summary of any unanticipated problems andlabks information regarding
adverse events

3. A summary of any withdrawal of subjects frora tesearch since the last IRB
review;

4. A summary of any complaints about the resesirmte the last IRB review;

5. A summary of any recent literature that mayddevant to the research and
any amendments or modifications to the researategime last IRB review;

6. Any relevant multi-center trial reports to indk:

() A statement indicating what information (e.g., stwdde adverse events,
interim findings, and any recent literature thatyrba relevant to the
research) was reviewed by the monitoring entity;

(i) The date of the review; and

(iii) The monitoring entity’s assessment of theoimhation reviewed.

7. Any other relevant information, especially infation about risks associated
with the research;

b Progress Report

Approved Protocol (if requesting revisionse@tean version and one with track changes)
Approved Consent Form (if requesting revisjame clean version and one with track
changes)

List of all SAEs since the last review

Protocol Summary

Additional forms (when necessary) for protéamhsent form modification

Application for Expedited Review (when applit)

oo

S@ e

When changes in the protocol are to be made dintleeof continuing review, the Continuing
Review Form should be accompanied by an Applicdtora Protocol Amendment/Addendum,
which details the proposed changes as well as glareation of the rationale for the change, and
an estimate of whether the change affects thebgsiefit ratio of the project. In addition to the
form, the Principal investigator should submit @ised protocol, and one with track changes. If
the changes require revision to the informed canfeem, the Principal investigator should also
submit one clean version and one with track changes

5. Special Reporting Requirements

In special circumstances, determined at the timewviéw, the IRB may stipulate that some type
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of review should take place more frequently thaceoa year. When special reporting
requirements are set as a condition of approvalPtincipal investigator must submit either the
required information or a progress report, as iaigid in the approval letter. For example, if the
IRB is concerned with the recruitment rate of agtat the time of its continuing review, the IRB
may stipulate in its approval that enroliment skdug reviewed again in six months. Therefore,
in six months the Principal investigator must sutarietter to the IRB informing it of the study’s
current enrollment.

6. Submission Requirements for Final Review

When a project has been completed or when theipainavestigator's participation in a project
has ended, the Principal investigator must subiita report summarizing all activity carried
out through the protocol.

For a Final Review, an Principal investigator mawgbmit the following to the IRB:
a. Application for Final Review,

b. Summary of Research Results, and

c. Any publications resulting from the study.

7. Submission Requirements for Study Close-Outs

If for any reason an Principal investigator decitteslose-out a study before its completion as
per protocol, the Principal investigator must sularfinal report summarizing all activity carried
out through the protocol, and the reasons for tingyss closure.

To Close-Out a study, an Principal investigator submit the following to the IRB:

a. Application for Final Review,

b. Summary of all activity carried out through the oo,

c. Reasons for the study’s closure, and

d. A draft of a letter informing subjects’ of the sytglclosure, and how they will be affected by
it, if necessary.

8. Submission Reguirements for Exemptions from IRB Review

For studies, which are deemed to be exempt fromriRigw by 45 CFR 46.101(b), a Principal
investigator must submit the following to the IRBfartment:

Application for Exemption from IRB Review,

Protocol (can follow the ‘Exempt Protocol Template’

Informed Consent, if necessary,

Information Sheet, if necessary, and

All questionnaires/measures to be used, if applcab

P20 T®

9. Action Taken if Documentation is Not Adeguate or Additional Information is
Required

If the IRB or IRB staff determines that the subedtdocuments are not adequate, Principal
investigators may be required to submit additionfgrmation, or their presence may be required
to answer questions or explain the details of théys Incomplete submissions will not be
reviewed by the IRB.
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10. Responsibility

The IRB Administrator is responsible for maintaipicurrent research submission requirements
for interested Principal investigators and for ppnelary triage of non-routine submissions. IRB
Administrator is responsible for preparing membeiew materials and reviewing submission
elements.

11. Applicable Regulations and Guidelines

45 CFR 46.115

21 CFR 56.108 (a)(4)

21 CFR 312, 812

ICH Good Clinical Practice (GCP) Guideline

B. IRB MEETING ADMINISTRATION

1. Policy
Except when an expedited review procedure is usetthe study qualifies for exempt status, the
IRB will review all proposed research at convenegbtimgs at which a quorum is present. The

IRB will meet every four weeks, or as necessara(aequency determined by the IRB
Chairperson and the IRB Administrator) to adeqyateView initial and continuing research.

2. Quorum
a. A quorum is defined as one half of the number gliter members plus one.

b. A quorum includes at least one member whose primangerns are in scientific areas, and
one member whose primary concerns are in nonsigeateas.

c. Staff and/or special consultant(s) will not be utedstablish a quorum.

3. Primary Reviewer System

A primary reviewer system may be used for new ssbioins, protocols involving vulnerable
populations, protocol amendments, and for contiguaviews.

Although the primary reviewer system is utilizetl @B members will receive all submission
materials. For protocols involving vulnerable fdbjpopulations, the IRB Chairperson and/or
Administrator will assign the advocate for the atar vulnerable subject population as the
primary reviewer. All IRB members will be respdsisifor an in-depth review of the protocol
and other submission materials. In addition, thegry reviewer will be responsible for an in-
depth review of the protocol as it relates to thimerable subject population.

For initial continuing reviews, and amendments,|IRB Chairperson and/or Administrator may
assign a primary reviewer, to provide an in-depthiew of the study. The IRB member with the
most relevant expertise regarding a specific paltadl be assigned as the study’s primary
reviewer. This member will receive a copy of tlhenplete protocol including any modifications
previously approved by the IRB, in addition to thet of the submission materials. All other
IRB members will receive same information. Upoguest, any IRB member will have access to
the complete IRB protocol file and relevant IRB oties prior to or during the convened IRB
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meeting. The primary reviewer will be responsiiolean in-depth review of the protocol and the
initial or continuing review information, and witad the discussion regarding the protocol at the
convened meeting.

4. Meeting Materials Sent Prior to IRB Meetings

All IRB members will be sent the required reviewcdmentation sufficiently in advance of the
meeting to allow time for adequate review. Thestude:

a. Agenda: a meeting agenda will be prepared by tiBeABministrator and distributed to IRB
members prior to each meeting. A copy of the agendl attached materials will be
maintained on file in the IRB office.

b. Educational material: All members will be providedh educational material, such as an
article, guidance document, or selected text flioen3OPs/regulations/etc. to keep them
apprised of current human research protectiongsssu

¢. Minutes of previous meetings: All members willfi®@vided with previous meeting minutes
to review and comment. Minutes will be voted uloming the following meeting to
approve, require changes, or defer.

d. Reviewer materials: All IRB members will receive@mplete copy of the submitted
materials for each study. Upon request, any IRBnirer will have access to the complete
IRB protocol file and relevant IRB minutes priordoduring the convened IRB meeting.

e. Table of new serious adverse events.

f.  Summary of Recent Expedited Reviews.

g. Summary of Recent Exemptions from IRB Review.

h. A packet of Reviewer Forms to guide the IRB memliretkeir review of each protocol.
5. Minutes

a. Federal regulations for the protection of humarjestb [45 CFR 46.115(a)(2)] require that
"Minutes of IRB meetings... shall be in sufficientaiéto show attendance at the meeting;
actions taken by the IRB; the vote on these aciiociading the number of members voting
for, against, and abstaining; the basis for rengichanges in or disapproving research; and a
written summary of the discussion of controvertlies and their resolution." These
requirements are the minimum. Quality minutes &henable a reader who was not present at
the meeting to determine exactly how and with whsitification the IRB arrived at its
decisions. IRB members representing vulnerablelatipns should be noted in the minutes.

b. Criteria for approval: «--- {Formatted: Bullets and Numbering }

1. Determinations for approval by the IRB must incladleof the following: _ - { Formatted: Font: 11 pt

)

a. An analysis of the potential sources of risk.[ physical, psychological and
social/economic), with special mention of additibmsk posed to vulnerable
populations (specifically prisoners, pregnant fessand children). Note, the IRB
should not consider possible long-range effectpplying knowledge gained in the
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research (for example, the possible effects ofelearch on public policy) as among
those research risks that fall within the purvidvit®responsibility;

b. A favorable opinion that the risks to subjectsramimized {.e., including the use of
procedures which are consistent with sound resefesign and which do not
unnecessarily expose subjects to risk or whengymogriate, by using procedures
already being performed on the subjects for diatimos treatment purposes);

c. A favorable opinion that the risks to subjectsragsonable in relation to anticipated
benefits to subjects and/or the importance of timMedge that may reasonably be
expected to result. In evaluating risks and bénéfie IRB should consider only
those risks and benefits that may result from ésearch (as distinguished from risks
and benefits of therapies subjects would receitbérabsence of the research).
Similarly, the IRB should not consider paymenteéegarch subjects a benefit for
purposes of this evaluation.

d. Selection of subjects is equitable. In making #ssessment the IRB should take into
account the purposes of the research and thegséattimhich the research will be
conducted and should be particularly cognizanhefspecial problems of research
involving vulnerable populations, such as childg@isoners, pregnant women,
mentally disabled persons, or economically or etioically disadvantaged persons
(see the Recruitment of Vulnerable Subject PopriatPolicy, QM.RES.007). The
inclusion/exclusion criteria for the study shouttpose fair and equitable burdens
and benefits and recruitment efforts should beasda towards any population or
sub-population;

e. Unless meeting such criteria for waiver or pasialver, informed consent will be
sought from each perspective subject or the subjiedally authorized
representative, in accordance with, and to thenéxeguired by statute (see the
Informed Consent IRB Review Policy, QM.RES.003);

f. Unless meeting such criteria for waiver , inforneetisent will be appropriately
documented in accordance with, and to the exteptinred by, statute (see the
Informed Consent IRB Review Policy, QM.RES.003);

g. _When appropriate, the research plan makes adepumtision to protect the privacy
of subjects and to maintain the confidentialitydefa;

h. When appropriate, there are adequate provisionsémitoring the data collected to
ensure the safety of the subjects;

i. When some or all of the subjects are likely to bimgrable to coercion or undue
influence, such as children, prisoners, pregnamh@m mentally disabled persons, or
economically or educationally disadvantaged persadditional safeguards have
been included in the study to protect the rights wrlfare of these subjects.

j. Documentation of the above must be in the meetimytes.

c._Recording: The IRB Administrator will take notefseach meeting. An audio recording of +-_ _ - { Deleted: )
each meeting may also be used if appropriate tnahe preparation of written minutes, but > { Formatted: Bullets and Numbering
the written meeting minutes will be the officiatoed. Minutes will be written in sufficient

detail to show the following:

1. Meeting attendance; including names of attendémed, affiliation status with HCA
Midwest Division, status as scientist/non-scientisid their role on the IRB (i.e.,
Children’s Advocate).
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2. Actions taken by the IRB on each agenda item régufull IRB action, including, the
basis for requiring changes in or disapprovingréeearch, the level of risk and the
approval period; and special considerations fotsF&y C and D of the Common Rule.

3. Summary of the discussion of controverted issudsr@solution;

4. Voting results, including number for, against, absibns (reason why) and members
who recused themselves and reasons for refusésabers abstaining themselves due to
a conflict of interest may not be counted towardrgm requirements or be counted as
among the majority of ;members necessary to comstit quorum.

5. Use of the primary reviewer system.

d. Approval: Minutes will be distributed to memberghin two weeks of the IRB meeting for< - - - {Formatted: Bullets and Numbering ]
review and approval. Corrections requested byRiBewill be made by the IRB
Administrator or designee. The IRB Administratbak sign and date the final, approved
minutes at the next convened meeting following aftacceptance of the minutes.

e. The IRB Administrator will maintain copies of thamates, as well as the agenda and pertinent { Formatted: Bullets and Numbering ]
materials on file. One hard copy and one electroopy will be maintained.

by the IRB. Only regular and alternate membermgdn place of absent regular members
may vote. The vote will be recorded in the minuteembers with a conflict of interest will
recuse themselves from the discussion and votidgsach will be noted in the minutes.
Maintenance of a quorum after refusals will be datethe minutes.

f. A majority of members must vote in favor of an awntin order for that action to be accepted- - - { Formatted: Bullets and Numbering ]

6. Telephone and/or Video-Conferencing

a. Convened meetings using speakerphone: Should demarot be able to be physically
present during a convened meeting, but is availapkelephone, the meeting can be
convened using a speakerphone. The member whao Egsically present will be connected
to the rest of the members via speakerphone.igmtanner, all members will be able to
discuss the protocol even though a member is ngtigdlly present. Members participating
by such speakerphone call may vote, provided tleg lhad an opportunity to review all the
material the other members have reviewed.

b. Meetings Conducted Via Telephone or Video Confezealls: Meetings may also be
convened via a telephone conference call. A quqaswmlefined above) must participate for
the conference call meeting to be convened. Twdibr appropriate discussion to take
place, all members must be connected simultanedmistyconference call to take place --
"telephone polling" (where members are contactd/idually) will not be accepted as a
conference call.

7. Voting
a. Members of the IRB vote according to the criteandpproval. Members also will determine

level of risk, and the frequency of review for eachtocol. Members may vote for, against,
or abstain from voting.
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b. Members not present at the convened meeting, mticipating in a conference call, may not
vote on an issue discussed during a convened rggetinvoting by proxy).

8. Responsibility

IRB Administrator is responsible for IRB meetingppedural conduct and documentation. IRB
Chairperson (or designee) is responsible for IRBting review conduct and leadership.

IRB Chairperson or Administrator is responsibledssigning primary reviewers for initial
submissions, protocols involving vulnerable subpepulations, and continuing reviews.

9. Applicable Regulations And Guidelines

45 CFR 46.103, 46.108

21 CFR 56.108, 56.109

FDA Information Sheets, 1998

OHRP Guidance on Continuing Review, July 11, 2002

C. ADMINISTRATIVE REVIEW AND DISTRIBUTION OF MATERI ALS

1. Policy

The efficiency and effectiveness of the IRB is defmt upon each member's receipt of materials
for review. Each member should have adequatefoménorough assessment of each proposed
study, and documentation that is complete and eleangh to allow for an adequate assessment
of study design, procedures, and conditions.

2. Exemptions
The IRB Administrator will review Claims for Exenipih submitted by Principal investigators in
consultation with the IRB Chairpersolf granted, such Claims of Exemption will be fileand a
report of exemptions provided to the full IRB.

3. Incomplete Submissions

Incomplete applications will not be accepted faiiew. Incomplete submissions will be returned
and will not be scheduled for review until the Rijral investigator has provided all necessary
materials as determined by the IRB Administratbhe IRB Administrator will notify the
submitting Principal investigator of any documeiotator additional information necessary for
the application to be scheduled for review.

4. Scheduling for Review

Complete applications will be placed on the agendéhe earliest meeting possible for review
by the full IRB as described in IRB Meeting Adminégion.

5. Distribution to Members Prior to IRB Meetings

Copies of application materials described in Rege8ubmission Requirements will be
distributed to all IRB members, generally at lessten (7) days prior to the meeting. Each
regular member of the IRB attending the meetingeéeive a copy of the initial application
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material. If Consultants are scheduled to attérel; will only receive copies of material that
pertain to their requested input. The originalsufmission materials will be retained in the IRB
Office and available for the IRB meeting.

6. Confidentiality

All material received by the IRB will be considerezhfidential and will be distributed only to
meeting participants for the purpose of review! aplplication materials will be stored in an IRB
study file with access limited to the IRB membaend ataff. Consultants and visitors will be
expected to sign Confidentiality Agreements.

7. Responsibility

The IRB Administrator is responsible for providiogmplete review material packets to IRB
members and other relevant parties. IRB Chairpefsodesignee) is responsible for supporting
and assisting the IRB Administrator in determingmgrity of submissions.

8. Applicable Regulations And Guidelines

21 CFR 56.109
45 CFR 46.109

D. DOCUMENTATION AND DOCUMENT MANAGEMENT

1. Policy

a. IRB files must be maintained in a manner that dosta complete history of all IRB actions
related to review and approval of a protocol, idalg continuing reviews, and amendments.
All records regarding a submitted study (regardtésshether it is approved) must be
retained in an appropriate manner as required dulagory requirements and/or institutional

policy.
b. Records must be accessible for inspection and ngyy authorized representatives of the

Sponsor, funding department or agency, regulatgeyeaies and institutional auditors at
reasonable times and in a reasonable manner.

2. Document Retention

a. The IRB Office will retain all records regarding application (regardless of whether it is
approved) for at least three (3) years. For glliaptions that are approved and the research
initiated, the IRB Office will retain all recordegarding that research for at least three (3)
years after completion of the research.

b. Study-related documents: Adequate documentati@ach IRB's activities will be prepared,
maintained and retained in a secure location. iRedadocuments include:

1. Copies of all original research protocols reviewsmentific evaluations, if any, that
accompany the proposals, approved consent docunpeaggess reports submitted by
Principal investigators, and reports of adversenes/eccurring to subjects and reported
deviations from the protocol.\
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2. Agendas and minutes of all IRB meetings.

3. Copies of all submitted monitoring reports, sitsitvieports and other continuing review
activities.

4. Copies of all correspondence between the IRB aadPtmcipal investigators.

5. Statements of significant new findings providedubjects.

6. Reports of any complaints received from subjects.

3. IRB Administration Documents

a. The IRB Office will maintain and retain all recondsgarding IRB administrative activities
that affect review activities for least three (8pys. The IRB Office will retain all records
regarding protocols that are approved and the rels@aitiated for at least three (3) years
after completion of the research. These polices@ocedures apply to all controlled
documents used in the submission, initial reviavd eontinuing review of research
submitted to the IRB.

b. Rosters of regular and alternate IRB memberstifitxd by name, earned degrees,
representative capacity, and indications of expegesufficient to describe each regular and
alternate member's chief anticipated contributithe IRB’s deliberations; and any
employment or other relationship between each meuanhe the IRB and HCA Midwest
Division (e.g., full-time employee, part-time empée, member of Board of Directors, paid
or unpaid consultant). Current and obsolete meshiigrrosters will remain in the IRB
Office and then archived.

c. Changes in the IRB’'s membership are to be redaa OHRP as they occur.

d. A current copy of the Standard Operating Pddieied Procedures should be maintained in
the IRB Office.

e. Delegation of specific functions, authoritiesresponsibilities by the IRB Chairperson must
be documented in writing and filed in the IRB Oéfic

4. Destruction of Copies

All material received by the IRB members, whicltagsidered confidential and in excess of the
required original documentation and appropriaterodied forms, will be destroyed by a method
such as shredding the paper.

5. Archiving and Destruction

After 3 years, all documents and materials gernar@B determinations will be archived
according to institutional policy. Archiving poilés of HCA Midwest Division will determine
when such archived records may be destroyed.

6. Responsibility

The IRB Administrator is responsible for maintagicomplete files on all research reviewed by
or submitted to the IRB and for all applicable regory compliance requirements.
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7. Applicable Regulations And Guidelines

45 CFR 46.103,115
21 CFR 56.115

VIl. TYPES OF IRB REVIEW/IRB MEETING PROCEDURES

A. HUMAN SUBJECTS RESEARCH

1. Policy

The IRB Chairperson, with assistance from the IRBnfnistrator, will determine whether
research constitutes human subjects researchcifiinvestigators must submit a protocol to
the IRB office, so that the IRB Chairperson and Amstrator can make an independent
determination if the research involves human subjecnot.

2. Definition of ‘Research’

HHS regulations defineesearchat 45 CFR 46.102(d) as followResearchmeans a systematic
investigation, including research developmentjrigsind evaluation, designed to develop or
contribute to generalizable knowledge. Activitiedich meet this definition constitute research,
whether or not they are conducted or supportedngeogram which is considered research for
other purposes. For example, some demonstratsenvice programs may include research
activities.

3. Definition of ‘Human Subject’

HHS regulations defineuman subjecat 45 CFR 46.102(f) as followsiuman Subjeamneans a
living individual about whom a Principal investigaiconducting research obtains (1) data
through intervention or interaction with the indiuil, or (2) identifiable private information.

Interventionincludes both physical procedures by which dagagathered (for example,
venipuncture) and manipulations of the subjecherdubject’s environment that are performed
for research purposesnteractionincludes communication or interpersonal contativben
Principal investigator and the subjeétrivate Informationincludes information about behavior
that occurs in a context in which an individual ceasonably expect that no observation or
recording is taken place, and information which lbesn provided for specific purposes by an
individual and which the individual can reasonadstpect will not be made public (for example,
a medical record). Private information mustdividually identifiable(i.e., the identity of the
subject is or may readily be ascertained by theciral investigator or associated with the
information) in order for obtaining the informatitm constitute research involving human
subjects.

4. Determining if a Protocol Involves Human Subject s Research
Obtaining identifiable private information or idéieble specimens for research purposes
constitutes human subjects researGiotainingmeans receiving or accessing identifiable private
information or identifiable specimens for resegoanposes. HCA Midwest Division interprets
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obtainingto include a Principal investigator’s use, stuatyanalysis for research purposes of
identifiable private information or identifiableesgimens already in the possession of the
Principal investigator.

HCA Midwest Division does not consider researclolaing only coded private information or

specimens to involve human subjects as definedrufBIEFR 36.102(f) if the following

conditions are both met:

a. the private information or specimens were not ctdlé specifically for the currently
proposed research project through an interactiontervention with living individuals; and

b. the Principal investigator cannot readily ascertheidentity of the individual(s) to whom
the coded private information or specimens peltatause, for example:

1. the key to decipher the code is destroyed befaeedbearch begins;

2. the Principal investigator and the holder of thg &eter into an agreement prohibiting
the release of the key to the Principal investigatmder any circumstances, until the
individuals are deceased (the IRB does not neeeview and approve this agreement);

3. there are IRB-approved written policies and opeggtirocedures for a repository or data
management center that prohibit the release dfalie¢o the Principal investigators under
any circumstances, until the individuals are deegasr

4. there are other legal requirements prohibitingréiease of the key to the Principal
investigators, until the individuals are deceased.

This policy applies to existing private informatiand specimens, as well as to private
information and specimens to be collected in ther&ufor purposes other than the currently
proposed research. The following are examplesioéie information or specimens that will be
collected n the future for purposes other tharctiveently proposed research: (1) medical
records; and (2) ongoing collection of specimemsftissue repository.

In some cases a Principal investigator who obtaitied private information or specimens about
living individuals under one of the conditions ditebove may (1) unexpectedly learn the identity
of one or more living individuals, or (2) for preusly unforeseen reasons now believe that it is
important to identify the individual(s). If, as @sult, the Principal investigator knows, or may be
able to readily ascertain, the identity of the uidlials to whom the previously obtained private
information or specimens pertain, then the reseactkiity now would involve human subjects
under the HHS regulations. Unless this human stsjesearch is determined to be exempt under
HHS regulations at 45 CFR 46.101(b), IRB revievthaf research would be required. Informed
consent of the subjects also would be requiredsgrttee IRB approved a waiver of informed
consent under HHS regulations at 45 CFR part 46c) 16 (d).
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5. Human Subjects Research Decision Chart

Is there an intervention or an interaction with a living person that
would not be occurring or would be occurring in some other fashion,
but for this research?

[ ves T

Will identifiable private datafinformation be
obtained for this research in a form
associable' with the individual?

45 CFR Part 46

Eea does not apply.

Human subjects involved.
Follow 45 CFR 46 or

meet criteria for exemptions
(See Chart 2).

That is, the identity of the subject is or may reaily be ascertained or associated
with information.

Y ol - {Deleted: 1

6. Responsibility

The IRB Chairperson, with assistance from the IRBniistrator, will determine whether
specific research protocols constitute human stbjesearch.
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National Cancer Institute

The NCI offers an IRB available for cooperativeiesyof NIH funded studies to alleviate the
duplication of review of portions of NIH funded ezsch. HCA facilities may amend the above
procedures and follow the guidelines posted at VWGVCIRB.org in its review of its NCI
studies.

Data Safety Monitoring Boards:

independent data monitoring committee for thosesginsored protocols to exercise oversight
of the clinical investigation and the informed cemsprocess. An independent sponsor may also
establish Data Safety Monitoring Boards. Informatirom these committees should be provided
to the IRB in order to perform continuing review.

- - ‘[Formatted: Left, Indent: Left: 0 pt ]

8. Applicable Regulations And Guidelines - { Deleted: 7 )

45 CFR 46.102(d)

45 CFR 46.102(f)

OHRP Guidance on Research Involving Coded Privditernation or Biological Specimens,
August 10, 2004
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B. EXEMPTIONS FROM IRB REVIEW

1. Policy

The IRB Chairperson, with assistance from the IRBnfnistrator, will determine whether
research protocols qualify as exempt from IRB nayiender 45 CFR 46.101(b). Principal
investigators must submit a protocol to the IRBo&f so that the IRB Chairperson and
Administrator can make an independent determinatitire research qualifies as exempt or not.
The Principal investigator should also submit thiéofving if applicable: (1) informed consent
document; (2) information sheet; (3) questionnainesisures.

- - - {Formatted: Left, Indent: Left: 36 th
[Federal regulations permit an IRB to provide foemyption from IRB review for certain kinds - [ Formatted: Font: 11 pt }
of research if specific conditions are meResearch that is granted exemption from IRB
review may still require formal informed conseneath participant. Additionally, exemption
from IRB review does not automatically imply thitéecia for a HIPAA waiver of authorization
which must be determined independently based awitscriteria. Even if a protocol is
eligible under federal regulations for Exempt Stathe IRB may choose to review the protocol
in accordance with its usual procedures. No stuidigolving the use of investigational drugs,
devices or biologics will be granted Exempt Status.

vitro fertilization. In addition, survey researéhyolving children, and research under FDA f
jurisdiction (except in emergency circumstanceshat exempt from federal regulations.

A claim of exemption does not automatically meam IfRB will grant exempt status. The IRB is
not obligated to grant exemptions to proposed rekedn fact, the IRB may require review of
all such activities, whether funded or not, to eaghat the research meets the federal
requirements for a "Claim of Exemption." Therefareorder to fulfill the requirement for the
proper review of research, Principal investigatasnot "self-exempt” from IRB review.

If a protocol is determined to be Exempt, Principakstigators will not be required to submit
materials to the IRB. However, should any add#lstudy procedures change that could affect
the exempt status of the study, the Principal itigators should contact the IRB office. The IRB
Administrator will review the change and determiinthe Exempt status has changed. If the IRB
Administrator determines that the study’s Exematust has changed, the information will be
forwarded to the IRB Chairperson for final deteration. If the IRB Chairperson determines
that the study is no longer Exempt, than the stitlyundergo either an expedited (if eligible) or
full-board review.

2. Research Exempt from IRB Review

Research in categories described below is consldetempt from IRB review with the
exceptions as noted:
a. Research conducted in established or commonly sdteglucational settings, involving
normal education practices, such as:
« Research on regular and special education instnaitstrategies, or
- Research on the effectiveness of or the compagswng instructional techniques,
curricula, or classroom management methods.
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b. Research involving the use of educational testgr(itive, diagnostic, aptitude, achievement),
survey procedures, interview procedures or obsiervaf public behavior, unless:

Information obtained is recorded in such a maninar human subjects can be identified,
directly or through identifiers linked to the suttjg and

Any disclosure of the human subjects responseddeutise research could reasonably
place the subjects at risk of criminal or civildiity or be damaging to the subjects'
financial standing, employability, or reputation.

Note: This does not apply to research involving dhiren except for research

involving observations of public behavior when thePrincipal investigator does not
participate in the activities being observed.

c. Research involving the use of educational testgritioe, diagnostic, aptitude, achievement),
survey procedures, interview procedures or observaf public behavior that is not exempt
under paragraph (2) of this section, if:

The human subjects are elected or appointed poffiaials or candidates for public
office; or

Federal statute(s) require(s) without exception tira confidentiality of the personally
identifiable information will be maintained throumht the research and thereafter.

d. Research, involving the collection or study of &rig data, documents, records, pathological
specimens, or diagnostic specimens, if these ssareepublicly available or if the
information is recorded by the Principal investigaih such a manner that subjects cannot be
identified, directly or through identifiers linked the subjects.

NOTE: Chart reviews may only be considered exempf patient/subject identifiers
are NOT retained by the Principal investigator.

Research and demonstration projects whicharg@ucted by or subject to the approval of

department or agency heads, and which are destgretddy, evaluate, or otherwise
examine:

Public benefit or service programs;

Procedures for obtaining benefits or services uttdese programs;

Possible changes in or alternatives to those pnagya procedures; or

Possible changes in methods or levels of paymeniteioefits or services under those
programs.

Taste and food quality evaluation and consumerpanee studies,

If wholesome foods without additives are consumed o

If a food is consumed that contains a food ingretée or below the level and for a use
found to be safe, or agricultural chemical or emwinental contaminant at or below the
level found to be safe, by the Food and Drug Adstiation or approved by the
Environmental Protection Agency or the Food Sadety Inspection Service of the U.S.
Department of Agriculture.

3. Responsibility

The IRB Chairperson is responsible for evaluatipgliaations for exemption from IRB review.
IRB Administrator is responsible for providing caitation in the review of claims of exemption.

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 41 OF 125



4. Applicable Regulations And Guidelines

45 CFR 46.101
21 CFR 56.104, 105

C. EMERGENCY EXEMPTION FROM PROSPECTIVE IRB APPROVAL

1. Policy

The IRB acknowledges that there are rare circurns&im which the normal review process must
be circumvented. These are instances where untabkeurgent clinical needs or opportunities
in individual patients require immediate actiontejuest for emergency approval may be made
by calling the IRB office.

JThe attending physician must discuss the requestfiergency use with HCA Midwest __ - { Deleted:

Division’s Medical Director. The attending physicis the individual who will be held f

responsible for fulfilling the requirements for lfwl-up reporting to the IRB.

Emergency approval will not be issued for routipplecations submitted to the IRB with
insufficient time to meet a deadline mandated leyRhincipal investigator or a funding agency.

Treatment IND (Investigational New Drug) or IDE \&stigational Device Exemption) protocols
for which the Principal investigator knows in adearthat more than one patient is to be entered
into the study are not considered appropriate fitgrgency approval requests. Such applications
should be submitted for full Board review.

Many protocols involving investigational drugs @vites are funded by NIH. The NIH Office

for the Protection of Research Risks, which waseeded by the DHHS Office of Human
Research Protections, determined in 1991 that "\Wememergency care is initiated without
prior IRB review and approval, the patient may betconsidered to be a research subject. Such
emergency care may not be claimed as researcimaypthe outcome of such care be included in
any report of a research activity." This explamatioes not preclude providing an investigational
product on an emergency basis with approval byRiBeChairperson. This type of approval,
however, does not meet NIH's regulatory definitidaction taken at a convened meeting and,
therefore, NIH does not allow submission of daterfisuch cases as part of the NIH-FUNDED
study.

2. Definition: Emergency Use

Emergency use is defined as the use of an invéistigddrug or biologic product with a human
subject in a life-threatening situation in whichstandard acceptable treatment is available and in

not to be started, even in an emergency, withaat HRB review and approval. When
emergency medical care is initiated without prRBIreview and approval, the patient may not
be considered a research subject. Such emergareynay not be claimed as research, nor may
any data regarding such care be included in anyrrep a prospectively conceived research

activity.
JThe emergency use provision of the FDA regulatisra exemption from prior review and - | Deleted: 1
approval by the IRB and allows for one emergeneyafsan investigational drug or biologic f

product without prospective IRB review.
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3. Responsibility

The responsibilities, which accompany use of aestigational drug or device on an emergency

basis include the following:

a. Aninvestigational drug or device can only be diggel on an FDA-approved protocol, held
either by a sponsor or an individual physiciara #ponsor is willing to allow a physician to
use an investigational drug or device on an emengbasis via their FDA-approved
protocol, the sponsor still requires approval famlIRB. Agreement by the sponsor to ship
a drug is usually accompanied by paperwork detatlie justification for use of the drug
and outlining reporting requirements after thegrdthas been treated.

b. The IRB Chairperson or designee (using coastdtas appropriate, such as one of the
facility department Medical Directors) may issuletter acknowledging notification of
emergency use of the test article, on a case-by/fzasis. The Principal investigator should
generate a letter to the IRB Chairperson descritiieggmergency-use situation,
documenting compliance with the specific FDA reguoients for emergency use. The
notification to the IRB must occur prior to or withfive days of use of the test article. The
IRB Chairperson or designee will review the lettad confirm that an emergency situation
exists and there is not sufficient time to convarell-board IRB meeting. A written report
is to be submitted for full IRB information withitD working days of the Emergency
Request. Acknowledgement by the IRB Chairpersomlshaot be construed as IRB
approval. Its purpose is to initiate a follow ule fio ensure that the required
notification/report is submitted.

c. The patient must understand the investigatioatlre of the test article. Informed consent
must be obtained; however, the consent form isrséndard research consent form. In
most cases, the sponsor will supply a consent fdrhe IRB is not involved in the review
or approval of the consent form if the situatioretsethe criteria for emergency use.

4. Informed Consent for Emergency Use

Even for an emergency use, the Principal invesiigatrequired to obtain informed consent of

the subject or the subject's legally authorizedesgntative unless both the Principal investigator

and a physician who is not otherwise participaiimthe clinical investigation certify in writing

all of the following:

a. The subject is confronted by a life-threateningation necessitating the use of the test
article.

b. Informed consent cannot be obtained because ofanility to communicate with, or obtain
legally effective consent from, the subject.

c. Time is not sufficient to obtain consent from tiubject's legal representative.

d. No alternative method of approved or generally gaized therapy is available that provides
an equal or greater likelihood of saving the sutgdife.

If, in the Principal investigator's opinion, immat# use of the test article is required to preserve
the subject's life, and if time is not sufficientdbtain an independent physician's determination
that the four conditions above apply, the clinieehcipal investigator should make the
determination and, within 5 working days after tise of the article, have the determination
reviewed and evaluated in writing by a physiciarowsinot participating in the clinical
investigation. The Principal investigator must fiothe IRB within 5 working days after the use
of the test article
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5. Applicable Regulations And Guidelines

21 CFR 56.102(d)
21 CFR 56.104(c)
21 CFR 50.23(a)
21 CFR 50.23(c)

D. EXPEDITED REVIEW

1. Policy

An expedited review procedure consists of a rewwévesearch involving human subjects by the
Chairperson or by one or more experienced reviedesgnated by the Chairperson from among
members of the IRB (may also include contractedatiants). These policies and procedures
apply to all research submitted to the IRB thatlifjga for expedited review.

The categories of research that may be reviewaleiRB through an expedited review
procedure include research activities that (1)greso more than minimal risk to human
subjects, and (2) involve only procedures listedrie or more of the specific categories listed in
the regulations at Federal Register Volume 63, M& An addition, an expedited review
procedure can be used to review minor changeswiqursly approved research during the period
for which approval is authorized.

2. Definition of Minimal Risk

Minimal risk is defined as "...the probability amsgnitude of harm or discomfort anticipated in
the research are not greater in and of themsehagsthose ordinarily encountered in daily life or
during the performance of routine physical or psyobical examinations or tests...."

3. Cautions

a. The activities listed should not be deemed to bmiafmal risk simply because they are
included on the list of eligible research. Inatusbn this list merely means that the activity
is eligible for review through the expedited revipmcedure. The IRB reserves the right to
require full board review of any application.

b. The expedited review procedure may not be usedentlentification of the subjects and/or
their responses would reasonably place them abfiskminal or civil liability or be
damaging to the subjects' financial standing, eygiidity, insurability, reputation, or be
stigmatizing, unless reasonable and appropriate@ions will be implemented so that risks
related to invasion of privacy and breach of cagiiiblity are no greater than minimal.
Lastly, the expedited review procedure may notsefor classified research involving
human subjects.

4. Categories of Research That May Be Reviewed Via __the Expedited Review
Procedure

Categories one (1) through seven (7) pertain th Imitial and continuing IRB review.

(1) Clinical studies of drugs and medical devioely when condition (a) or (b) is met.
a. Research on drugs for which an investigational davg application (21 CFR Part 312)

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 44 OF 125



is not required. (Note: Research on marketed dhagssignificantly increases the risks
or decreases the acceptability of the risks astwatiaith the use of the product is not
eligible for expedited review.)

b. Research on medical devices for which (i) an ingatibnal device exemption
application (21 CFR Part 812) is not required;idtttfie medical device is
cleared/approved for marketing and the medicalageis being used in accordance with
its cleared/approved labeling.

(2) Collection of blood samples by finger stickehstick, ear stick, or venipuncture as follows:
a. from healthy, nonpregnant adults who weigh at I&d6tpounds. For these subjects,
the amounts drawn may not exceed 550 ml in an & weeod and collection may not
occur more frequently than 2 times per week; or

b. from other adults and children, considering the aggght, and health of the subjects,
the collection procedure, the amount of blood tediected, and the frequency with
which it will be collected. For these subjects, #imount drawn may not exceed the
lesser of 50 ml or 3 ml per kg in an 8 week pedad collection may not occur more
frequently than 2 times per week.

(3) Prospective collection of biological specimédar research purposes by noninvasive means.
Examples: (a) hair and nail clippings in a nondisfing manner; (b) deciduous teeth at time
of exfoliation or if routine patient care indicateseed for extraction; (c) permanent teeth if
routine patient care indicates a need for extrac(id) excreta and external secretions
(including sweat); (e) uncannulated saliva colldaéher in an unstimulated fashion or
stimulated by chewing gumbase or wax or by applgmijute citric solution to the tongue;
(f) placenta removed at delivery; (g) amniotic dlwbtained at the time of rupture of the
membrane prior to or during labor; (h) supra- amogingival dental plaque and calculus,
provided the collection procedure is not more inaghan routine prophylactic scaling of
the teeth and the process is accomplished in aasoedwith accepted prophylactic
techniques; (i) mucosal and skin cells collectedbgcal scraping or swab, skin swab, or
mouth washings; (j) sputum collected after salingt mebulization.

(4) Collection of data through noninvasive progedynot involving general anesthesia or
sedation) routinely employed in clinical practiegcluding procedures involving x-rays or
microwaves. Where medical devices are employeg, ihest be cleared/approved for
marketing. (Studies intended to evaluate the saetleffectiveness of the medical device
are not generally eligible for expedited reviewgliming studies of cleared medical devices
for new indications.) Examples: (a) physical seasbat are applied either to the surface of
the body or at a distance and do not involve imgbsignificant amounts of energy into the
subject or an invasion of the subject’s privacy;Wieighing or testing sensory acuity; (c)
magnetic resonance imaging; (d) electrocardiograplegtroencephalography,
thermography, detection of naturally occurring oadtivity, electroretinography,
ultrasound, diagnostic infrared imaging, dopplel flow, and echocardiography; (e)
moderate exercise, muscular strength testing, bothposition assessment, and flexibility
testing where appropriate given the age, weightt,hegalth of the individual.

(5) Research involving materials (data, documestxrds, or specimens) that have been
collected, or will be collected solely for nonresstapurposes (such as medical treatment or
diagnosis). (NOTE: Some research in this categay be exempt from the HHS
regulations for the protection of human subjecisCER 46.101(b)(4). This listing refers
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(6)

)

®)

©)

only to research that is not exempt.)

Collection of data from voice, video, digjtal image recordings from surgical, diagnostic,
or therapeutic procedures made for research
purposes.

Research on individual or group charactessticbehavior (including, but not limited to,
research on perception, cognition, motivation, fignlanguage, communication, cultural
beliefs or practices, and social behavior) or neseamploying survey, interview, oral
history, focus group, program evaluation, humatofacevaluation, or quality assurance
methodologies. (NOTE: Some research in this cayegaty be exempt from the HHS
regulations for the protection of human subjecisCER 46.101(b)(2) and (b)(3). This
listing refers only to research that is not exejnpt.

Continuing review of research previously awed by the convened IRB as follows:

a. where (i) the research is permanently closed tetimellment of new subjects; (ii) all
subjects have completed all research-related iettions; and (iii) the research
remains active only for long-term follow-up of sebijs; or

b. where no subjects have been enrolled and no additicsks have been identified; or

c. where the remaining research activities are limitedata analysis.

*category (8) identifies three situations in whigsearch that is greater than minimal risk
and has been initially reviewed by a convened IRB undergo subsequent continuing
review by the expedited review procedure.

Continuing review of research, not conductedar an investigational new drug application
or investigational device exemption where categorie (2) through eight (8) do not apply
but the IRB has determined and documented at aec@avmeeting that the research
involves no greater than minimal risk and no addi risks have been identified.

5. Minor Changes to Previously Approved Research Du ring the Period for which

Approval is Authorized

The IRB may also use the expedited review procettureview minor changes, which do not
change the level of risk, in previously approvesesech during the period (of 1 year or less) for
which approval is authorized.

At HCA Midwest Division, minor changes include todlowing:

@)

()
(3)
(4)
(%)
(6)
)

Informational revisions to the protocol or consfemin, including but not limited to the
following:

a. changes in telephone/contact numbers

b. addition or deletion of associates or staff

c. changes to correct informational errors

d. changes to correct typographical or grammaticalrerr

e. changes to improve the clarity of statements

Deletion of questions in a questionnaire

Addition of non-sensitive questions to a questidrea

Addition of a standardized test/questionnaire

Minor changes to the number of study participants

Decrease in the amount of blood that is drawn effiisquency
Decrease in the drug dosage or the frequency of aministration
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(8) Minor changes to the recruitment plan, or the isico/exclusion criteria

(9) Addition of, or changes to advertisements/recruitnetters

(10) Extension of the time period of the study to all@wvfollow-up interviews, or data
analysis

(11) Extension of the time period for recruiting subgect

(12) Changes to the study title

(13) Minor procedural changes that do not impact padicts

(14) Minor procedural changes that impact participamis,do not change the risk/benefit ratio

Any protocol revision that entails more than a mmai risk to the subjects must be reviewed by
the full IRB at a convened meeting.

6. Authority of the IRB Chairperson

The IRB Chairperson (or designated reviewer) mayrase all of the authorities of the IRB,
except that he/she may not disapprove the resedrcasearch proposal may be disapproved
only after review by the full IRB. For protocolsviblving vulnerable populations, the IRB
Chairperson may consult with expert reviewers purapriate members of the IRB (such as the
Children’s Advocate or the Prisoner’s Advocate)designate the review to an appropriate IRB
member.

7. Noaotification of the IRB

When the expedited review procedure is used, glllaee members shall be informed of actions
taken by the IRB at the next convened meeting. miBnbers will be informed of expedited
reviews with a summary of the review and a copthefapproval letter.

8. Documentation
If the study qualifies for expedited review, theBIRhairperson or designee will document
his/her determination of risk. The minutes of tiet convened meeting will include
documentation of the studies that were revieweexedited review and any issues discussed
regarding questions that an IRB member had conugthe research reviewed.

9. Additional Items That May be Reviewed by the Cha _irperson or Designee

Approval of pending minor revisions, clarificatiofRevisions to consent documents and other
documentation or clarifications submitted as altesfifull IRB review and as a condition to final
approval may be reviewed by the IRB Chairpersohigther designee. Final approval will be
issued providing the revisions, documentation arifitations do not indicate or result in a
change to the study or change the risk/benefib rati

10. Responsibility

The IRB Administrator is responsible for identifgisubmissions that qualify for expedited
review, and for providing a summary of expeditedews performed to IRB members at
convened meetings. The IRB Chairperson or designessponsible for conducting expedited
reviews.

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 47 OF 125



11. Applicable Regulations And Guidelines

Minimal Risk: 45 CFR 46.102
21 CFR 56.102
Expedited Review: 45 CFR 46.110
21 CFR 56.110
FDA Information Sheets, 1998
OHRP IRB Guidebook

E. FULL BOARD REVIEW

1. Policy

Full IRB review is required for most new applicasosubmitted for review and approval. Itis
also required for most protocols seeking renewgulcayal 45 CFR 46.109(e) for the continuing
review of human subjects research by an Institati®eview Board (IRB) at intervals
appropriate to the degree of risk, but not lesas threce per year. Full IRB review may also be
required for many amendments.

The convened meetings are generally held once éveryweeks. A necessary quorum for the
IRB to consider a proposal is a majority of thetahembership, including a member whose
primary concern is in a nonscientific area, befuffecial actions may be taken at these meetings.
The IRB will not have a member participate in thiéial or continuing review of any project in
which the member has a conflicting interest, exteprovide information requested by the IRB.
An IRB member with a potential or real conflictinferest will leave the room during discussion
and voting and the recusal will be noted in the iR&ting minutes.

Appropriate Board members will be assigned by R Chairperson and/or Administrator to be
principal reviewers on one or more of the applaagi for research involving vulnerable subject
populations, and for continuing reviews. In casbsre it is deemed necessary, consultants to the
IRB may be asked to comment on a proposed resaatitity. Consultants will receive all of the
same information that the IRB received, regardimggarticular protocol, and will either be
present at the meeting or provide a report toRi2tb be reviewed at the meeting.

When FDA-regulated research is reviewed, therd beabtne member, or a consultant, who is a
physician present, or the report of this membesguatiant should be reviewed/discussed. If the
IRB has any question for this member/consultant ishwt present, the research will not be
approved until the question has been answerecettRB's satisfaction.

2. Voting

The IRB will decide by a majority of the membersgent:

(1) To approve the proposal (APPROVAL);

(2) To approve the proposal with minor, specific resivns, conditions or modifications
(APPROVAL WITH CONTINGENCIES); [This indicates thtite requested changes will,
upon submission, be directed to either the Chagpeor other designated IRB reviewer for
final approval, and will not need to go back to fhi¢IRB.];

(3) To defer the proposal, pending changes in the egifmin or receipt of additional information
from the Principal investigator or consultantshe tRB (DEFER/TABLE REVIEW); or

(4) To disapprove the proposal (DISAPPROVAL).
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For approved research, the IRB will determine wizctivities require continuing review more
frequently than every twelve months. More frequepbrting may be required to monitor the
safety of a treatment protocol. It is at the Bosudiscretion to implement these measures. In
general, minimal risk studies are reviewed eveglte months, and studies that are deemed to
be greater than minimal risk are reviewed everyngixths.

The following factors are taken into consideratidmen determining the appropriate review
interval, but are not limited to:

(1) Involvement of vulnerable populations;

(2) Research conducted internationally;

(3) Use of waiver of informed consent proceduresy.(surrogate consent);

(4) Research for which participants would be exddseadditional risks, e.g. breach of
confidentiality, phase | studies, disproportioratienber or severity of adverse events;

(5) Previous Administrative Holds or Suspensionthefresearch due to compliance, record-
keeping or other concerns; and/or

(6) Recommendations from institution.

The IRB has the authority to observe, or haverd thérty observe, the informed consent process
of research it has approved, and to verify thasthdy is being conducted as required by the IRB
and within HCA Midwest Division policies and proegds and site-specific procedures, as
appropriate. IRB staff or members may performgiés or use another party, either affiliated

or not with the institution, to verify informatian the study application, or in any interim or
continuing review submissions.

The IRB will determine the need for verificatiomifn outside sources on a case-by-case basis and
according to the following criteria:
(1) Protocols randomly selected by the IRB office;
(2) Complex protocols involving unusual levelsypes of risks to participants;
(3) Protocols conducted by PIs who previously Hailed to comply with Federal
regulations or the requirements or determinatidrieedIRB; and/or
(4) Protocols where concern about possible matehiahges occurring without IRB approval
have been raised based on information provideddrnritial or continuing review reports or
from other sources.

3. Minutes

Minutes, in sufficient detail to reflect the nantégshe committee members that are present, the
action of the committee on each protocol on thendggall restrictions, conditions, modifications
or additional information requested for each protomajor issues discussed, and the rationale
for each disapproval, will be taken at all IRB nieg$. At the convened meeting each
submission is discussed and a vote is taken. RBeninutes will be written by the
Administrator and approved by the IRB Chairpersod BRB members at the next convened IRB
meeting. The IRB Chairperson will inform the Pripatliinvestigator in writing of the decision of
the Board, within ten business days of the meetlhghanges are recommended by the board,
the IRB Chairperson will communicate these in wgtto the Principal investigator.

4. Principal investigator Responses

If a response from a Principal investigator to BB letter requesting additional information is
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not received within three months, the Principakstigator will be sent a notice stating that the
protocol application has been administratively @wthwn from consideration. Once it has been
administratively withdrawn due to lack of resportbe, review may be continued only upon
receipt of a formal letter requesting reactivatom addressing the concerns raised in the initial
review. The new material will then be reviewed bg full Board at the next committee meeting.

Adverse decisions may be appealed by re-revielWeoptoposal. Appeals will be heard only
when the proposal has been revised and/or proeidéitional information.

5. Responsibility
IRB Administrators are responsible for ensuring tRB reviewers have the tools they need to
complete their research reviews. IRB Reviewergesponsible for conducting a thorough
review and making all appropriate approval reconuhag¢ions for consideration by the IRB.

6. Applicable Regulations And Guidelines

45 CFR 46.111
21 CFR 56.108, 56.111

F. IRB AUTHORIZATION AGREEMENTS

1. Policy

The IRB may enter into joint review arrangemergdy upon the review of another qualified IRB,
or make similar arrangements for avoiding duplaranf effort as allowed and upon entering into
an IRB Authorization Agreement as provided for biyRP.

Non-LocallRB PO '[ Formatted: Font: 11 pt ]
Research may be reviewed by an IRB not locatedemtner research is being performedes by« ™ { gormatted: Indent: First line: 36.9
a non-local IRB. In such situations, the non-ld&B assumes the responsibility for the SO pt
oversight and continuing review, and the principaéstigator (PI) and the facility are " { Formatted: Indent: Left: 36 pt,
responsible for the conduct of the study. First line: 0 pt

With the use of outside non-local IRBs, a writt&BIAgreement must be in place and must include- - | Formatted: Indent: Left: 18 pt,

the following: First line: 0 pt
The role and responsibilities of the non-local IRB; «--- { Formatted: Bullets and Numbering ]

1.

2. An agreement that the entities will comply withensdnt federal requlations;

3. A written agreement between the performance sigeravthe research is to be conducted and the
non-local IRB or its institution;

4. Language confirming the IRB’s responsibility foethversight of the research.

5. The non-local IRB must copy the facility’s desigroeeall correspondence to the Investigator,
specifically letters documenting initial review tvitlates of approval, continuing review with
dates of approval, issues requiring correctiveoagblans and investigator non-compliance.

Non-local IRBs are held to the same requiremengmaastitutional IRB. Therefore, they must have- - { Formatted: Indent: Left: 18pt |
adequate knowledge of the community attitudes rinétion on conditions surrounding the conduct
of research and the continuing status of the rebdarassure compliance with relevant regulations.
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Knowledge by the non-local IRB of the communityrfrevhich subjects are drawn is very important.- - {Formatted:

Indent: Left: 18 pt ]

This assists in safequarding the rights and welféithe subjects and that the consent process is
appropriate for the subject population of the lamahmunity. The IRB should also be sensitive to
the local community attitudes and laws regardirsgaech. The capabilities of a non-local IRB to
fulfill this requirement must be carefully considdrby the institution prior to entering into an IRB
Agreement with of this type of an IRB. Non-locRB meeting documentation should clearly state
how community attitudes were obtained and that these considered with each review, initial and

continuing.

Cooperative Research «--- {Formatted:

Indent: First line: 18 pt }

A single IRB may provide review for several pagiiing institutions. The respective *~ - { Formatted:

Indent: Left: 18 pt ]

responsibilities of the IRB and institution shobkl agreed upon in writing by each party. The
responsibilities may vary from institution to ingtion depending on the scope and capabilities of
each entity.

Multi-Institutional IRB <~ { Formatted:

Indent: First line: 18 pt J

Facilities may cooperate to form a multi-institutid IRB that serves a community, hospital systefoer- { Formatted:

Indent: Left: 18 pt ]

county and oversees research in all HCA-ownedifiasilparty to the IRB Agreement. This IRB
carries out the IRB responsibilities for all HCA+o&d institutions and eliminates the individual
facilities from having to maintain their own IRB§he multi-institutional IRB must follow all
regulations and requirements that a single-ingiitutRB would have to follow.

[Each institution that participates in a multi-institutional | RB must have a written |RB Agreement «_ _ - '{Formatted:

Font: (Default) Times }

Indent: Left: 18 pt }

with the multi-ingtitutional 1 RB. . New Roman
{Formatted:
Federally Supported Research and IRB Agreements D { Formatted:

Indent: First line: 18 pt ]

IRB Agreements that involve DHHS-supported studiag be subject to DHHS approval through
OHRP. Copies of the agreements must be forwaad parties to ensure compliance with

regulation

2. Responsibility

When HCA Midwest Division’s IRB determines thawiill rely on another institution’s IRB
review of a study, or vice versa, HCA Midwest Diuis's IRB Administrator will create an IRB
Authorization Agreement. HCA Midwest Division’sdtitutional Official, and the other
institution’s signatory official will sign the doawent, and copies will be kept on file at both
institutions. The IRB Administrator will also am#the FWA accordingly, when appropriate.

3. Applicable Regulations And Guidelines
45 CFR 46.103

G. COLLABORATING INDIVIDUAL INVESTIGATOR AGREEMENTS

1. Policy
The IRB may extend, for one or more research poiéothe applicability of its FWA to cover

two types of collaborating individuals: collabonatindependent investigators and collaborating
institutional investigators.
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OHRP notes that some human subject’s research ctatthy an assured institution may involve
the following two types of collaborating individusl

1.

A collaborating independent Principal investigas:
a. not otherwise an employee or agent of HCA Midwesidibn,
b. conducting collaborative research activities owtdlte facilities of HCA Midwest Division,
and
c. not acting as an employee of any institution withprect to his/her involvement in the
research being conducted by HCA Midwest Division.

. A collaborating institutional Principal invegitor is:

a. not otherwise an employee or agent of HCA MisivwDivision,

b. conducting collaborative research activitiatsimle the facilities of HCA Midwest Division,

c. acting as an employee or agent of a non-as$usétution with respect to his/her
involvement in the research being conducted GAMlidwest Division, and

d. employed by, or acting as an agent of, a resm&d institution that does not routinely
conduct human subject’s research.

HCA Midwest Division will extend its FWA to coverallaborating independent or institutional
investigator provided that all of the following ahitions are satisfied:

1.

The principal investigator at HCA Midwest Divisidirects and appropriately supervises all
of the collaborative research activities to be grenied by the collaborating individual
Principal investigator outside HCA Midwest Division

The extension of the coverage of the FWA is pytlace by use of an appropriate written
agreement, such as the sample Individual Investigegreement, for each collaborating
individual investigator who will be engaged in tiesearch being conducted by the assured
institution. HCA Midwest Division will maintain #hindividual Investigator Agreement, or
other written agreement used by the assured itistitwon file and provide copies to OHRP
upon request.

For collaborating institutional investigatorse thppropriate authorities at the non-assured
institution state in writing that the conduct oétresearch is permitted at their institution.
HCA Midwest Division and the responsible IRB dgsited under the FWA approve the
extension of the assurance through either the icha¥ Investigator Agreement or other
written agreement used by HCA Midwest Division.

The following documents are made available toctiiaborating individual investigator: (a)
The Belmont Report: Ethical Principles and Guidedi for the Protection of Human Subjects
or Research; (b) the HHS regulations for the ptateof human subjects at 45 CFR part 46
and the FDA regulations at 21 CFR 50, 56, 312,&r®] when appropriate; (c) the FWA and
applicable Terms of the FWA for the assured instity and (d) the relevant institutional
policies and procedures for the protection of husjects of HCA Midwest Division.

The collaborating individual investigator undargis and accepts the responsibility to
comply with the standards and requirements stipdlat the documents referenced in the
preceding paragraph and to protect the rights aithwe of human subjects involved in
research conducted under the Individual Investigagreement or other written agreement
used by HCA Midwest Division.

The collaborating individual investigator agré@somply with all other applicable federal,
international, state, and local laws, regulati@am] policies that may provide additional
protections for human subjects participating ireegsh conducted under the Individual
Investigator Agreement or other written agreemeaetby HCA Midwest Division.

The collaborating individual investigator agréesbide by all determinations of HCA
Midwest Division’s IRB and agrees to accept thalffiuthority and decisions of the IRB,
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including but not limited to directives to termiegiarticipation in designated research
activities conducted under the Individual InvestiggAgreement or other written agreement
used by HCA Midwest Division.

9. The collaborating individual investigator agréesomplete any educational training required
by HCA Midwest Division and/or the IRB prior to tidting research covered under the
Individual Investigator Agreement or other writtegreement used by HCA Midwest
Division.

10. The collaborating individual investigator agrees tocenroll subjects in research under the
Individual Investigator Agreement or other agreetmesed by the assured institution, prior to
the research being reviewed and approved by the IRB

11. The collaborating individual investigator agreeseport promptly to the IRB/IEC any
proposed changes in the research conducted urelerdividual Investigator Agreement or
other agreement used by HCA Midwest Division. €hkaborating institutional investigator
agrees not to initiate changes in the researctowufithrior IRB review and approval, except
where necessary to eliminate apparent immediat@rtiato subjects.

12. The collaborating individual investigator agreeseport immediately to the IRB any
unanticipated problems involving risks to subjentsthers in research covered under the
Individual Investigator Agreement or other agreemesed by HCA Midwest Division.

13. The collaborating individual investigator, whengessible for enrolling subjects, agrees to
obtain, document, and maintain records of informeaksent for each such subject or each
subject’s legally authorized representative asiredquinder HHS regulations at 45 CFR part
46 and stipulated by the IRB.

14. The collaborating individual investigator acknowded and agrees to cooperate with the
IRB’s in its initial and continuing review, recokeeping, reporting, and certification for the
research covered by the Individual Investigatore®gnent, or other agreement used by HCA
Midwest Division. The collaborating institutionalestigator agrees to provide all
information requested by the IRB in a timely fashio

2. Responsibility

When HCA Midwest Division decides to extend, foear more research protocols, the
applicability of its FWA to cover collaborating imitlual investigators HCA Midwest Division’s
IRB Administrator will create an Individual Invegéitor Agreement. The Signatory Official, and
the individual investigator will sign the documeand copies will be kept on file at both
institutions.

3. Applicable Requlations And Guidelines
45 CFR 46.103 (a)
45 CFR 46.103 (b)
OHRP Guidance on Extension of an FWA to Cover Collaborating Individual Investigators
and Introduction of the Individual Investigator Agreement, January 31, 2005

H. Waiver of Authorizations
1. Policy

The IRB may not authorize the use or disclosungrofected health information for research
purposes unless at least one of the following eti@ep applies:

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 53 OF 125



a. Reviews Preparatory to Research. The HIPAAaRyi\Rule allows researchers to access
protected health information for reviews prepanatorresearch if certain representations are
made. However, at HCA Midwest Division all humarjgcts research, including screening
of records and recruitment of subjects must beaygat by an IRB. Because the IRB reviews
and approves all screening of records and recruitwfesubjects in the IRB’s protocol
approval process, HIPAA’s concept of “reviews prepary to research” is incorporated into
the IRB review process. This happens in one ofwags. First, if subjects will be asked for
their authorizations to review files and/or be véterd, such authorization obviates the need
for any representations from the Pl for a revieeparratory to research. Second, if subjects
will not be asked for their authorizations to reviéles and/or be recruited, the IRB’s
approval of the protocol will include a waiver afthorization which also obviates the need
for any representations from the PI for a revieeparatory to research.

However, if a review preparatory to research atgtiwiould be an exempt activity under
regulations relating to human subjects rese@BHCFR 8 46.101(b})ut involves the use of
protected health information as defined under HIP##&n the IRB will not approve the

review preparatory to research as part of a prdétdeoosuch case the researcher would need to
make the following HIPAA representations:

« the use or disclosure is sought solely to prepaes@arch protocol or for similar < -~ - 1 Formatted: Indent: Left: 54 pt,

purposes preparatory to research; Outline pumbered + Level: 1_ +
Numbering Style: Bullet + Aligned at:

. ’no rese_archgr will remove any prote_zcted healthrmédgion from HCA Midwest Division 18 pt + Tab after: 36 pt + Indent
X premises in the course of the review; and at: 36 pt, Tabs: 72 pt, List tab +
« the protected health information for which use @ress is sought is necessary for the Not at 36 pt

research purposes.
The IRB must approve the activity based on theesgmtations of the Pl

During the preparatory review, those granted aceessrecord information only in a form
that is “de-identified.”

b. Research on the Protected Health Informaticen@écedent. Under the Common Rule and
FDA requirements, the IRB does not review researctata relating to decedents. However,
under the HIPAA Privacy Rule, access to identifiddrmation on decedents requires that
certain representations be made by the researderIRB has assumed the role of assuring
that those representations are made. The IRB mamgipthe use and disclosure of the
protected health information of a decedent forasste purposes if the Pl submits to the IRB
representations that the use or disclosure is $@adgly for research on the protected health
information of a decedent (e.g., researchers mayegest a decedent’s medical history to
obtain health information about a decedent’s livielgitive) and that the information for

which use or disclosure is sought is necessarthforesearch purposes. The Pl must provide,
at the IRB’s request, documentation of the deatngfindividuals about whom information

is soughtHIPAA IRB Form 5is the certification form that must be signed bgaarchers
seeking to engage in research on the protectethtiefidrmation of a decedent.

c. Informed Consents Obtained or Waivers of Infar@@nsent Approved Prior to April 14,
2003. The IRB may approve the use or disclosupatected health information for a
specific research project provided that one ofttihee following requirements is met:
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« Express Legal Permission For Use And Disclosur@©fected Health Informationf, <- - - | Formatted: Indent: Left: 54 pt,

prior to April 14, 2003, the researcher obtainepress legal permission from the Out'ige _numbelre_d +|'|-eve|= },+ dat
individual that specifically authorizes a use aattisure of protected health information '\ilé";tefr}gangféf”3§tpt Ahoned at:
for purposes of the research project, the IRB ne&yngt the use or disclosure for at: 36 pt, Tabs: 72 pt, List tab +
purposes of that project. However, any restrigtion the use and disclosure of health Not at 36 pt

information provided in the express legal permissiaist be honored.

«  General Informed Consentf, prior to April 14, 2003, the researcher obéal the
individual's informed consent to participate ingesific research project, the IRB may
permit a use or disclosure of protected healthrin&tion for purposes of that project
even though the informed consent does not spekyfizathorize the use or disclosure of
protected health information for purposes of tteeagch project. However, any
restrictions on the use and disclosure of heaftirimation stated in the IRB approved
informed consent document must be honored.

«  Waiver Of Informed Consentlf, prior to April 14, 2003, the researcher obtd an IRB
waiver of the informed consent requirement (in adance with the Common Rule) for a
specific research project, the IRB may permit aarsgisclosure of the individual's
protected health information for purposes of thajgrt. However, if the researcher
obtains an individual subject’s informed conserdrat time on or after April 14, 2003,
the researcher also will be required to obtaindésidual's Research Authorization (as
provided in this policy) at that time.

d. Completely De-identified InformatioriThe IRB may allow completely de-identified «--- { Formatted: Indent: Left: 36 pt

information to be used and disclosed for reseanchgses without restriction. Information B {Deleted: 1

may be considered completely de-identified only mhiher (1) a qualified statistician
documents his or her determination that the riskleftification is very small (se®&ppendix

A of this policy), or (2) the information meets thefe harbor requirements. If the IRB has any
doubts as to whether protected health informatemtieen completely de-identified within

the meaning of this policy, the information shobéltreated as though it were not completely
de-identified and neither used nor disclosed feeaech purposes unless it meets the criteria
for another exception.

e. Limited Data Set The IRB may allow the use and disclosure foeaesh purposes of a
limited data set including a partially de-identifisubset of the individual's protected health
information, provided that the person using or ieng the information has signed a Data Use
Agreement through which he or she agrees to prtiegbrivacy of the information received.
Appendix Bof this policy provides more information about tientifiers that must be
removed from an individual's protected health infiation in order to create a limited data
set.

f. Subject Authorization For Researchhe IRB may allow the use and disclosure of
protected health information pursuant to a completed signed privacy authorization form.
This may be a separate form or combined with tf@ined consent. Permissible uses and
disclosures are limited to those described in titeaization.

The authorization must be completed by the Pis the responsibility of the Principal

investigator to ensure that the authorization foowers the uses and disclosures necessary for
the research study.
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After preparing the form, the PI must submit therfdo the IRB for approval. The IRB must
stamp its approval on the form before any protebtslth information obtained by the PI
may be used or disclosed for research purposes.

When obtaining an authorization, an individual'digbto receive research-related treatment
as part of a research study is conditioned upoimnttieidual’'s agreement to sign the
authorization form. However, in presenting thehaudtzation form to prospective subjects,
researchers must not suggest that failure to kigrficrm will limit access to any treatment
that may be available outside the study. Any doestabout the availability of treatment
outside the study should be referred to the prdsmesubject's physician(s).

g.IRB Approval of Waiver The IRB may allow the use and disclosure of ptei health
information for research purposes if the IRB grangartial or total waiver of the
authorization requirement. If the IRB or PrivacgaBd grants only a partial waiver — that is,
if it modifies or waives only some elements of givacy authorization form or process — the
IRB must condition the use and/or disclosure of grogected health information for research
purposes on compliance with any authorization mregoénts not waived and as modified. .

The IRB must document the waiver. The documematiast include at least:

« the name of the IRB; < - - - 1 Formatted: Indent: Left: 54 pt,

« the date on which the waiver was approved; gut'ige r‘umst;fllred; "Letve“A}_ + dat
. . . . umberin e: Bullet + Alignea at:

- the signature of the Chair of the IRB,_ or other rt_iemjes!gr_]ated by the_ chalr,_ _ 18 pt + Tgab after: 36 pt + Igndent

« astatement that the IRB has determined that tivewsatisfies the required criteria; at: 36 pt, Tabs: 72 pt, List tab +

- abrief description of the protected health infotiorathat the IRB has determined is Not at 36 pt

necessary for research purposes; and
- a statement that the waiver has been reviewed@mdeed under either normal or
expedited review procedures and that all applicpteedures were followed.

2. Documentation

The IRB must retain any writings or documentatieguired by this policy for six years from
the date of the creation of the information ordlage when it last was in effect, whichever is
later.

3. Review Procedures.

Review proposed research at convened meetingsieth @hmajority of the Privacy Board
members are present, including at least one mewibeiis not (1) affiliated with HCA
Midwest Division , (2) affiliated with any entityoaducting or sponsoring the research, or (3)
related to any person who is affiliated with eithEEA Midwest Division or an entity
conducting or sponsoring the research; or appfogevaiver pursuant to an expedited review
procedure, in which case the review and approvéi@fvaiver of authorization may be
carried out by the chair of the Privacy Board, yobe or more members of the Privacy
Board as designated by the chair.

VIII. INITIAL REVIEW CONSIDERATIONS
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A. POLICY
All research proposals that intend to enroll hursainjects must meet certain criteria before study
related procedures can be initiated. The crit@rgabased on the principles of justice, beneficence
and autonomy as discussed in the Belmont Reporaendpecified below. This policy applies to all
initial reviews, whether they are conducted viaeskfed review or at a convened meeting.

B. MINIMAL CRITERIA FOR APPROVAL OF RESEARCH

1. In order for a research project to be approtreslIRB must find that:
a. Risks to subjects are minimized:
» By using procedures that are consistent with seasearch design and which do not
unnecessarily expose subjects to risk, and
* Whenever appropriate, by using procedures alreathgtperformed on the subjects for
diagnostic or treatment purposes.
b. Risks to subjects are reasonable in relatianticipated benefits, if any, to subjects, arel th
importance of the knowledge that may be expectedolt.

2. In evaluating risks and benefits, the IRB will ciies only those risks and benefits that may result
from the research (as distinguished from riskslzemkfits of therapies that subjects would receive
even if not participating in the research). Th8 Khould not consider possible long-range effects
of applying knowledge gained in the research (f@mneple, the possible effects of the research on
public policy) as among those research risks gilhwiithin the purview of its responsibility.

3. Selection of subjects is equitable. In making #isessment the IRB should take into account the
purposes of the research and the setting in whielgsearch will be conducted and should be
particularly cognizant of the special problemsexfaarch involving vulnerable populations, such
as children, prisoners, pregnant women, handicgppedentally disabled persons, or
economically or educationally disadvantaged persons

4. Informed consent will be sought from each prospeciubject or the subject's legally authorized
representative, in accordance with and to the éxésuired by appropriate local, state and federal
regulations.

5. Informed consent will be appropriately documentedeguired by local, state and federal
regulations.

6. Where appropriate, the research plan makes adegumatieion for monitoring the data collected to
ensure the safety of subjects.

7. Where appropriate, there are adequate provisiopsotect the privacy of subjects and to maintain
the confidentiality of data.

8. When some or all of the subjects, such as chilgrespners, pregnant women, handicapped, or
mentally disabled persons, or economically or etloically disadvantaged persons, are likely to
be vulnerable to coercion or undue influence osstdsjects found at international sites, additional
safeguards have been included in the study arfteifRB review process, to protect the rights and
welfare of these subjects.
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C. STUDY POPULATION

The prospective study population must be appraprigth respect to the nature and goals of the
research. The IRB will examine carefully the closggstics of the subject population. Factors such
as the required number of subjects, age rangeetiic background and health status will be
considered. The utilization of any vulnerable atsssf subjects, such as fetuses, prisoners, chjldre
and mentally incompetent persons, must be cleashyfied. Although the use of vulnerable persons
as subjects is not prohibited by any regulationsthical codes, justification for their involvemeént
research generally becomes more difficult as tlygedeof risk and vulnerability increases.

Naturally, there are exceptions to the principléenfuitable selection of subjects.” For instance,
research involving the study of a disease whigirévalent in only one ethnic or racial group (e.g.,
sickle cell anemia and Tay-Sachs Disease) wouldatptire the application of this principle.

In past years, the standard has been to excluddgimms from participation in research activities
when there is no evidence of safety in those padipuls. For example, pregnant women have been
largely excluded from research because theredosesafety data available for pregnant women and
fetuses.

Every blanket exclusion of particular populatiorenfi potentially beneficial studies be justified
based on data from the literature on the drug/éémiocedure being studied. It is important to note
that the absence of data confirming safety is gaivalent to the presence of data confirming risk.

D. SUBJECT RECRUITMENT

The IRB will review the method of prospective subjielentification and recruitment in order to be
assured that it is ethically and legally acceptabtivertisements used to recruit subjects are
considered an extension of the recruitment andnméol consent processes and, therefore, must be
reviewed and approved by the IRB.

For some studies, the use of screening tests ésmsghether prospective subjects are appropriate
candidates for inclusion in studies is an appropnee-entry activity. While a Principal investigat
may discuss availability of studies and the pobgilnf entry into a study with a prospective suttje
without first obtaining consent, informed consenistrbe obtained prior to initiation of any clinical
procedures that are performed solely for the pwpdsietermining eligibility for research, includin
withdrawal from medication (wash-out). When waslhiswdone in anticipation of or in preparation
for the research, it is part of the research.

Procedures that are to be performed as part girtistice of medicine and which would be done
whether or not study entry was contemplated, sadbradiagnosis or treatment of a disease or
medical condition, may be performed and the resultsequently used for determining study
eligibility without first obtaining consent. On tlther hand, informed consent must be obtained prio
to initiation of any clinical screening procedutkat is performed solely for the purpose of
determining eligibility for research. When a doepatient relationship exists, prospective subjects
may not realize that clinical tests performed golet determining eligibility for research enrolime

are not required for their medical care. Physidrarestigators should take extra care to clarifyhwit
their patient-subjects why certain tests are beorglucted.

E. EXPERIMENTAL DESIGN
While the IRB is not charged by Federal regulatigth the responsibility of reviewing protocols for
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scientific merit, issues related to the adequadhefscientific design often emerge during theaevi
Such issues as inclusion of adequate and appreaatrols, adequacy of sample size, and
appropriateness of experimental endpoints mayibedan the review. The IRB will make a
judgment on the validity of the study design ag phits assessment of the risk/benefit ratio, bheea
no risk to subjects can be justified ethicallyhiétstudy design is flawed to the degree that nfulise
information is likely to be forthcoming.

In reviewing any protocol, the IRB should be praddvith complete information regarding
experimental design and the scientific rationaiel(iding the results of previous animal and human
studies) underlying the proposed research, andtétistical basis for the structure of the
investigation.

Deception of Research Subjects

It should be noted that while the IRB accepts thedtfor certain types of research to employ
strategies that include either deception and/dnhvailding of information, use of such strategies imus
be fully justified. In general, deception is noteptable if in the judgment of the IRB the subject
would have declined to participate had they beésriimed of the true purpose of the research. For
example, investigational drug studies, which regaif'washout period", during which the subject is
given a placebo rather than his/her regularly pilesd drug, must generally be so informed.

When evaluating the use of deception in reseahehlRB will discuss the following issues:
(1) Validity of the research,
(2) Alternative methodologies,
(3) The characteristics, values, and morals of theraxpeatal sample,
(4) Potential harm,
(5) Privacy and confidentiality, and
(6) Informed consent.
a. Although subjects may not be fully informed, thépsld be informed of as much as possible
without threatening the ability of the researcluetesst the true hypothesis of the study.
b. HCA Midwest Division’s recommendation is that ttensent form should:
1. Never be used as part of the deception and thuddshot include anything that is
untrue, and
2. Reveal as much as possible to the participant degsathe procedures in the study.
3. The consent form does not need to detail spedéiments of the study if this will
eliminate the capability of the study to inform gh@cess under investigation.

F. POTENTIAL RISKS

Risks to research subjects posed by participatioegearch should be justified by the anticipated
benefits to the subjects or society. This requirgngeclearly stated in all codes of research sthic
and is central to the policies of HCA Midwest Diuis and existing federal regulations. One of the
major responsibilities of the IRB, therefore, isagsess the risks and benefits of proposed research

Risk is a potential harm (injury) associated with tesearch that a reasonable person, in what the
Principal investigator knows or should know to be subject's position, would be likely to consider
significant in deciding whether or not to partidipan the research. The concept of risk includes
discomfort, burden, or inconvenience a subject experience as a result of the research procedures.
Underlying the consideration of risk is the imglicioral guideline that all Principal investigators

have a duty to not harm their subjects and musinmime potential risk to the greatest extent possibl
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In the process of determining what constituteslg, nly those risks that may result from the
research, as distinguished from those associathdivgrapies subjects would undergo even if not
participating in research, will be considered. Example, if the research is designed to measure the
behavioral results of physical interventions parfed for therapeutic reasons (e.g., effects on
memory of brain surgery performed for the reliekpflepsy), then only the risks presented by the
memory tests will be considered when the IRB peanfoits risk/benefit analysis. It is possible foe th
risks of the research to be minimal even whenhkeapeutic procedure presents more than minimal
risk. HCA Midwest Division’s IRB will recognize, lveever, that distinguishing therapeutic from
research activities can sometimes require veryliireedrawing. Before eliminating an activity from
consideration in its risk/benefit analysis, the IRB be certain that the activity truly constitste
therapy and not research.

Minimal Risk vs. Greater Than Minimal Risk

Minimal risk is broadly defined as the probabilitfyand magnitude of harm or discomfort anticipated
in the research are not greater in and of themsehan those ordinarily encountered in daily 1€ [
the proposed study subjects -- may be broaderagapibved by the IRB] or during the performance
of routine physical or psychological examinationsests (e.g., collection of urine, collection of
sweat, weighing, pulse measurement, voice recosgdilgctrocardiography).

The definition of minimal risk for research invahg prisoners differs somewhat from that given for
non-institutionalized adults. Minimal risk for poisers, “is the probability and magnitude of physica
or psychological harm that is normally encounteretthe daily lives, or in the routine medical,
dental, or psychological examination of healthyspes’

Once the risks have been identified, the IRB vaess whether the research presents greater than
minimal risk. The IRB may use the expedited revacess for proposals, which meet certain
conditions (the research must present no morertiiaimal risk and the involvement of human
subjects must fall into one or more categorieswudined, in the Expedited Review section).

On average, if the IRB determines that a resedtrtyss minimal risk, then it will be reviewed
annually, and if the IRB determines that a reseatatly is greater than minimal risk, then it wil b
reviewed every six months. The approval lettet iaent to the Principal investigator followiriget
IRB approval of the study will note the risk cldisition and how often it will be reviewed by the
IRB.

In research presenting more than minimal risk, miésubjects must be informed of the availability
of medical treatment and compensation in the chsesearch-related injury, including who will pay
for the treatment and the availability of otherfiicial compensation.

Determination that Risks are Minimized

Risks, even when unavoidable, can be reduced oagesh Precautions, safeguards, and alternatives
can be incorporated into the research activityethuce the probability of harm or limit its severity
duration. The IRB is responsible for assuring tigks are minimized to the extent possible.

The IRB will analyze the beneficial and harmfulesffs anticipated in the research, as well as the
effects of any treatments that might be administéneordinary practice, and those associated with
receiving no treatment at all. In addition, it wibnsider whether potentially harmful effects cen b
adequately detected, prevented, or treated. The aisd complications of any underlying disease that
may be present must also be assessed.
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G. POTENTIAL BENEFITS

A benefit is a valued or desired outcome. BeneStociated with participation in research can be
classified generally as those that accrue to thgstdirectly (e.g., improvement of the subject's
health status, acquisition by the subject of kndgteconsidered of value) and those that accrue to
society (e.g., additions to the knowledge baseg. IRB will review the anticipated benefits to both
the subject and to others. In addition, the IRB @ohsider whether the benefits are maximized ¢o th
greatest extent possible through proper protocsibde Therefore, an underlying moral notion of
beneficence should guide the Principal investigator

Financial or other forms of compensation are nos@tered a benefit to be derived from research
participation. Although the subject may consideaficial compensation a desirable outcome, this
fact will not be used in the risk-benefit analysis.

H. RISK-BENEFIT ANALYSIS

Once the potential risks and benefits are ideutjfibe IRB will examine the relationship of thekds
to the benefits. Risks and benefits cannot be densil parallel constructs and, therefore, no foamul
is applicable. The various ethical codes and reiguls, however, require a favorable balance
between harm and benefit.

In research that has no likelihood or intent ofduring a diagnostic, preventive or therapeutic fiene
to the subject (non-therapeutic research), thenpiateisk to the subject must be outweighed or
balanced by the potential benefit to the subjedi@rby the potential benefit to society.

In research involving the study of the efficacyadtherapeutic or diagnostic method and the
intervention is, therefore, not designed solelgnbance the well-being of the subject who is segkin
a health benefit (therapeutic research), the pialaigk should be primarily outweighed or balanced
by the potential benefit to the subject. In additithe relationship of the potential benefit to tisk
must be at least as favorable to the subject apthaented by alternate standard therapies alailab
to the subject in the non-research context. Noesitlig allowed to continue participating in a reska
protocol if therapy of proven superior nature beesravailable to the subject.

In research where a standard therapy not pareafetbearch protocol is employed solely for the
benefit of the subject along with additional prasess performed solely for research purposes, the
potential benefits of the therapy will not be useglistify exposing subjects to the risks assodiate
with the research procedures. Such risks can anjydiified in light of the potential benefits diet
research procedures. Conversely, only the riskecagsd with the research procedures will be used
in determining the risk-benefit ratio.

I. SUBJECT COMPENSATION

The IRB will review the amount of compensation (ratamy as well as other forms), and schedule of
all payments in order to be assured that neitteecaercive or present undue influence.
Actual/estimated costs, such as for transportatiahchild care, may be the basis for paymentseo th
study subjects.

J. CONFIDENTIALITY
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The IRB will review the methods to be used to reseonfidentiality. If research data with subject
identifiers will be made available to persons othen the listed Principal investigators, spongor o
federal agency, the IRB will review the justifiaatifor sharing this data and determine acceptgbilit

Certificates of Confidentiality should be obtairfed studies collecting information that if disclase
could have adverse consequences for subjects agdatheir financial standing, employability,
insurability, or reputation. By protecting reseanchand institutions from being compelled to diselo
information that would identify research subje@srtificates of Confidentiality help achieve the
research objectives and promote participationudist by assuring confidentiality and privacy to
participants.

Researchers, with a Certificate of Confidentiaditg not prevented from the voluntary disclosure of
matters such as child abuse, reportable commueichséases, or subject's threatened violencefto sel
or others. Therefore, if the researcher intendadke any voluntary disclosures, the consent form
must specify such disclosure.

Authorization to Use or Disclose PHI <+ __ - 1 Formatted: Font: 11 pt

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, ~

Informed consent must include the following authation core elements and statements includegkin " { Formatted: Indent: First line: 18 pt |

this confidentiality section of the informed consdocument unless offered in a separate form.:

* A description of the PHI to be used or disclosed; -«

* The name or other specific identification of thego® or class or persons authorized to make the
requested use or disclosueeq, hospital name, physician name);

e The name or other specific identification of thego® or class or persons to whom the facility
may make the requested use or discloseug, the researcher);

* A description of the purpose of the requested usksglosure;

e An expiration date or even¢.g, “end of research study” or “none”);

* A statement that the individual has the right teote the authorization in writing and the
exceptions to this right.€., facility has already taken reliance on authdiig;

¢ A statement that if the patient refuses to signcthesent, including the authorization elements,
that he/she will not be treated under the reseaatocol; and

¢ A statement that the PHI is subject to redisclofyréhe recipient and may no longer be

protected.

. ‘[ Formatted: Indent: Left: 18 pt
- ‘[Formatted: Bullets and Numbering

The IRB must ensure that the above listed elen@etsontained in the informed consent document: - {Formatted: Indent: Left: 18 pt ]
Additionally, the IRB must assure that if there angy State/Local specific HIPAA pre-emptions, that

the Authorization language is in compliance witlhbdIPAA and the additional State/Local

requirementsife., California, Oklahoma).

Denial of Patients Right to Access their Protectetiealth Information «--- {Formatted: Indent: First line: 18 pt ]
Informed consent information must describe theredxte which a patient would be temporarily < -- -  Formatted: Indent: Left: 18pt |
denied access to their protected health informg@btl) created or obtained in the course of re$earc
until the research project was completed. Thisiregqent pertains only to research where patient
treatment is involved.

K. INFORMED CONSENT -~ { Deleted: )

The informed consent form must embody the elemefitsformed consent contained in the HHS
HIPAA Privacy Standardsand/or FDA regulations. The IRB will review bottetbonsent form and
the process of informed consent to ensure its aal#ipy.
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The basic elements of the consent process, adedietalow, include:

(1) Full disclosure of the nature of the research &edsubject's participation,
(2) Adequate comprehension on the part of the potesuiaject, and

(3) The subject's voluntary choice to participate.

In most research activities, an informed consergtrba obtained by the Principal investigator or
his/her designee from each of the participantsinahe case of those not able to give consent, (e.g
children, mentally retarded), consent must be abtafrom their guardians or legal representatives.
A copy of the informed consent should be giverh®gerson signing the form. The IRB must
approve all consent documents and copies of sulthevkept on file by the IRB.

A Principal investigator shall seek such consety ander circumstances that provide the
prospective subject or the representative suffta@portunity to consider whether or not to
participate and that minimize the possibility oeogon or undue influence. The information that is
given to the subject or the representative shailhb@nguage understandable to the subject or the
representative, and should be written at a sixldgreading level. No informed consent, whether
oral or written, may include any exculpatory langeizhrough which the subject or the representative
is made to waive or appear to waive any of theestlsjlegal rights, or releases or appears toselea
the Principal investigator, the sponsor, the ingth or its agents from liability for negligence.

In clear and non-technical language, subjects beigtformed of:

(1) The fact that the study is research.

(2) The purposes of the research.

(3) The expected duration of the subject's participatio

(4) The procedures to be followed, whether there wvélhbspitalization to receive treatments,
statements regarding medical procedures that wiidrformed and whether any are
experimental. Include how many treatments will beg, how often and over what period of
time.

(5) Any reasonably foreseeable risks or discomforts.

(6) The benefits to the subject or to others, which neagonably be expected from the research.

(7) Appropriate alternative procedures or coursesegttnent, if any that might be advantageous to
the subject.

(8) The extent to which confidentiality of data andvpdy of subjects will be maintained.

(9) For research involving more than minimal risk, wiegtany medical treatments are available if
injury occurs or whether there is any compensdtiomjury, and if so, what they consist of, or
where further information may be obtained.

(10)Whom to contact for answers to pertinent questaibwut the research, subjects' rights, and
research-related injury to the subject. Include glete phone numbers and contact persons for
various categories (about the specific study ouaibatient rights in general) of information that
may become important to the subject at a later. ddme contact for research subjects' rights
should be the local IRB Chairperson.

(11)The fact that participation is voluntary and ttiee subject may withdraw his or her consent at
any time without penalty or loss of benefits.

The following additional elements of informatioredralso be provided to each subject, when

appropriate:

(1) A statement that the particular treatment or pracednay involve risks to the subject, (or to the
embryo or fetus, if the subject is or may beconegpant) which are currently unforeseeable.

(2) A statement that there are circumstances undetvih& subject may be terminated from
participation by the Principal investigator withdhe subject's consent such as when the subject
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does not follow the given instructions given torthe

(3) A description of additional costs that may restdt participation in the research, noting that
some insurance carriers may not pay for care shaglivered in a research context.

(4) An explanation of any consequences of a subjecliswtary withdrawal from the research and
procedures for orderly termination of participatimnthe subject to protect the welfare of the
subject.

(5) A statement that the subject will be notified of agnificant new findings developed during the
course of the research which may influence theestibjwillingness to continue participation.

(6) Indicate the approximate number of subjects invbivethe study.

Other general guidelines to preparing informed eahgocuments:

(1) The use of the wording "l Understand" is inapprafgrisince most subjects will not understand
the scientific and medical significance of all #tatements. Also statements such as "This study
has been fully explained to me" or "| fully undersd the study" are inappropriate since the
subjects cannot certify completeness of disclosure.

(2) Use of the first person can be interpreted as siiyge may be relied upon as a substitute for
sufficient factual information, and can constitatercive influence over a subject.

(3) Use of scientific jargon and legalese is not appade.

(4) No unsubstantiated claims of effectiveness or gnagstimistic representations should be
included.

(5) Payments to the subjects should accrue as the ptodyesses and should not be an amount that
could be considered coercive. The amount and séheflpayments should be submitted to the
IRB for approval.

(6) FDA explicitly requires that subjects be informédttFDA may inspect the records of the study
because FDA may occasionally examine a subjecticalerecords when they pertain to the
study.

(7) Phrases such as "FDA has given permission" or "RB#&\approved" should not be used.

(8) FDA explicitly requires that consent forms be deasdvell as signed by the subject or the
subject's legally authorized representative. HHfsileions do not explicitly require consent
forms to be dated.

(9) For all research involving test articles reguldtgdhe FDA, informed consent documents must
include a statement that the purpose of the stuclydes evaluation of both the safety and the
effectiveness of the test article. The consemhfowst also include a statement that the FDA has
access to the subject's medical recorfise recommended consent language for FDA reglilate
research is:

“Because this research involves articles regulatethie Food and Drug Administration (FDAY, - - - { Formatted: Left, Indent: Left: 36 pt]

the FDA may choose to inspect and copy medicadsgarch records that identifies individual
subjects.”

(10)When the study subject population includes non-Ehgipeaking people, or if the Principal
investigator has reason to believe the subject doefully comprehend English, or if the consent
interviews will be conducted in another languadeeothan English, the IRB requires a translated
consent document. A non-English speaking subjemildhreceive a copy of the translated
document.

_A person who speaks and understands English, tastniot read and write, can enroll by "matking {

Formatted: Indent: Left: 36 pt

J

their mark" on the consent document. An impartish@ss should attest to the adequacy of the

participating in research do not speak or readifimghnd great care must be taken to be surehibat

consent process and that the subject voluntarilgesgSpecial issues arise when the subjects - i Formatted: Font: (Default) Times

New Roman, Not Bold

|

individual understands the information about thelgt Whenever possible, documentation should
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take the form of a written consent document draiftddnguage understandable to the subject that
embodies all the elements necessary for legalbcétfe informed consent. Subjects who do not
speak English should be presented with a consentnaent written in the subject’s preferred
language. The IRB has the standard consent forfiteon all languages provided. If no IRB
member is competent to review the translated fothes|RB considers the advice of a consultant or
translating person/organization in approving/disaeping the foreign language consent form.

77777777777777777777777777777777777777777777777777777777777777777777 - '[ Formatted: Font: 11 pt ]
Alternatively, if an oral presentation of informednsent information is used with subjects who- - -  Formatted: Indent: Left: 36pt |
do not speak English (or cannot read), in additiotihe requirements described above, (i) the
oral presentation and the short form written doauins@ould be in a language readily
understandable to the subject; (ii) the Englistyleage informed consent document approved
by the IRB may serve as the summary; and (iiiltitaess should be fluent in both English and
the language of the subject. When a translatastagie person obtaining consent, the
translator may serve as the witness. The IRB macstive all foreign language versions of the
short form document and any other translated dontsygesented to the subjects as a
condition of approval. Expedited Review of forelgnguage versions is acceptable if the
protocol, the full English language informed cortsscument, and the English version of the
short form document have already been approvetidogdnvened IRB.

llliterate persons who understand English may libgeconsent form read to them and make a- - - {Formatted: Indent: Left: 36 pt ]
“mark” on the subject signature line. Signaturethe witness to the consent process and the
person conducting the consent interview are reduiresuch situations. The IRB considers
illiterate persons as likely to be vulnerable termion and undue influence and, therefore,
considers whether appropriate additional safeguanelin place when enrollment of such
persons is anticipated.

(11)For research with children, children about the afge or 9 and above should sign assent; full-_ - { Deleted: )
consent is signed by the parent or legal guardilzage see the section on IRB Special Review ~ {Formatted: Bullets and Numbering }
Considerations — Research Involving Children, forennformation regarding assent and
consent for this population).

(12)While most individuals assume that therapists aadtiers act in the patient's or students best
interest, evidence has indicated that this assomjpigrsists even if the subjects are told that the
activity is research and will have no direct betfeli them. Therefore, special care must be taken

in these settings to ensure that the potentiakstbjunderstand the nature of the research.

No informed consent, whether oral or written, maglide any exculpatory language through which
the subject is made to waive or appear to waiveodutlye subject's legal rights, or releases or appe
to release the Principal investigator, the sportkerjnstitution, or its agents from liability for
negligence (45 CFR 46.116).

Documentation of Informed Consent

Informed consent shall be documented by the usensftten consent form approved by the IRB and
signed by the subject or the subject's legally aiigkd representative, and the person obtaining
consent. A copy shall be given to the person sigttie form.

The consent form may be either of the following:

(1) A written consent document that embodies the elésr@frinformed consent listed above. This
form may be read to the subject or the subjedallie authorized representative, but in any
event, the Principal investigator shall give eitther subject or the representative adequate
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opportunity to read it before it is signed; or

(2) A short form written consent document stating thatrequired elements of informed consent
have been presented orally to the subject or theests legally authorized representative. When
this method is used, there shall be a witnesse@thl presentation. Also, the IRB shall approve
a written summary of what is to be said to the sctbpr the representative. Only the short form
itself is to be signed by the subject or the regméative. However, the witness shall sign both
the short form and a copy of the summary, and énegn actually obtaining consent shall sign a
copy of the summary. A copy of the summary shalfjiven to the subject or the representative,
in addition to a copy of the short form.

Subjects who do not speak EnglisWhere informed consent is documented usingsthist

form procedure for non-English speaking subjetis written informed consent document
should embody, in language understandable to thiecy all the elements necessary for legally
effective informed consent. When this procedungsisd with subjects who do not speak
English, (i) the oral presentation and the shamtfavritten informed consent document should
be in a language understandable to the subjecth@iapproved English language informed
consent document may serve as the summary; anpth@iwitness should be fluent in both
English and the language of the subject.

The IRB must receive all foreign language versioihe short form document as a condition of
approval. Expedited review of these versions ceptable if the convened full IRB has already
approved the protocol, the full English languaderimed consent document, and the English
version of the short form document.

With appropriate justification, the IRB may waiteetdocumentation requirement for informed
consent (45 CFR 46.117). Principal investigatarstemplating such a request should discuss this
with the IRB staff before submitting their protodot approval.

An IRB may waive the requirement for the Principedestigator to obtain a signed consent form for

some or all subjects if it finds either:

(1) That the only record linking the subject and treeeech would be the consent document
and the principal risk would be potential harm Hsg from a breach of confidentiality. Each
subject will be asked whether the subject wantsid@ntation linking the subject with the
research, and the subject's wishes will goverre(tiwit FDA does NOT provide that an IRB
may waive the requirement for signed consent wherptincipal risk is a breach of
confidentiality because FDA does not regulate stsidivhich would fall into that category of
research); or

(2) That the research presents no more than minimabfiearm to subjects and involves no
procedures for which written consent is normadigjuired outside of the research context.

In cases in which the documentation requiremewgised, the IRB may require the Principal
investigator to provide subjects with a writtentetaent regarding the research.

Informed Consent Alterations and Waivers
With appropriate justification, the IRB may waiVeetrequirement for informed consent (45 CFR

46.116 (d)). Principal investigators contemplasogh a request should discuss this with the IRB
staff before submitting their protocol for appraval
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The IRB may approve a consent procedure, which doemclude, or which alters, some or all of the
elements of informed consent, or waive the requamrEsto obtain informed consent provided the
IRB finds and documents that:
(1) The research involves no more than minimal ristheosubjects;
(2) The waiver or alteration will not adversely afféoe rights and welfare of the subjects;
(3) The research could not practicably be carried adtitout the waiver or alteration; and
(4) Whenever appropriate, the subjects will be providét additional pertinent information
after participation.

The following OHRP Decision Chart will be used &hdetermine if the IRB can employ 45 CFR
46.116(d) to waive informed consent or alter infechtonsent requirements:

] 1. Will the research in its entirety involve greater than “minimal risk” (Section 46.102(i))? |

I No l Yes

No waiver or alteration. |

2. Isit practicable to conduct the research
without the waiver/alteration?

No Yes

No waiver or alteration.

3. Will waiving/altering informed consent adversely affect subjects’ rights
and welfare?

No waiver or alteration.

4, Will pertinent information be provided to
subjects later, if appropriate?

Waiver or alteration possible, if
IRB documents these 4
findings and approves the

waiver or alteration. = e
No waiver or alteration.

FDA provides for an exception from the informed semt requirements only in emergency situations.
The provision is based on the Medical Device Ameewlisi of 1976, but may be used in
investigations involving drugs, devices, and offi@A regulated products in situations described in
20 CFR 50.23. FDA has no other provision for wagvor altering elements of informed consent
under certain conditions, because the types ofestudhich would qualify for such waivers are eithe
not regulated by FDA.
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FDA Exception from Informed Consent Requirement: Emergency Use

Even for an emergency use, the Principal invesiigatrequired to obtain informed consent of the

subject or the subject's legally authorized repriedive unless both the Principal investigator and

physician who is not otherwise participating in thieical investigation certify in writing all ohie

following [21 CFR 50.23(a)]:

(1) The subject is confronted by a life-threateningatibn necessitating the use of the test
article.

(2) Informed consent cannot be obtained because ofadnility to communicate with, or obtain
legally effective consent from the subject.

(3) Time is not sufficient to obtain consent from thuject's legal representative.

(4) No alternative method of approved or generally gaized therapy is available that
provides an equal or greater likelihood of savigsubject's life.

If, in the Principal investigator's opinion, immaté use of the test article is required to prestree
subject's life, and if time is not sufficient totalm an independent physician's determinationttieat
four conditions above apply, the clinical Principalestigator should make the determination and,
within 5 working days after the use of the arti¢laye the determination reviewed and evaluated in
writing by a physician who is not participatingthre clinical investigation. The Principal investiga
must notify the IRB within 5 working days after thse of the test article [21 CFR 50.23(c)].

FDA Exception From Informed Consent Requirement: E =~ mergency Research

For FDA regulated studies, the informed consertireqnents can only be waived if the IRB (with
the concurrence of a licensed physician who is e of or consultant to the IRB and who is not
otherwise participating in the clinical investigat) finds and documents each of the following for
emergency research:

(1) The human subjects are in a life-threatening sanaavailable treatments are unproven or
unsatisfactory, and the collection of valid sciog&vidence, which may include evidence
obtained through randomized placebo-controlledstigetions, is necessary to determine the
safety and effectiveness of particular intervergion

(2) Obtaining informed consent is not feasible because:
a. The subjects will not be able to give their infodr@nsent as a result of their medical
condition;
b. The intervention under investigation must be adstémed before consent from the subjects’
legally authorized representatives is feasible; and
c. There is no reasonable way to identify prospedtitied individuals likely to become eligible
for participation in the clinical investigation.

(3) Participation in the research holds out the praspiedirect benefit to the subjects because:

a. Subjects are facing a life-threatening situatiaat trecessitates intervention

b. Appropriate animal and other pre-clinical studiesédbeen conducted, and the information
derived from those studies and related evidencpatithe potential for the intervention to
provide a direct benefit to the individual subjeetsd

c. Risks associated with the investigation are redsleria relation to what is known about the
medical condition of the potential class of sulgetie risks and benefits of standard therapy,
if any, and what is known about the risks and bienef the proposed intervention or
activity.
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(4) The clinical investigation could not practicably dearied out without the waiver.

(5) The proposed investigational plan defines the leofthe potential therapeutic window
based on scientific evidence, and the Principadstigator has committed to attempting to
contact a legally authorized representative foheabject within that window of time and, if
feasible, to asking the legally authorized represtere contacted for consent within that window
rather than proceeding without consent. The Praidiprestigator will summarize efforts made to
contact legally authorized representatives and rtfakenformation available to the IRB at the
time of continuing review.

(6) The IRB has reviewed and approved informed cons@mtedures and an informed consent
document consistent with 21 CFR 50.25. These proesdcind the informed consent document
are to be used with subjects or their legally arittedl representatives in situations where use of
such procedures and documents is feasible. Theni@Beviewed and approved procedures and
information to be used when providing an opportufot a family member to object to a
subject’s participation in the clinical investigati

(7) Additional protections of the rights and welfaretloé subjects will be provided, including, at
least:

a. Consultation (including, where appropriate, coraigh carried out by the IRB) with
representatives of the communities in which theicdil investigation will be conducted and
from which the subjects will be drawn;

b. Public disclosure to the communities in which theical investigation will be conducted and
from which the subjects will be drawn, prior totiafion of the clinical investigation, of plans
for the investigation and its risks and expectaukfiés;

c. Public disclosure of sufficient information follomg completion of the clinical investigation
to apprise the community and researchers of tidy sincluding the demographic
characteristics of the research population, ancslts;

d. Establishment of an independent data monitoringmaiti@e to exercise oversight of the
clinical investigation; and

e. If obtaining informed consent is not feasible arldgally authorized representative is not
reasonably available, the Principal investigatar t@mmitted, if feasible, to attempting to
contact within the therapeutic window the subjefaimily member who is not a legally
authorized representative, and asking whether sa@bbjects to the subject’s participation
in the clinical investigation. The Principal invigsttor will summarize efforts made to contact
family members and make this information availabléhe IRB at the time of continuing
review.

The Principal investigator (and ultimately the IRBYesponsible for ensuring that procedures are in
place to inform, at the earliest feasible oppotiyrdach subject, or if the subject remains
incapacitated, a legally authorized representatitbe subject, or if such a representative is not
reasonably available, a family member, of the stilgénclusion in the clinical investigation, the
details of the investigation and other informato@mtained in the informed consent document, and
that he or she may discontinue the subject’s ppation at any time without penalty or loss of
benefits to which the subject is otherwise entitléd legally authorized representative or family
member is told about the clinical investigation éimel subject’'s condition improves, the subject is
also to be informed as soon as feasible. If a stiigeentered into a clinical investigation withiwed
consent and the subject dies before a legally aatftbrepresentative or family member can be
contacted, information about the clinical invedtigra is to be provided to the subject’s legally
authorized representative or family member, if ildas
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Protocols involving an exception to the informedsent requirement must be performed under a
separate investigational new drug application (IMDnvestigational device exemption (IDE) that
clearly identifies such protocols as protocols thay include subjects who are unable to consent.
The submission of those protocols in a separateIDbis required even if an IND for the same
drug product or an IDE for the same device alreadsts.

If the IRB determines that it cannot approve aicéihinvestigation because the investigation das n
meet the above-mentioned criteria or because ef oélevant ethical concerns, the IRB will
document its findings and provide these findingsptly in writing to the clinical Principal
investigator and to the sponsor of the clinicakstigation. The sponsor of the clinical investigati
must promptly disclose this information to FDA.

Cognitively Impaired Subjects

Studies involving subjects who are decisionallyaingd may take place over extended periods. The
IRB should consider whether periodic re-consentihipdividuals should be required to ensure that a
subject’s continued involvement is voluntary. TR8 may require that Principal investigators re-
consent subjects after taking into account they&ughticipated length and the condition of the
individuals to be included (e.g., subjects withgrassive neurological disorders). Additionallye th
IRB should consider whether, and when, it shoulplire a reassessment of decision-making
capacity.

Use of Facsimile or Mail to Document Informed Conse nt

In rare circumstances, depending upon the desigrstfdy, the IRB may approve a process that
allows the informed consent document to be deldvéemail or facsimile to the potential subject or
the potential subject’s legally authorized représtve and to conduct the consent interview by
telephone when the subject or the legally authdriepresentative can read the consent document as
it is discussed. The consent document must beneiuo the Principal investigator with the

signature of the subject or subject's legally atified representative, by mail or facsimile, befang
research procedures may be implementéd other applicable conditions for documertatiof

informed consent must also be met when using tioisgalure.

Monitoring of the consent forms and process byRig:

For each study, the IRB must develop a mechanidme tssured there is evidence that each
prospective subject or authorized representatieeived informed consent through the appropriate
predetermined process and the current IRB-approeegent document is utilized.

L. AUDIOTAPING, VIDEOTAPING, AND STILL PHOTOGRAPHY

Principal investigators’ plans for recording datawsd receive prospective IRB review and be
included in the informed consent process. Plamestroy, share, or archive the recordings should
also be discussed with the IRB and with study pigsnts. If an Principal investigator chooses to
archive recordings but obscure the identities ofigipants in publication, then plans for protegtin
the confidentiality of the original study recordsishalso be addressed.

Occasionally, although Principal investigators preb record or photograph participants, they state
that they could carry out their research withoutstecordings. In these cases, participants shimild
provided with an opportunity to consent or declimeonsent to recordings. This may be assured by
providing separate consent forms, one to partieipathe research, and one in the recordings.
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M. REVIEW OF PRINCIPAL INVESTIGATOR QUALIFICATIONS

The IRB will review Principal investigator qualifiions and must be assured that:

(1) The Principal investigator has the appropriateijoations and licensure to carry out the
procedures involving human subjects with an actdptegree of risk, and

(2) The Principal investigator has adequate faciliiesonduct the research with an acceptable
degree of risk.

N. STATE LAWS

Every state has its own statutes, regulationscasd law that may impose requirements on the
research process that add to or are different futwat federal law requires. Although some federal
laws in essence “overrule” conflicting state latiss is generally not the case with state lawstireda
to the research process. These laws vary conbigdram state to state.

The IRB will review the following, to make sure the protocol is consistent with state regulations
(1) Age of consent

(2) Capacity to consent/legally authorized represergati

(3) Children’s assent

(4) Informed consent

(5) Genetic research

(6) Confidentiality of medical records

(7) HIV/STD reporting requirements

(8) Laws about referral fees and recruitment methods

(9) Laws governing clinical research, and investigatlatugs

(10)Laws about vulnerable patients

(11)Laws about medical practice and delegation of aitthtw perform procedures.

See the Appendices for specific state rules fararh being performed in California and Maryland.

O. DETERMINATIONS

After the IRB has discussed the protocol, consembfand supporting documents, the IRB will
determine if the requirements of 45 CFR 46.111GER 56.111)gee #2 of this section for a detailed
list of the requirementdave been satisfied. If the requirements havdeen satisfied, the IRB will
not approve the study. If the requirements haenlsatisfied, the IRB will discuss whether the gtud
should be approved or not.

Conditional Approvals: - [ Formatted: Font: 11 pt

For minor clarifications or modifications, the IRBay provide Conditional Approval to the
investigator accompanied by specific instructiorevmed:

1) the investigator is informed of the specific amémbiguous changes required for the research
to be approved.€., “meet all Federal Requirements in the Informedgsemt Form” is not

specific enough to meet this criteria where “addnor skin rash that lasts 3-7 days has been
noted in approximately 10% of subjects’ in the gsktion and change ‘if you withdraw from the
study, it will not affect your care at this institin’ to ‘if you withdraw from the study beforeig
over, you do not lose any rights or benefits toaluhjou are otherwise entitled™ details the
specifics required by the IRB);
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2) the investigator is informed that they canndgibéhis research until the changes have been
made; and

3) that the IRB receives evidence that the chamggs made prior to the investigator conducting
the research.

Only when the IRB stipulates specific revisionsuigigg simple concurrence by the investigator
may the IRB Chair or another IRB member designbtethe Chair subsequently approve the
revised research protocol on behalf of the IRB uaeexpedited review procedure.

If and when the IRB requests substantive clarificet or modifications regarding the research,
the approval of the proposed research should ngivea conditionally but must kaeferred,
pending subsequent review of responsive material.

If the IRB granted Conditional Approval, the timens from the date of the convened meeting or< - - - {Formatted: Indent: Left: 18 pt

Expedited Review and not when the investigatorifimes the required changes. For protocols that
were deferred and later approved at a subsequaiinmetime runs from the date that approval was
actually given and not the first meeting the protagas presented and deferred.

v - [ Deleted: 1

Once the IRB has voted to approve a study, theviitBnake a risk determination for the study, and

then determine the review period. Studies areevest at periods appropriate to the degree of risk

subjects are exposed to due to their participatiaghe study, but at least annually. The IRB

determines a review interval for the research ascpiate to the degree of risk, but not greatanth

one year from the last date of IRB approval. Tégutations make no provision for any grace period

extending the conduct of research beyond the etquirdate of IRB approval. Therefore, continuing

review and re-approval of the research occurs drefore the date when IRB approval expires. The

following factors are taken into consideration whiettermining the appropriate review interval, but

are not limited to:

(1) Involvement of vulnerable populations;

(2) Research conducted internationally;

(3) Use of waiver of informed consent proceduregy.(surrogate consent);

(4) Research for which participants would be exddeeadditional risks, e.g. breach of
confidentiality, phase | studies, disproportionatenber or severity of adverse events;

(5) Previous Administrative Holds or Suspensionthefresearch due to compliance, record-
keeping or other concerns; and/or

(6) Recommendations from institution.

On occasion, the IRB may also determine that th&hBuld submit a periodic report prior to the date
of the continuing review. Examples of these typlreports include an update regarding recruitment,
an update regarding a new procedure, an updatettadtéirst subject has been medicated, etc. These
types of reports will be requested when the IRBsfé®at it is necessary to be updated on specific
information within a certain time frame, howevérdes not deem it necessary to conduct a complete
continuing review at this time. When this typepefiodic report is requested, it will be statedhia
approval letter, along with the due date of therep

The IRB will also determine the need for verificatifrom outside sources on a case-by-case basis
and according to the following criteria:
(1) Protocols randomly selected by the IRB office;
(2) Complex protocols involving unusual levelsypes of risks to participants;
(3) Protocols conducted by Pls who previously Hailed to comply with Federal
regulations or the requirements or determinatidriceIRB; and/or
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(4) Protocols where concern about possible matehi@ahges occurring without IRB approval have
been raised based on information provided in ooy review reports or from other sources.

If Subparts B, C, or D are applicable to the regeahe IRB will review the research under the
appropriate subpart and determine if the requirésneave been satisfied.

P. RESPONSIBILITY

IRB Administrators are responsible for ensuring tRB reviewers have the tools they need to
complete their research reviews. IRB Reviewergesponsible for conducting a thorough review
and making all appropriate approval recommendafionsonsideration by the IRB.

Q. APPLICABLE REGULATIONS AND GUIDELINES

45 CFR 46.111
21 CFR 56.108, 56.111

IX. REVIEWS REQUIRING SPECIAL CONSIDERATIONS

A. VULNERABLE POPULATIONS

1. Policy

a. Not every human being is capable of self-deterrmonat The capacity for self-determination
matures during an individual's life, and some iidlials lose this capacity wholly or in part
because of illness, mental disability, or circumse&s that severely restrict liberty. Some
persons are in need of extensive protection, evémetpoint of excluding them from
activities that may harm them. Other persons rediiile protection beyond making sure
they undertake activities freely and with awarerd@gmssible adverse consequences. Indeed,
some types of research may, in and of themselveateca vulnerable group — that is, the
subjects lose their autonomy or are exposed toawmknisks. The extent of protection
afforded should depend upon the risk of harm ardilielihood of benefit. The judgment
that any individual lacks autonomy should be pecaltly reevaluated and will vary in
different situations. IRB will have appropriatgbgect advocate representatives present at
the meeting.

b. Potentially vulnerable groups may include:

Prisoners

Children

Pregnant women and fetuses

Decisionally impaired, such as mentally limitedhstance abusers
Other vulnerable groups

ogrwdE

2. Prisoners

Inasmuch as prisoners may be under constraintsibead their incarceration, which could affect
their ability to make a truly voluntary and uncadkdecision whether or not to participate as
subjects in research, DHHS regulations at 45 CERsdiipart C provide additional protections
pertaining to biomedical and behavioral researgbliring prisoners as subjects.
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The provisions of subpart C apply to any reseacctdacted or supported by HCA Midwest
Division in which prisoners are subjects. Thidudes research that involves individuals who are
prisoners at the time of enroliment in the researdndividuals who become prisoners after they
become enrolled in the research. In the lattaasin, it is unlikely that review of the research
and the consent document contemplated the cortstiaiposed by incarceration.

"Prisoner" is defined by HHS regulations at 45 Q¥R 46.303(c) as "any individual
involuntarily confined or detained in a penal ingibn. The term is intended to encompass
individuals sentenced to such an institution uraderiminal or civil statute, individuals detained
in other facilities by virtue of statutes or commént procedures which provide alternatives to
criminal prosecution or incarceration in a penatimtion, and individuals detained pending
arraignment, trial, or sentencing."

When the IRB reviews a protocol involving prisonasssubjects, the composition of the IRB will
satisfy the following requirements of HHS regulasat 45 CFR 46.304(a) and (b):

i. A majority of the IRB (exclusive of prisoner memggwill have no association with the
prison(s) involved, apart from their membershiptiom IRB.

ii. At least one member of the IRB will be a prisomgra prisoner representative with
appropriate background and experience to sergirceipacity, except that where a
particular research project is reviewed by more iree IRB, only one IRB need satisfy this
requirement.

HCA Midwest Division’s IRB has at least one prisbrepresentative who has a close working
knowledge, understanding, and appreciation of pr@anditions from the perspective of the
prisoner. The prisoner representative will be preaeevery IRB meeting, in which a protocol
involving prisoners as subjects is reviewed, fbtyges of review of the protocol (including
initial review, continuing review, review of protoicamendments, and review of reports of
unanticipated problems involving risks to subjectBhe curriculum vitae of the prisoner
representative, serving on the IRB is on file ia IRB office and with OHRP.

At HCA Midwest Division, initial review of researdhvolving prisoners will only be performed
at convened IRB meetings. Only continuing revidwesearch involving prisoners under the
following conditions may be reviewed via an expediteview procedure:

a. Where (i) the research is permanently closed t@timellment of new subjects; (ii) all
subjects have completed all research-related iat¢ions; and (iii) the research remains
active only for long-term follow-up of subjects; or

b. Where no subjects have been enrolled and no additicsks have been identified; or

c.  Where the remaining research activities are limitedata analysis.

Research involving prisoners may not be exempted.

Permitted Research Involving Prisoners

The definition of minimal risk for prisoner reselamt 45 CFR 46.303(d) differs from the
definition of minimal risk for other research, caimted in 45 CFR 46, subpart A, 45 CFR
46.102(i). Minimal risk for prisoners, “is the pratility and magnitude of physical or

psychological harm that is normally encounterethendaily lives, or in the routine medical,
dental, or psychological examination of healthyspes:
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The categories of permissible research involviniggmers are the following:

(1) Study of the possible causes, effects, and pros@gsecarceration, and of criminal
behavior, provided that the study presents no e minimal risk and no more than
inconvenience to the subjects (i);

(2) Study of prisons as institutional structures opi$oners as incarcerated persons, provided
that the study presents no more than minimal nigkreo more than inconvenience to the
subjects (ii);

(3) Research on conditions particularly affecting pies as a class (for example, vaccine trials
and other research on hepatitis which is much mporealent in prisons than elsewhere; and
research on social and psychological problems asa@icoholism, drug addiction, and
sexual assaults) provided that the study may ptboeby after the Secretary (through
OHRP) has consulted with appropriate experts inctyéxperts in penology, medicine, and
ethics, and published notice, in the Federal Regisf his intent to approve such research
(iii); or

(4) Research on practices, both innovative and acceptadh have the intent and reasonable
probability of improving the health or well-beinftbe subject. In cases in which those
studies require the assignment of prisoners inrneraconsistent with protocols approved
by the IRB to control groups which may not bentéim the research, the study may
proceed only after the Secretary (through OHRP)cbasulted with appropriate experts
including experts in penology, medicine, and ethéesl published notice, in the Federal
Register, of his intent to approve such reseaxgh (i

IRB Review of Research Involving Prisoners

When the IRB is reviewing a protocol in which asprier is a subject, the IRB will make, in

addition to other requirements under 45 CFR 46patttA, seven additional findings under 45

CFR 46.305(a), as follows:

(1) The research under review represents one of tegaaes of research permissible
under 45 CFR 46.306(a)(2) [noted above];

(2) Any possible advantages accruing to the prisorreutih his or her patrticipation in the
research, when compared to the general living ¢immdi, medical care, quality of food,
amenities and opportunity for earnings in the prisre not of such a magnitude that his or
her ability to weigh the risks of the research agiihe value of such advantages in the
limited choice environment of the prison is impdire

(3) Therisks involved in the research are commensuwviiterisks that would be accepted by
non-prisoner volunteers;

(4) Procedures for the selection of subjects withinpthson are fair to all prisoners and
immune from arbitrary intervention by prison auities or prisoners. Unless the principal
investigator provides to the IRB justification imiting for following some other
procedures, control subjects must be selected ralydoom the group of available
prisoners who meet the characteristics neededé&bpiarticular research project;
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(5) The information is presented in language whichidaustandable to the subject population;

(6) Adequate assurance exists that parole boards etitiake into account a prisoner's
participation in the research in making decisi@garding parole, and each prisoner is
clearly informed in advance that participationhe tesearch will have no effect on his or
her parole; and

(7) Where the IRB finds there may be a need for follgwexamination or care of participants
after the end of their participation, adequate {giom has been made for such examination
or care, taking into account the varying lengthsdividual prisoners' sentences, and for
informing participants of this fact.

These seven additional findings made by the IRBleldocumented in the minutes of the IRB
meeting, in which the protocol was reviewed asisoprstudy.

Approval of Research Involving Prisoners

For research conducted or supported by HCA Mid®égsion to involve prisoners, two actions
must occur:

(1) HCA Midwest Division must certify to the Secretdtigrough OHRP) that the IRB has
reviewed
and approved the research under 45 CFR 46.305; and
(2) The Secretary (through OHRP) must determine tleaptbposed research falls within the
categories of research permissible under 45 CE8066a)(2).

After a protocol involving prisoners as subjects baen approved by the IRB, the IRB
Administrator will send a certification letter ththie IRB has made the seven additional findings
required under 45 CFR 46.305(a), along with a arfithe research protocol, informed consent
document, Application for Study Review, and Applica for Research Involving Prisoners to
OHRP.

Research involving prisoners as subjects may ramggd until OHRP issues its approval in
writing to HCA Midwest Division on behalf of the &etary under 45 CFR 46.306(a)(2).

Once an approval letter is received from OHRP énlBB office, a copy of the letter and a non-
contingent approval letter from the IRB will bevi@arded to the Principal investigator. At this
point, and this point only, may a Principal invgatdr begin to recruit prisoners as subjects.

3. Children

The special vulnerability of children makes coneidien of involving them as research subjects
particularly important. To safeguard their intesesitd to protect them from harm, special ethical
and regulatory considerations are in place forenirig research involving children. Research
that is contrary to the rights and welfare of chiltjects is prohibitedThe IRB must take great
care in approving research where the child is siafifrom a life-threatening illness with little
real chance of therapeutic benefit from the reseaiithie IRB must also be cautious in allowing
parents to overrule a child’s dissent where expeniiad therapy has little or no reasonable
expectation of benefit.
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Children are defined in the HHS regulations asspes who have not attained the legal age for
consent to treatments or procedures involved imglearch, under the applicable law of the
jurisdiction in which the research will be condutte15 CFR 46.402(a).

Analysis of Probable Risks, Possible Benefits, and Associated Discomforts

The IRB review of research involving children abjsats will consider the benefits, risks, and
discomforts inherent in the proposed research asesa their justification in light of the expected
benefits to the child-subject or to society as alhin calculating the degree of risk and benefit,
the IRB will weigh the circumstances of the sulgaatder study, the magnitude of risks that may
accrue from the research procedures, and the jaitbanefits the research may provide to the
subjects or class of subjects.

Federal regulations require the IRB to classifgagsh involving children into one of four
categories and to document its discussions ofiske and benefits of the research study. The four
categories of research involving children that mayapproved by the IRB, based on degree of
risk and benefit to individual subjects, are atofus:

(1) Research not involving greater than minimal risk.

(2) Research involving greater than minimal risk, bigisgnting the prospect of direct benefit to
an individual subject. Research in this categogpigrovable provided: (a) the risk is
justified by the anticipated benefit to the subjectd (b) the relationship of risk to benefit is
at least as favorable as any available alternatppgoach.

(3) Research involving greater than minimal risk withprospect of direct benefit to individual
subjects, but likely to yield generalizable knovgedabout the subject's disorder or
condition. Research in this category is approvabdeided: (a) the risk represents a minor
increase over minimal risk; (b) the interventiorponcedure presents experiences to
subjects that are reasonably commensurate witke thhbgrent in their actual or expected
medical, dental, psychological, social, or educeticettings; and (c) the intervention or
procedure is likely to yield generalizable knowledtbout the subject's disorder or
condition that is of vital importance for the unstanding or amelioration of the subject's
disorder or condition.

(4) Research that is not otherwise approvable, butlwhiesents an opportunity to understand,
prevent, or alleviate a serious problem affectimghiealth or welfare of children. Research
that is not approvable under the above three catsgmay be conducted provided that the
IRB (and, if funded by DHHS, the Secretary aftensudtation with a panel of experts) finds
that the research presents a reasonable opportarityther the understanding, prevention,
or alleviation of a significant problem affectirfiethealth and welfare of children. The
panel of experts must also find that the reseailttbeszconducted in accordance with sound
ethical principles.
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Risk Determination Benefit Assessment IRB Action

Minimal With or without direct benefit Approvable
Greater than minimal risk* Potential benefit toldhi Approvable
Greater than minimal risk* No direct benefit to imidual, but = Approvable case-by-

offers general knowledge about thecase
child’s condition or disorder
Greater than minimal risk No direct benefit to dhibut offers = Not approvable**
potential to, “understand, prevent, or
alleviate a serious problem affecting
the health and welfare of children”

* Risk may not be more than a minor increase ovieimal risk, consent of both parents
required under normal circumstances.

**Approval to proceed with this category of resdaraust be made by the Secretary of the
HHS with input from selected experts, and followyportunity for public review and
comment.

In all cases, the IRB will determine that adequmte/isions have been made for soliciting the
assent of children and the permission of theirmarer guardians.

Central to the IRB's consideration of research lwiag children is the determination of what
constitutes minimal risk. Procedures that usualgspnt no more than minimal risk to a healthy
child include: urinalyses, obtaining small bloodngdes, EEGs, allergy scratch tests, minor
changes in diet or daily routine, and/or the usstafidard psychological or educational tests. The
assessment of the probability and magnitude ofittke however, may be different in sick
children and may vary depending on the diseasesratitions the subjects may have. For
example, obtaining blood samples from a hemophdrall may present more than minimal risk
to the child. On the other hand, the IRB may caersilat children suffering from chronic
illnesses who are accustomed to invasive proceduesplaced at minimal risk by involvement in
similar research procedures, in contrast to childveo have not had such experiences. The IRB
will also consider the extent to which researctcpdures would be a burden to any child,
regardless of whether the child is accustomedegtbposed procedures.

Procedures that exceed the limits of minimal riskyrhe difficult to define in the abstract, but
should not be too difficult to identify on a casgdase basis. Riskier procedures might include
biopsy of internal organs, spinal taps, or theafsdrugs whose risks to children have not yet
been established. Behavioral interventions likelgause psychological stress may also exceed
minimal risk.

In assessing the possible benefits of researctvargon, the IRB will consider the variability in
health statuses among potential subjects. For eeampotential subject might be a normal,
healthy child, or a child who has been exposeddiz@ase or a toxin (e.g., meningococcus or
lead) where it is known that a percentage of thielien exposed will actually experience

IRB STANDARD OPERATING PROCEDURES MANUAL 06/02/2008 PAGE 78 OF 125



untoward consequences. A child may also be in €y si@te of disease, e.g., an HIV-infected
child, or may actually suffer from disease or otsignificant medical condition. Thus the IRB
will take into account the current health statua child and the likelihood of progression to a
worsened state without research intervention.

Consent Process

When children or minors are involved in researhb,regulations require the assent of the child
or minor and the permission of the parent(s), atelof the consent of the subjects.

Given that children have not reached their fuktlieictual and emotional capacities and are
legally unable to give valid consent, involvingldnén in research requires the permission of
their parents or legally authorized representatiVege IRB will determine whether the
permission of both parents is necessary, and théittons under which one parent may be
considered "not reasonably available" (examplesroimstances in which parental permission
may be inappropriate are discussed below). In iaddithe IRB will determine that adequate
provisions are made for soliciting the assent efdhildren, when in the judgment of the IRB the
children are capable of providing assent.

The IRB may find that the permission of one paresufficient for research to be conducted
under Category 1, minimal risk research, or Catggoresearch involving greater than minimal
risk but presenting the prospect of direct bertefindividual subjects. Where research is covered
by Categories 3 and 4, and permission is to bdaradatdrom parents, both parents must give their
permission, unless one parent is deceased, unkrnoeampetent, or not reasonably available, or
when only one parent has legal responsibility fier ¢éare and custody of the child.

The IRB must determine for each protocol - depemdinm such factors as the nature of the
research and the age, status, and condition girtposed subjects - whether all or some of the
children are capable of assenting to participatWhere appropriate, the IRB may choose to
review on a case-by-case basis whether assentdsbewought from given individual subjects.
While assent is not required to be sought fromdehit starting at a specific age, assent will be
sought when, in the judgment of the IRB, the cleitdare capable of providing their assent,
taking into account the ages, maturity, and psyagio&l state of the children involved.

When the research offers the child the possibilitg direct benefit that is important to the health
or well-being of the child and is available onlytire context of the research, the IRB may
determine that the assent of the child is not reeogs Additionally, in such circumstances a
child's dissent, which should normally be respeatealy be overruled by the child's parents, at
the IRB's discretion. When research involves tlowigion of experimental therapies for life-
threatening diseases such as cancer, howeveRBwill be sensitive to the fact that parents
may wish to try anything, even when the likelihadduccess is marginal and the probability of
extreme discomfort is high. Should the child naghwio undertake such experimental therapy,
difficult decisions may have to be made. In genéf#he child is a mature adolescent and death
is imminent, the child's wishes should be respected

When the IRB determines that the assent of the éhilequired, it will also determine that the
provisions for obtaining and documenting assentdegjuate. The child should be given an
explanation of the proposed research proceduradanguage that is appropriate to the child's
age, experience, maturity, and condition. This &xation should include a discussion of any
discomforts and inconveniences the child may eepesg if he or she agrees to participate.
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For some research activities, the IRB may reqbiat ¢ither an IRB member or an advocate for
the child be present during the assent and peniggbcedures to verify the child's
understanding and to support the child's preferentdee IRB may also require that the parent(s)
or a close family member be present during thearebe especially if a young child will be
exposed to significant discomfort or inconvenieraégf the child will be required to spend time
in an unfamiliar place.

The requirement for parental permission may bepragriate in some cases. Examples include
research involving older adolescents who, undelicgige law, may consent on their own behalf
for selected treatments (e.g., treatment for velelisease, drug abuse, or emotional disorders).
In other research (e.g., research on child abuseglect), there may be serious doubt as to
whether the parents' interests adequately refiecthild's interests. In these types of cases, the
IRB will consider the development of alternativegedures, on a case by case basis, for
protecting the rights and interests of the childasked to participate, including, perhaps, the
court appointment of special guardians.

Parental permission may sometimes be insufficepraotect the child's interests. In cases
involving transplants (e.g., of bone marrow ordnldy) between minor siblings, the parents'
concern for the afflicted child may interfere witteir consideration of the best interests of the
healthy donor. Therefore, the IRB may consider oditernatives, such as asking for court
review of the parents' decision.

The IRB will consult legal counsel about the apgtitity of any state laws affecting consent for
the proposed research. The IRB will make itselfraved the age of majority in the state as well
as laws or court decisions that might limit thehtigf parents to consent on behalf of their
children in certain circumstances. Age and conagiof emancipation will differ from state to
state. In some states the age at which a childjis@nconsent to medical care differs depending
on the medical condition involved (e.g., venerésg¢dses). The federal regulations require that
all research activities must comply not only whie regulations but also with the law of the state
in which they are performed.

Exemption From Review

The exemption (see exemption category 2 under Etiengpfrom IRB Review), for research
involving survey or interview procedures or obséoraof public behavior, does not apply to
research with children, except for research inviwbservations of public behavior when the
Principal investigator(s) do not participate in #wivities being observed. The remaining
exemptions in category 2 can apply to researchiimg children.

Wards of the State

The federal regulations providing special protedifor children include additional limitations

on some research involving children who are wafdhestate or any other agency, institution,
or entity. Where the research involves greater themmal risk to the subjects with no prospect
of direct benefit to individual subjects, the resbamust either be related to their status as wards
or else be conducted in schools, camps, hospitskiutions, or similar settings in which the
majority of children involved as subjects are natds. The IRB will require, for each child who

is a ward, appointment of an advocate in additioarty other individual acting on behalf of the
child as a guardian or in loco parentis.
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The IRB will be particularly concerned with the elvement of HIV-infected children who are in
foster care, but who are also not wards. Many eé¢ichildren are from racial or ethnic
minorities. The IRB will give special attentiondgooups of children such as these who, while
they need special protections, should not be deh&dpportunity to participate in research that
may potentially be of benefit to them.

Finally, whenever institutionalized children midie involved in research, care should be taken
to ensure that they are not included as particgpsimiply because of their availability to the
Principal investigator.

4. Pregnant Women, Human Fetuses, and Neonates

DHHS regulations at 45 CFR 46, subpart B providditahal protections pertaining to
biomedical and behavioral research involving pregmeomen, human fetuses, and neonates as
subjects.

HCA Midwest Division’s IRB will review research ceked by this subpart and approve only
research, which satisfies the conditions of allliapple sections of this subpart.

Definitions

(1) DEAD FETUS means a fetus that exhibits neithertbeat, spontaneous respiratory activity,
spontaneous movement of voluntary muscles, naagioh of the umbilical cord.

(2) DELIVERY means complete separation of the fetusftbe woman by expulsion or
extraction or any other means.

(3) FETUS means the product of conception from impléorauntil delivery.

(4) NEONATE means a newborn.

(5) NONVIABLE NEONATE means a neonate after delivergtthalthough living, is not viable.

(6) PREGNANCY encompasses the period of time from imiatéon until delivery. A woman
shall be assumed to be pregnant if she exhibitoathe pertinent presumptive signs of
pregnancy, such as missed menses, until the reswtpregnancy test are negative or until
delivery.

(7) VIABLE, as it pertains to the neonate, means balolg, after delivery, to survive (given the
benefit of available medical therapy) to the pahindependently maintaining heartbeat and
respiration. The Secretary may from time to tinaéjrig into account medical advances,
publish in the Federal Register guidelines to agsidetermining whether a neonate is viable
for purposes of this subpart. If a neonate is @abén it may be included in research only to
the extent permitted and in accordance with thairements of subparts A and D.

Research Involving Pregnant Women or Fetuses (45 CF R 46.204)

Pregnant women or fetuses may be involved in rebahall of the following conditions are met:

(1) Where scientifically appropriate, pre-clinical segl] including studies on pregnant animals,
and clinical studies, including studies on non-peeg women, have been conducted and
provide data for assessing potential risks to pragwomen and fetuses;

(2) The risk to the fetus is caused solely by interegrstor procedures that hold out the prospect
of direct benefit for the woman or the fetus; 6thiere is no such prospect of benefit, the risk
to the fetus is not greater than minimal and th@se of the research is the development of
important biomedical knowledge which cannot be iblg by any other means;
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(3) Any risk is the least possible for achieving th@echives of the research;

(4) If the research holds out
a. The prospect of direct benefit to the pregnant woma
b. The prospect of a direct benefit both to the pragmeoman and the fetus, or
c. No prospect of benefit for the woman nor the fethen risk to the fetus is not greater
than minimal and the purpose of the research isiéhrelopment of important biomedical
knowledge that cannot be obtained by any other myeard the woman’s consent is
obtained;

(5) If the research holds out the prospect of direoefiesolely to the fetus, then the consent of
the pregnant woman and the father is obtained pexbat the father's consent need not be
obtained if he is unable to consent because ofailedvility, incompetence, or temporary
incapacity or the pregnancy resulted from rapecest.

(6) Each individual providing consent under (4) andigSully informed regarding the
reasonably foreseeable impact of the researcheofetus or neonate; and

(7) For children who are pregnant, assent and permiss® obtained in accord with subpart D
for studies involving children;

(8) No inducements, monetary or otherwise, will be igffeto terminate a pregnancy;

(9) Individuals engaged in the research will have mb ipaany decisions as to the timing,
method, or procedures used to terminate a pregnand

(10) Individuals engaged in the research will have mb ipadetermining the viability of a
neonate.

Research Involving Neonates (45 CFR 46.205)

Neonates of uncertain viability and nonviable neesanay be involved in research if all of the
following conditions are met:

(1) Where scientifically appropriate, pre-clinical atlohical studies have been conducted and
provide data for assessing potential risks to atzm

(2) Each individual providing consent is fully informeggarding the reasonably foreseeable
impact of the research on the neonate.

(3) Individuals engaged in the research will have mb ipadetermining the viability of a
neonate.

(4) The following requirements have been met as aggkca
a. Neonates of uncertain viabitityJntil it has been ascertained whether or naé@nate is

viable, a neonate may not be involved in reseaoslered by this subpart unless the following
additional conditions have been met:
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1. The IRB determines that:

i. The research holds out the prospect of erihgrihe probability of survival of the
neonate to the point of viability, and any riskhe least possible for achieving that
objective, or

ii. The purpose of the research is the dewabag of important biomedical knowledge
which cannot be obtained by other means and th#irbenno added risk to the
neonate resulting from the research; and

2. The legally effective informed consent of eitharent of the neonate or, if neither parent is
able to consent because of unavailability, incoewpet, or temporary incapacity, the legally
effective informed consent of either parent's Iggalithorized representative is obtained in
accord with subpart A, except that the consentheffather or his legally authorized
representative need not be obtained if the pregnasulted from rape or incest.

b. Nonviable neonateafter delivery a nonviable neonate may not beolagd in research unless
all of the following additional conditions are met:

1. Vital functions of the neonate will not be fictally maintained;
2. The research will not terminate the heattbeaespiration of the neonate;
3. There will be no added risk to the neonateltiegufrom the research;

4. The purpose of the research is the developoféntportant biomedical knowledge that
cannot be obtained by other means; and

5. The legally effective informed consent of bp#rents of the neonate is obtained in accord
with subpart A, except that the waiver and alterapirovisions do not apply. However, if
either parent is unable to consent because of iability, incompetence, or temporary
incapacity, the informed consent of one parentmdm@viable neonate will suffice to meet
the requirements, except that the consent of therfaeed not be obtained if the pregnancy
resulted from rape or incest. The consent of dliegathorized representative of either or
both of the parents of a nonviable neonate willsusfice to meet the requirements.

c. Viable neonate#\ neonate, after delivery, that has been detegthio be viable may be
included in research only to the extent permittgéubd in accord with the requirements of
subparts A and D (Additional Protections for Cheldinvolved as Subjects in Research).

Research involving, after delivery, the placenta,d  ead fetus or fetal material (45
CFR 46.206)

Research involving, after delivery, the placertie;dead fetus; macerated fetal material; or cells,
tissue, or organs excised from a dead fetus, beatbnducted only in accord with any applicable
Federal, State, or local laws and regulations diggrsuch activities. For more information
please contact the IRB office.

If information associated with the above mentiometerial is recorded for research purposes in

a manner that living individuals can be identifid@ectly or through identifiers linked to those
individuals, those individuals are research subjaad all pertinent subparts are applicable.
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Research not otherwise approvable which presents an opportunity to understand,
prevent, or alleviate a serious problem affectingt  he health or welfare of pregnant
women, fetuses, or neonates (45 CFR 46.207).

The Secretary will conduct or fund research thatlRB does not believe meets the requirements
of Sec. 46.204 or Sec. 46.205 only if:

(1) The IRB finds that the research presents a reatmopportunity to further the
understanding, prevention, or alleviation of am&siproblem affecting the health or welfare
of pregnant women, fetuses or neonates; and

(2) The Secretary, after consultation with a panelxpleets in pertinent disciplines (for example:
science, medicine, ethics, law) and following oppiity for public review and comment,
including a public meeting announced in the FedRegjister, has determined either:

a. That the research in fact satisfies the cmditof Sec. 46.204, as applicable; or
b. The following:

1. The research presents a reasonable opportunitytteef the understanding,
prevention, or alleviation of a serious probleneefing the health or welfare of
pregnant women, fetuses or neonates;

2. The research will be conducted in accord with scethital principles; and

3. Informed consent will be obtained in accord witk thformed consent provisions of
subpart A (Common Rule) and other applicable subpar

5. Other Vulnerable Groups

Although federal regulations list vulnerable groupther vulnerable groups may include
mentally impaired persons, employees of the SpomsBrincipal investigator, terminally ill
patients, and the very elderly. The IRB will detére special protections for these groups on a
case-by-case basis, taking into account the riséédanefits and other protections afforded by
institutional policies and state and federal law.

6. Subijects in "Treatment IND" studies

Informed consent is especially important in treattmese situations because the subjects are
desperately ill and particularly vulnerable. Thal} be receiving medications, which have not
been proven either safe or effective, in a clingegtting. Both the setting and their desperation
may work against their ability to make an infornsssessment of the risks involved. The IRB
must ensure that potential subjects are fully awétbe risks involved in participation.

The IRB should also pay particular attention toafimeent Indus in which the subjects will be
charged for the cost of the drugs. The questioe Iseone of equitable selection and the
involvement in research of vulnerable populatigasticularly economically disadvantaged
persons [21 CFR 56.111(a)(3)]. If subjects willdharged for use of the test article,
economically disadvantaged persons would likelgkduded from participation. The stated
purpose of the Treatment IND exemption is to featdi the availability of promising new drugs
to desperately ill patients while obtaining additidbdata on the drug's safety and effectiveness.
Charging for participation may preclude economicdisadvantaged persons as a class from
receiving access to test articles. The IRB wikahéo balance this interest against the possibility
that unless the Sponsor can charge for the drugll ihot be available for treatment use until it
receives full FDA.
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7. Cognitively Impaired Subjects

Studies involving subjects who are decisionallyamgd may take place over extended periods.
The IRB should consider whether periodic re-coriegruf individuals should be required to
ensure that a subject’s continued involvement iantary. The IRB may require that Principal
investigators re-consent subjects after taking amwount the study’s anticipated length and the
condition of the individuals to be included (esubjects with progressive neurological
disorders). Additionally, the IRB should consiaérether, and when, it should require a
reassessment of decision-making capacity.

8. Responsibility

IRB Administrators are responsible for maintainingto-date review tools for review of research
pertaining to vulnerable groups based on new antvieng applicable regulations and guidelines,
and for ensuring the IRB members are apprised wfare evolving regulations and guidelines
pertaining to vulnerable populations. IRB memtaesresponsible for conducting appropriate
review of research planned for vulnerable poputejencluding an assessment of potential for
coercion, in consultation with any appropriate etpand resources.

Additionally, the IRB should be familiar with thelfowing special considerations: - [ Formatted: Font: 11 pt }

1. National Commission for the Protection of Human jSats recommendations concerning=- .~ { Formatted: Indent: First line: 36 pt |

abortions (http://www.bioethics.gov/reports/pasiaaissions/research fetus.pdf); and N

2. The President's Council on Bioethics recommendatimmcerning Stem Cell Research
(http://Iwww.bioethics.gov/topics/stemcells _inderht

e - [ Deleted: | J

9. Applicable Regulations And Guidelines

\‘[ Formatted: Bullets and Numbering J

The Belmont Report

45 CFR 46: Subparts B, C, D
45 CFR 46.122

21 CFR 56.111

OHRP IRB Guidebook

B. CATEGORIES OF RESEARCH

1. Policy

The categories of research defined in these pslioolve either methodologies that might
require additional considerations or for which thare federally mandated determinations that all
IRBs are required to make and document. Thesgaads of research include, but are not
limited to:

. AIDS Related Research

. International Research

. Medical Devices

. Investigational New Drugs

. Investigational Use of Marketed Drugs, Biologiasdaedical Devices
. Genetic Research

. Prospective Research in Emergency Settings

. Emergency Use of an Investigational Article
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. Residual Body Fluids, Tissues and Recognizable Btatys
. Protocols Lacking Plans for Human Involvement

2. AIDS Related Research

There are three ethical considerations that musbierved in the conduct of AIDS related

research.

(1) THERE MUST BE FAIRNESS IN THE DISTRIBUTION OF BOTRISKS AND
BENEFITS OF RESEARCH: Caution is needed to make that age, competence,
experience, education, position, life style, edce not used to determine eligibility for
entrance into a study unless these factors aressa&gefor the research design.

(2) POSSIBLE BENEFITS OF THE RESEARCH MUST BE MAXIZED AND POSSIBLE
HARMS MINIMIZED: As the research develops thesetars will have to be reviewed
from time to time to clarify what benefits may agero society as a whole, what benefits
may accrue to subjects, and what possible harmscoag to subjects. Special care must be
taken to establish safeguards to prevent accidentareless disclosure of confidential
information. Improper disclosure could threatenifgmelationships, job security,
employability or ability to obtain credit or insumee. Therefore, staff persons must be
trained to handle information and data with duerddor the rights of subjects.

(3) THE RIGHTS OF RESEARCH SUBJECTS TO MAKE CHOICES BA3ON
INFORMED JUDGMENTS MUST BE RESPECTED: These righmisst be protected
through a consent procedure which:

a. lIslegally effective;

b. Is obtained in non-coercive circumstances withisigfit time and opportunity for
subjects to make an informed decision;

c. Does not attempt to waive the rights of subjeatgomtain exculpatory language which
is intended to limit the legal liability of the ititsition; and

d. Is presented to subjects in language that is utadetable to them--if necessary in a
language other than English.

Because of the special sensitivity of AIDS reseatteh IRB will exercise particular care in
observing allapplicable regulatory provisions. The IRB will deat risks to subjects are
minimized consistent with sound research desigd that risks to subjects are reasonable in
relation to benefits and the importance of the Kedge that may reasonably be expected to gain.
Whenever appropriate, procedures already beingeed on subjects for diagnostic or
treatment purposes should be used. To ensure adaguaew of AIDS studies, the IRB may
consult with persons who have special expertisevatidpersons who are qualified to represent
the interests of the subject population.

3. International Research

All HCA Midwest Division research performed outsioiethe United States (50 states and the
U.S. territories) will be subject to the followit{CA Midwest Division policy, to ensure the
protection of human subjects in international reseatudies and to comply with OHRP
directives [August 27, 1998, updated July 21, 2@8Quiring local context review of such
studies.
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Protocol review and approval is required by:
(1) The outside country’s IRB, Ethical Review Commifteeequivalent organization, and
(2) HCA Midwest Division’s IRB.

(3) If foreign collaborators do not have their own IBBcomparable review committee, they may
designate another IRB willing to review the reshas the IRB of record. That IRB could
be HCA Midwest Division's IRB or another IRB in thest country.

If foreign collaborators do have their own IRB ontparable review committee, the HCA
Midwest Division Principal investigator must ensthiat the host country’s IRB has had current
education and training in Fundamental Human RebkeRiratections and that it has procedures in
place to ensure that subjects will be protectea imanner commensurate with the Common Rule.
These procedures must be described in an agreealésd an "assurance of compliance" with
OHRP.

The federal regulations acknowledge that localaust norms, and laws where the research will
take place may differ from the Common Rule and gl®wptions for listing different standards

in foreign assurances of compliance. Optional steshslinclude, among others, the Canadian Tri-
Council Policy, the Indian Council of Medical Res#wg and the CIOMS International Ethical
Guidelines (biomedical).

HCA Midwest Division IRB Review

All of the HCA Midwest Division IRB policies for search studies conducted within the United
States apply to international research. In additidernational research protocols should include:
(1) Explanations of cultural differences that influed¢kee study design and the consent process;
(2) Rationale for conducting the study with an inteiorzl population;

(3) Information regarding the host country’s IRBhigal Review Committee or equivalent
organization and documentation of its approvahefresearch, if applicable (The HCA
Midwest Division IRB may require meeting minutesrfr the committee in the host country);

(4) A copy of the letter(s) of agreement on letézwth stationary with signatures from the local
host institution(s), and from government officiéds necessary) to cooperate in the proposed
research;

(5) A copy of the consent form (if used) in Englisigagy in the appropriate native language(s),
and a copy of the “back translation”;

(6) Information regarding the literacy level of the egfed subjects and how this may affect the
informed consent process;

(7) Information regarding why women were or were neotuded in the study;

(8) A description of the informed consent process idiclg methods for minimizing the
possibility of coercion or undue influence in segkconsent and safeguards to protect the
rights and welfare of vulnerable subjects;

(9) A description of the processes for assuring anotyyamd/or confidentiality of all data, and a
description of the methods of transport and secofidata to the United States, if applicable;

(20) If data will be collected by someone othentlize researcher, the curriculum vitae of the
individual and letters of agreement, should beudet! on letterhead stationary and with
signatures from the research institutions;

(11) If compensation is given to subjects, jusdfion for the amount of money or goods should

be provided and an explanation as to how this cosgtén is proportionate to the average
annual income of people in the host country.
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It is the practice of the HCA Midwest Division IRB give full board review to all research
studies conducted outside the United States tbhtde human subject contact. For studies that
involve no contact with subjects and that are malirisk (e.g., chart reviews or additional
laboratory analysis of previously collected samplegpedited review of the study may be
granted by the HCA Midwest Division IRB. If a minal risk study receives expedited review, a
consultant familiar with the local context will beked to provide to the reviewer with a written
evaluation for local context review.

Special IRB Considerations:

For studies involving populations that have no tertlanguage:
« Use an English consent form as a template forlatios into the oral language
« The consent form should be signed by the interpréite study Principal investigator,
and the subject, who will be requested to make &k mathumb print, as appropriate.
« Include a statement about the process of inforredent.

For studies involving populations that utilize gpootonsent:
- Describe and justify the use of group consent.
- Provide a method to obtain private or individudbjeat assent, if possible.
- Provide a method of protecting those who choosémparticipate in the study.

For “non-therapeutic” research:
«  Provisions must be made for the study populatidmetzefit from the research study.

For “therapeutic” research:
«  Provisions must be made and documented to addresssue of why the study should or
should not provide continued access to the expetahétervention (should it prove
efficacious) or other research benefits, by the hfisr the completion of the study.

For Federally funded studies:
» A Federalwide Assurance is necessary to documanthhb international institution or
performance site will conduct the research in ataoce with United States Federal
policies and regulations.

For studies involving minors (participants under #ye of 18 years):
« The HCA Midwest Division requirements for assemtrfonors in research studies are
applicable.

- Written, parental permission is also requiredlod¢fl customs and regulations are such
that active parental permission would be culturalfppropriate, the researcher must
supply the IRB with proof that such permissionas culturally appropriate. Examples of
such proof would be specific regulations (in Ertgésd certified to be accurate) that
indicate that such permission is not required, féinial letter from a ranking official in
the country of interest indicating that such pesiois is not culturally appropriate, or the
appearance at an HCA Midwest Division IRB meetiggbmeone of official standing in
the research or academic community who can atigketcultural inappropriateness of
the requirement for active parental permission.

- In those cases where seeking active parental pgomifor minors to participate in
research is culturally inappropriate, a waiverudtspermission may be granted at the
discretion of the HCA Midwest Division IRB, as loag the research does not place the
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participant(s) at untoward risk. Regardless oftyipe of risk, the participant(s) in the
research retain(s) the right to discontinue paréiton, without penalty, at any time.

- If a waiver of active parental permission is gran&nd if a letter informing the parents
of the research is deemed appropriate, it mustriitewat a literacy level that would be
understood by the parents, and should be senéio by the most expeditious method
possible. HCA Midwest Division’s IRB will revievhe “back translation” of this letter.

Local Context Consultant:

The key requirement for local context review isttagerson who is familiar with the customs
and culture of the study population participatethmreview at the HCA Midwest Division IRB
meeting. Consultants must be native to the couhtitye had knowledge of such customs and
culture that was obtained through extended, derperience in the community, or be a
professional familiar with the local environmefthe consultant will attend, in person or via
telephone, convened HCA Midwest Division IRB megsiras arad hocnon-voting member of
the HCA Midwest Division IRB. Information on thegtocol will be sent to the local context
consultant at least one week in advance of theaxwt meetingThe review and
recommendations of the consultant will be docuneimtéhe HCA Midwest Division IRB
minutes.

The Chairperson of the HCA Midwest Division IRB drdesignated by the Chairperson, the IRB
Administrator, will interview potential consultarasd inform them of the responsibilities of local
context consultants.

Continuing Review:

A protocol will have only one local context revieinless there are significant changes in the
protocol or the risks to the subjects. HCA MidwBstision’s standard continuing review
requirements will apply to international researtiiis.

4. Medical Devices

A medical device is defined, in part, as any heedife product that does not achieve its primary
intended purposes by chemical action or by beingbwdized. Medical devices include, among
other things, surgical lasers, wheelchairs, sutyr@semakers, vascular grafts, intraocular lenses,
and orthopedic pins. Medical devices also includgmbstic aids such as reagents and test kits
for in vitro diagnosis (IVD) of disease and other medical cions such as pregnancy.

Humanitarian Device Exemption A humanitarian device exemption (HDE) is submnaitier <« _ - [ Formatted: Font: 11 pt

FDA review and approval by a manufacturing compemyipany/sponsor. The purpose of the ~* { Formatted: Indent: Left: 36 pt

HDE is, to the extent consistent with the protactid the public health and safety and with
ethical standards, to encourage the discovery aaaiidevices intended to benefit patients in the
treatment or diagnosis of diseases or conditioasafiect fewer than 4,000 individuals in the
United States. Although a device may have HDE amradt still falls under the category of an
HUD.

Humanitarian Device Exemption Final Rule Summary An HUD is approved for marketing« - - *‘[Formatted: Indent: Left: 36 pt

through an HDE application filed in accordance vifith requirements of this final rule. An HDE
application is a PMA application that is not reuitto contain clinical data demonstrating
"effectiveness" (defined under Sec. 860.7(e)(1)GER 860.(e)(1)) as "reasonable
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assurance...based upon valid scientific evidencejrtmsignificant portion of the target
population, the use of the device for its intendsés and conditions of use, when accompanied
by adequate directions for use and warnings agairssife use, will provide clinically significant
results"). An HDE application will contain allh®r information ordinarily required in a PMA.

In addition, an HDE application will require certaipecial information to satisfy the statutory

requirements established by section 520(m) of d¢ehttp.//www.fda.gov/orphan/humuse.ftm.

- 7 Formatted: Font: Times New
Roman, 11 pt

Humanitarian Device Exemption Holder. the company providing the device. The company- _ \‘[Formatted: Font: 11 pt

providing the device is responsible for ensurireg the HUD is only used in facilities having an  ~ { Formatted: Indent: Left: 36 pt

o o J

IRB or Central IRB agreement constituted and adtinaccordance with 45 CFR Part 56; is
required to maintain records of the names, addsesfsiae facilities to which the HUD has been
shipped, is required to maintain copies of corragpace with reviewing IRBs as well as any
other information required by the reviewing IRBFIDA.

Humanitarian Use Device An HUD is a device that is (1) intended to bengéitients by - {Formatted: Indent: Left: 36 pt

treating or diagnosing a disease or condition dfffects or is manifested in fewer than 4,000
individuals in the United States per year; (2)de&ice would not be available to a person with
such a disease or condition unless the exemptigraiged; (3) no comparable device (other than
a device that has been granted such an exempdi@njilable to treat or diagnose the disease or
condition; and (4) the device will not expose paiiseto an unreasonable or significant risk of
illness or injury, and the probable benefit to ke&ilom using the device outweighs the risk of
injury or illness from its use, taking into accotime probable risks and benefits of currently
available devices or alternative forms of treatment

Humanitarian Use Device IRB Approvat Section 520(m)(4) of the act states that an HULy #r - - {Formatted: Indent: Left: 36 pt

only be used in facilities that have establisheddcordance with FDA regulations, "a local
institutional review committee [commonly known asiastitutional review board or IRB] to
supervise clinical testing of devices in the fdieif." The statute also requires an IRB to approve
the use of the HUD before the device is administésehumans. In accordance with this statutory
requirement, FDA has specified in subpart H of gar that the HDE holder must ensure that the
HUD is administered only to patients at health daodities having an IRB. IRBs which oversee
the use of an HUD should be constituted and aataordance with the agency's regulations
governing IRBs (21 CFR part 56), including respbitisy for continuing review of use of the
device. FDA has codified this requirement in Sdel.824. The agency does not believe the
statute intends to require IRB review and apprésagach individual use of the HUD. FDA has
interpreted the statute to permit the IRB to apprihe use of the device in general, use of the
device for groups of patients meeting certain deteor use of the device under a treatment
protocol. If it so wishes, an IRB may specify liatibns on the use of the device based upon one
or more measures of disease progression, pricancséailure of any alternative treatment
modalities, reporting requirements to the IRB oB IEhair, appropriate follow-up precautions and
evaluations, or any other criteria it determinebéappropriate. It should be emphasized that
under the final rule (Sec. 814.124), it is the HidHder who is responsible for ensuring that the
HUD is not administered to or implanted in a pétignior to obtaining IRB approval at the health
care facility. An HDE holder may wish to enforcésthequirement by not shipping the HUD to
the health care facility until it has received éomftion of IRB approval. In order to provide
flexibility to the approval requirement, FDA haslnded a provision that permits an IRB located
at a treatment facility to defer (in writing) toather similarly constituted IRB that has agreed to
assume responsibility for initial and continuingiesv of the use of the device,

http://www.fda.gov/orphan/humuse.hpftm. ~ - | Formatted: Font: Times New
“~_ | Roman, 11 pt

) \[ Formatted: Font: 11 pt
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All Company-affiliated facilities must ensure thBB review and IRB approval of an HUD/HBE - - { Formatted: Indent: Left: 36 pt ]
occurs before the HUD/HDE is administered to orlanped in a patient. Although there are
provisions for emergency use of an investigatialesiice without IRB approval (see the
Informed Consent IRB Review Policy, QM.RES.003 sihprovisions are not intended as a
“loophole” to circumvent the IRB approval procedsirghenever prior review is possible.

1. IRBs are responsible for a full Board review of thigéial submission of the request to use<an- - { Formatted: Bullets and Numbering }
HUD/HDE. Expedited review is not allowed for thmtial review.

2. For continuing review of an HUD/HDE, IRBs may uke £xpedited review procedure untess- {Formatted: Bullets and Numbering }
the IRB determines at the time of initial revievattull board review should be performed.
Expedited review procedures are appropriate foticoimg review since the initial review
would have been performed by the full board andafisen HUD/HDE within its approved
labeling does not constitute research.

Investigational Device Exemption (IDE)

An investigational device is a medical device, Wwhiethe subject of a clinical study designed to
evaluate the effectiveness and/or safety of thécdeClinical investigations undertaken to
develop safety and effectiveness data for medieakés must be conducted according to the
requirements of the IDE regulations [21 CFR 812].

The following clinical investigations of devices yniae exempt from the IDE regulations [21

CFR 812.2(c)].

(1) A device, other than a transitional device, in caroial distribution immediately before
May 28, 1976, when used or investigated in accarelavith the indications in labeling in
effect at that time.

(2) A device, other than a transitional device, intretliinto commercial distribution on or after
May 28, 1976, that FDA has determined to be subiatBnequivalent to a device in
commercial distribution immediately before May 2876, and that is used or investigated in
accordance with the indications in the labeling F2#&iewed under subpart E of part 807 in
determining substantial equivalence.

(3) A diagnostic device, if the sponsor complies witiplecable requirements in Sec. 809.10(c)
and if the testing:

a. Is noninvasive,

b. Does not require an invasive sampling procedurepitessents significant risk,

c. Does not by design or intention introduce energy asubject, and

d. Is not used as a diagnostic procedure without ooafion of the diagnosis by another,
medically established diagnostic product or procedu

(4) A device undergoing consumer preference testisginggof a modification, or testing of a
combination of two or more devices in commerciatritbution, if the testing is not for the
purpose of determining safety or effectivenessdoes not put subjects at risk.

(5) A device intended solely for veterinary use.

(6) A device shipped solely for research on or withotalbory animals and labeled in accordance
with Sec. 812.5(c).

(7) A custom device as defined in Sec. 812.3(b), urtlesslevice is being used to determine
safety or effectiveness for commercial distribatio

Unless exempt from the IDE regulations, an invesigmal device must be categorized as either
"significant risk" (SR) or "non-significant riskNSR). The determination that a device presents a
non-significant or significant risk is initially nd@ by the sponsor. The proposed study is then
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submitted to FDA, for SR studies, or to the IRB, &R studies.

The sponsor/Principal investigator should provhie IRB with the following information:

(1) A risk assessment,

(2) The rationale used in making the risk determination

(3) A description of the device,

(4) Reports of prior investigations with the device,

(5) The proposed investigational plan,

(6) A description of patient selection criteria and ribaing procedures,

(7) Information regarding whether other IRBs have ne¢ié the proposed study and what
determination was made, and

(8) FDA's assessment of the device's risk if such aessnent has been made.

The IRB will review the above-mentioned materiadanake a final risk determination based on
its own review. The IRB may also consult with FEk its opinion.

The IRB's SR/NSR determination has significant egugnces for the study sponsor, Principal
investigator, FDA, and prospective research subj&R device studies must be conducted in
accordance with the full IDE requirements [21 CRR{|812], and may not commence until 30
days following the sponsor's submission of an IPRliaation to FDA. Submission of the IDE
application enables FDA to review information abthé technical characteristics of the device,
the results of any prior studies (laboratory, ahiamd human) involving the device, and the
proposed study protocol and consent documents dBgsen the review of this information, FDA
may impose restrictions on the study to ensureribia to subjects are minimized and do not
outweigh the anticipated benefits to the subjeststhe importance of the knowledge to be
gained. The study may not commence until FDA hasad the IDE application and the IRB
has approved the study.

NSR device studies do not require submission db&happlication to FDA. Instead, the sponsor
is required to conduct the study in accordance thigh'abbreviated requirements" of the IDE
regulations [21 CFR 812.2(b)]. Unless otherwisefigat by FDA, an NSR study is considered to
have an approved IDE if the sponsor fulfills them@viated requirements. The abbreviated
requirements address, among other things, therergents for IRB approval and informed
consent, recordkeeping, labeling, promotion, andystmonitoring. NSR studies may commence
immediately following IRB approval.

If a Principal investigator or a sponsor proposesinitiation of a claimed NSR investigation to
the IRB, and if the IRB agrees that the devicestasdNSR and approves the study, the
investigation may begin immediately, without sulstos of an IDE application to FDA. If the
IRB believes that a device study is SR, the ingasibn may not begin until both the IRB and
FDA approve the investigation.

FDA has the ultimate decision in determining ifevide study is SR or NSR. If the FDA does
not agree with the IRB's decision that a devicdypresents an NSR, an IDE application must
be submitted to FDA. On the other hand, if a spofiks an IDE with FDA because it is
presumed to be an SR study, but FDA classifiesléivice study as NSR, the Agency will return
the IDE application to the sponsor and the studyld/be presented to the IRB as an NSR
investigation.
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SR versus NSR

An SR device study is defined as a study of a @ethiat presents a potential for serious risk to
the health, safety, or welfare of a subject andgitended as an implant; (2) is used in
supporting or sustaining human life; (3) is of gahsial importance in diagnosing, curing,
mitigating or treating disease, or otherwise prév@npairment of human health; QR)
otherwise presents a potential for serious rigkéohealth, safety, or welfare of a subject.

An NSR device investigation is one that does natrtiee definition for a significant risk study.
NSR device studies, however, should not be confustidthe concept of "minimal risk.”

The risk determination will be based on the propasse of a device in an investigation, and not
on the device alone. In deciding if a study poseSR, the IRB will consider the nature of the
harm that may result from use of the device. Studieere the potential harm to subjects could be
life-threatening, could result in permanent impantof a body function or permanent damage to
body structure, or could necessitate medical agisakintervention to preclude permanent
impairment of a body function or permanent damadgody structure will be considered SR.
Also, if the subject must undergo a procedure asgbahe investigational study, e.g., a surgical
procedure, the IRB will consider the potential halhait could be caused by the procedure in
addition to the potential harm caused by the deviem example:

(1) The study of a pacemaker that is a modificatioa cbmmercially-available pacemaker poses
a SR because the use of any pacemaker presensndgigddor serious harm to the subjects.
This is true even though the modified pacemaker pusg less risk, or only slightly greater
risk, in comparison to the commercially-availabledal. The amount of potential reduced or
increased risk associated with the investigatipaaemaker will only be considered (in
relation to possible decreased or increased bshefiten assessing whether the study can be
approved.

(2) The study of an extended wear contact lens is dersil SR because wearing the lens
continuously overnight while sleeping presents tipiial for injuries not normally seen with
daily wear lenses, which are considered NSR.

The following examples are provided to assist BB in making SR/NSR determinations. The
list includes many commonly used medical deviceslukion of a device in the NSR category
should not be viewed as a conclusive determinatienause the proposed use of a device in a
study is the ultimate determinant of the potentsM to subjects. It is unlikely that a device
included in the SR category could be deemed NSRaltiee inherent risks associated with most
such devices.

Examples of NONSIGNIFICANT RISK DEVICES: (1) LowoRer Lasers for treatment of pain,
(2) Caries Removal Solution, (3) Daily Wear Contagtses and Associated Lens Care Products
not intended for use directly in the eye (e.g.aokys; disinfecting, rinsing and storage solutipns)
(4) Contact Lens Solutions intended for use diyaatithe eye (e.g., lubricating/rewetting
solutions) using active ingredients or preservasigstems with a history of prior
ophthalmic/contact lens use or generally recognazesafe for ophthalmic use, (5) Conventional
Gastroenterology and Urology Endoscopes and/or #smees, (6) Conventional General
Hospital Catheters (long-term percutaneous, imptirgubcutaneous and intravascular), (7)
Conventional Implantable Vascular Access Devicesté, (8) Conventional Laparoscopes,
Culdoscope, and Hysteroscope, (9) Dental Fillindévlals, Cushions or Pads made from
traditional materials and designs, (10) Denturediefits and Recliners, (11) Digital
Mammography [Note: an IDE is required when safety affectiveness data are collected which
will be submitted in support of a marketing apptica.], (12) Electroencephalography (e.g., new
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recording and analysis methods, enhanced diagresgiabilities), (13) Externally Worn
Monitors for Insulin Reactions, (14) Functional &hical Neuromuscular Stimulators, (15)
General Biliary Catheters General Urological Cahefe.g., Foley and diagnostic catheters),
(16) Jaundice Monitors for Infants, (17) MagnetiesBnance Imaging (MRI) Devices within
FDA specified parameters, (18) Manual Image Guisledyery, (19) Menstrual Pads (Cotton or
Rayon, only), (20) Menstrual Tampons (Cotton or étgynly), (21) Nonimplantable Electrical
Incontinence Devices, (22) Nonimplantable Male Rdpctive Aids with no components that
enter the vagina, (23) Ob/Gyn Diagnostic Ultrasowittiin FDA approved parameters, (24)
Transcutaneous Electric Nerve Stimulation (TENSYiBes for treatment of pain, (25) Wound
Dressings, excluding absorbable hemostatic de@rdsdressings (also excluding Interactive
Wound and Burn Dressings).

Examples of SIGNIFICANT RISK DEVICES:
(1) General Medical Use
Catheters:
*Urology - urologic with anti-infective coatiisg
*General Hospital - except for conventional laeegm percutaneous, implanted,
subcutaneous, intravascular
*Neurological - cerebrovascular, occlusiondah
*Cardiology - transluminal coronary angiopiashtra-aortic balloon with control system
Collagen Implant Material for use in ear, noseé #moat, orthopedics, plastic surgery,
urological and dental applications
Surgical Lasers for use in various medical spgesa
Tissue Adhesives for use in neurosurgery, gasteoelogy, ophthalmology, general and
plastic surgery, and cardiology.

(2) AnesthesiologyBreathing Gas Mixers, Bronchial Tubes, Electrodmesia Apparatus,
Epidural and Spinal Catheters, Epidural and Spieaddles, Esophageal Obturator, Gas
Machines for anesthesia or analgesia, High FrequagicVentilators greater than 150 BPM,
Rebreathing Devices, Respiratory Ventilators, Teatf ubes.

(3) Cardiovascular:Aortic and Mitral Valvoplasty Catheters, Arteriairibolization Devices
Cardiac Assist Devices [artificial heart (permaniemlant and short term use),
cardiomyoplasty devices, intra-aortic balloon punygsitricular assist devices], Cardiac
Bypass Devices [oxygenators, cardiopulmonary ndiesrblood pumps, closed chest
devices], Cardiac Pacemaker/Pulse Generatorsdengitardia, esophageal, external
transcutaneous, implantable], Cardiopulmonary Resi®n (CPR) Devices,
Cardiovascular/Intravascular Filters, Coronary Arteetroperfusion Systems, Coronary
Occluders for ductus arteriosus/atrial/septal dsfé€oronary and Peripheral Arthrectomy
Devices, Extracorporeal Membrane Oxygenators (ECN@plantable
Cardioverters/Defibrillators, Laser Coronary anditesral Angioplasty Devices, Myoplasty
Laser Catheters, Organ Storage/Transport Unitsn@aeads, Percutaneous Conduction
Tissue Ablation Electrodes, Peripheral/CoronarytrRulary/Renal/Vena Caval/Peripheral
Stents, Replacement Heart Valves, RF Catheter tidhland Mapping Systems, Ultrasonic
Angioplasty Catheters, Vascular and Arterial GRafistheses, Vascular Hemostasis Devices.

(4

~

Dental Absorbable Materials to aid in the healing ofipgontal defects and other
maxillofacial applications, Bone Morphogenic Progewith and without bone, e.g.,
Hydroxyapatite (HA), Dental Lasers for hard tissplications, Endosseous Implants and
associated bone filling and augmentation matedsésl in conjunction with the implants,
Subperiosteal Implants, Temporomandibular Joint {Y Frostheses.
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(5) Ear, Nose, and ThroatAuditory Brainstem Implants, Cochlear Implaritaryngeal
Implants, Total Ossicular Prosthesis Replacesnent

(6) Gastroenterology and UrologyAnastomosis Devices, Balloon Dilation Cathetersdfemign
prostatic hyperplasia (BPH), Biliary Stents, Compois of Water Treatment Systems for
Hemodialysis, Dialysis Delivery Systems, Electri€éiimulation Devices for sperm
collection, Embolization Devices for general uroéag use, Extracorporeal Circulation
Systems, Extracorporeal Hyperthermia Systems, Estpmreal Photopheresis Systems,
Femoral/Jugular/Subclavian Catheters, Hemodialyzemofilter, Implantable Electrical
Urinary Incontinence Systems, Implantable Peniestheses, Injectable Bulking Agents for
incontinence, Lithotripters (e.g., electrohydra@idracorporeal shock-wave, laser, powered
mechanical, ultrasonic), Mechanical/Hydraulic Urintncontinence Devices, Penetrating
External Penile Rigidity Devices with componentattanter the vagina, Peritoneal Dialysis
Devices, Peritoneal Shunt, Plasmapheresis Sysinostatic Hyperthermia Devices,
Urethral Occlusion Devices, Urethral Sphincter Breses, Urological Stents (e.g., ureteral,
prostatG).

(7) General and Plastic SurgeryAbsorbable Adhesion Barrier Devices, Absorbable bigatic
Agents, Artificial Skin and Interactive Wound andrB Dressings, Injectable Collagen,
Implantable Craniofacial Prostheses, Repeat Adoesies for surgical procedures, Sutures.

(8) General Hospital Implantable Vascular Access Devices (Portsheilv routes of
administration or new design, Infusion Pumps (imtdale and closed-loop - depending on
the infused drug).

(9) Neurological Electroconvulsive Therapy (ECT) Devices, Hydrocdpsi&hunts, Implanted
Intracerebral/Subcortical Stimulators, Implantettdaranial Pressure Monitors, Implanted
Spinal Cord and Nerve Stimulators and Electrodes.

(10)Obstetrics and GynecologyAntepartum Home Monitors for Non-Stress Teststefartum
Home Uterine Activity Monitors, Catheters for Charic Villus Sampling (CVS), Catheters
Introduced into the Fallopian Tubes, Cervical DilatDevices, Contraceptive Devices
[Cervical Caps, Condoms (for men) made from nevenes (e.g., polyurethane),
Contraceptiven Vitro Diagnostics (IVDs), Diaphragms, Female Condonisatrterine
Devices (IUDs), New Electrosurgical InstrumentsTabal Coagulation, New Devices for
Occlusion of the Vas Deferens, Sponges, Tubal GmiuDevices (Bands or Clips)],
Devices to Prevent Post-op Pelvic Adhesions, Engmypes and Devices intended for fetal
surgery, Falloposcopes and Falloposcopic Delivemste3ns, Intrapartum Fetal Monitors
using new physiological markers, New Devices tollfate Assisted Vaginal Delivery,
Thermal Systems for Endometrial Ablation.

(11)Ophthalmics: Class Il Ophthalmic Lasers, Contact Lens Solutiomsnded for direct
instillation (e.qg., lubrication/rewetting solutigria the eye using new active agents or
preservatives with no history of prior ophthalmaritact lens use or not generally
recognized as safe for ophthalmic use, Cornealdnip) Corneal Storage Media,
Epikeratophakia Lenticules, Extended Wear Contacisl.Eye Valve Implants (glaucoma
implant), Intraocular Lenses (IOLs) [21 CFR par8BKeratoprostheses Retinal
Reattachment Systems [fluids, gases, perfluorocatlerfluorpropane, silicone oil, sulfur
hexafluoride, tacks], Viscosurgical Fluids.
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(12)Orthopedics and RestorativdBone Growth Stimulators, Calcium Tri-Phosphate
Hydroxyapatite, Ceramics Collagen and Bone MorphagErotein Meniscus
Replacements, Implantable Prostheses (ligamemoterhip, knee, finger), Computer
Guided Robotic Surgery.

(13)Radiology Boron Neutron Capture Therapy, Hyperthermia &ystand Applicators.
IRB and Sponsor Responsibilities Following SR/NSR &ermination

If the IRB decides the study is Significant Risk
(1) IRB Responsibilities:
a. Notify sponsor and Principal investigator of SRidien
b. After IDE obtained by sponsor, proceed to reviewdgtapplying requisite criteria [21
CFR 56.111]
(2) Sponsor Responsibilities:
a. Submit IDE to FDA or, if electing not to proceedhvstudy, notify FDA of the SR
determination;
b. Study may not begin until FDA approves IDE and I&&proves the study.
c. Sponsor and Principal investigator(s) must compth WDE regulations [21 CFR part
812], as well
as informed consent and IRB regulations [21 CFRsD and 56].

If the IRB decides the study is NonsignificantkRis

(1) IRB proceeds to review study applying reijeisriteria [21 CFR 56.111]

(2) If the study is approved by the IRB, thersgmr and Principal investigator must comply with
"abbreviated IDE requirements" [21 CFR 812.2(bj[ anformed consent and IRB
regulations [21 CFR parts 50 & 56].

IRB Review of the Protocol and Informed Consent

Once the final SR/NSR decision has been rendergdebf\RB (or FDA), the IRB will consider
whether or not the study should be approved. Irsidemning whether a study should be approved,
the IRB will use the same criteria it would usednsidering approval of any research involving
an FDA regulated product [21 CFR 56.111]. Some N&Ries may also qualify as "minimal
risk" studies, and thus may be reviewed throughxqedited review procedure. FDA considers
all SR studies to present more than minimal riskl, gaus, full IRB review is necessary. In
making its determination on approval, the IRB wdhsider the risks and benefits of the medical
device compared to the risks and benefits of adtére devices or procedures.

5. Investigational New Drugs (IND)

An IND application must be filed when:

(1) A sponsor wishes to test a newly developed driggéoif its safety and efficacy are such that
it can be approved for marketing,

(2) For studies of drugs that are already licenseueifintent of the study is to generate data that

will lead to approval of a new advertising claimpew clinical indication, or a new
formulation of the product, and
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(3) To add a new study design, a new patient groug,;aw clinical indication to the evaluation
of a product that is under study but not yet matet

If a drug is already licensed and approved by hA For marketing in the United States, it may
be studied without an IND, as long as the studhoisdesigned to change the approved
indications, advertising claims, or labeling of fhreduct. The study must not be one that
changes dose, route of administration, or targptfation in a way that is likely to increase risk.
The study is still subject to all of the usual regments for IRB oversight, and the study must not
violate any of the FDA'’s rules about advertisingl @momotion of drugs.

Once FDA approval has been secured, Principal figagers should submit the study along with
the necessary submission materials to the IRB. IRBewill ensure that the data will be kept
secure, and will be monitored for safety issuewelbas for study quality.

Adverse events must be reported, both to the FDit@arthe IRB. Changes in protocols must be
submitted for approval, both to the FDA and tofRB, and may not be implemented until
approved by both, unless their purpose is to ptatgdgjects from serious harm (for example, by
removing a newly recognized substantive risk).

A sponsor may withdraw an IND at any time, withaothout cause. The FDA may also
terminate an IND under a number of circumstande&clinical hold” is a suspension of an IND,
during which no new subjects may be enrolled, arojests who have already been enrolled may
only continue the study drug if it is clinically cessary for them to do so. This action may be
taken when it appears that subjects are being edposgreater risk than had originally been
recognized; the IND, and the study are then oféactivated when appropriate adjustments in
study design have been made. A “clinical hold” rabsp result if the researchers’ qualifications
are called into serious question, or if the studsigh proves flawed in a way that precludes
meaningful results.

More serious deficiencies may lead to terminatibaroIND. In that case, reactivation is not
foreseen and the project is shut down. If the edgislear and compelling danger to research
subjects, this may be a rather precipitous actlbit.is for problems in study conduct that do not
place subjects at increased risk, the FDA will oadily notify the sponsor of the intent to
terminate the IND and give the sponsor an oppdstdairespond.

6. Investigational Use of Marketed Drugs, Biologics . and Medical Devices

"Investigational use" suggests the use of an aggrpvoduct in the context of a clinical study
protocol. When the principal intent of the inveatignal use of a test article is to develop
information about the product's safety or efficaybmission of an IND or IDE is required.

However, according to 21 CFR 312.2(b)(1), the clhinvestigation of a marketed drug or

biologic does not require submission of an INDIlisa of the following conditions are met:

(1) Itis notintended to be reported to FDA in supmdra new indication for use or to support
any other significant change in the labeling fa ¢ug;

(2) Itis not intended to support a significant chamgthe advertising for the product;

(3) It does not involve a route of administration osage level, use in a subject population, or
other factor that significantly increases the ri@ksdecreases the acceptability of the risks)
associated with the use of the drug product;

(4) Itis conducted in compliance with the requiremdatdRB review and informed consent;
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(5) Itis conducted in compliance with the requiremeraiscerning the promotion and sale of
drugs [21 CFR 312.7]; and

(6) It does not intend to invoke 21 CFR 50.24, Excepfiom Informed Consent Requirements
for Emergency Research.

HCA Midwest Division’s IRB will review studies subtied with IND exemption requests to
determine whether they meet the above exemptiderieri If the IRB determines that the
exemption criteria are not met or the IRB is nataia whether the exemption criteria are met
and an IND has not been obtained, it will ask thedipal investigator to submit an IND or have
the FDA make a determination on the requiremenafoND. If the FDA determines that an
IND is not necessary, it will provide an exemptletter. A copy of this letter should be provided
to the IRB. Should the FDA determine that an INDdquired, a complete IND application must
be submitted to the FDA for review. Upon completaf review, the FDA will send the Principal
investigator a letter. The IRB will withhold apped of the study until the Principal investigator
provides a copy of either the FDA determinatioteleor the IND number provided by the FDA.

IND application and approval/exemption is spedifiche protocol rather than to the drug. Any
proposed modifications to the protocol that sigrifitly affect the safety of the subject or the
scope of the investigation (e.g., a new protoctt wie same drug) must be submitted to the FDA
for review.

7. Genetic Research

Genetic research may require special considerations

a. Type of Review:At first consideration, much genetic research aygearto meet the
criteria for expedited review. These include:
1. Pedigree studies, which look for a pattern of iitaece of a gene;
2. Positional cloning studies, which are conducteidémtify particular genes;
3. Diagnostic studies, which gather samples to devigolpniques to determine the
presence of specific DNA mutations.

However, these studies may create a vulnerablelgiogn in that subjects’ autonomy may be

compromised. Therefore the full IRB must reviewdd studies to answer the following

questions:

(1) Will the samples be made anonymous to maintainidenfiality? If not, to what extent
will the results remain confidential; and who wilive access to them?

(2) Will the samples be used for any additional studigsmade explicit at the time of
donation, or will the samples be destroyed aftecsjgd, one-time use?

(3) Will the donor be informed of any and all resulkgained from his or her DNA? Will
the donor be informed of the results of the erditely?

(4) Will family members be implicated in the studiesheut consent?

b. Privacy and Confidentiality Issue$tivacy and confidentiality issues are one of thesmo
challenging regulatory aspects of genetic reseaBdtause of the sensitive nature of the
information that may be generated from geneticaetestudies, it is critical that Principal
investigators establish a method to secure infaomat a highly confidential manner.
Studies that have the potential to ultimately poethie likelihood of subsequent serious
illness could place participants at high risk feyghological and social harm. This type of
sensitive information could adversely affect anvitthial’s future insurability and
employability as well as have significant impactios or her psychological well being.
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Thus, IRB review must be scrupulous in assuring ghisacy and confidentiality are always
maintained.

As genetic research may yield information of thestqyivate nature, the IRB and potential
research subject must understand exactly who wailelaccess to study information and
under what circumstances. This issue of disclosdsgarch results to the subject should be
explicitly addressed in the protocol and consétrincipal investigators and IRBs have to
weigh the risks and benefits of giving a subjecieas to research results. Something that
may be overlooked is the possibility that the disate of unanticipated or incidental
information may harm the subject. An additionabortant consideration is the potential
need for genetic counseling. It is impossibleléady define the situations for which
counseling is indicated, but IRBs should consitiergotential benefits of genetic counseling
to participants in these studies.

c. Use of Tissue or Cell Bank&enetic studies often involve the use of tissueetirbanks
that may involve the long-term storage of biologitaterials. Because the results of future
studies may pose harm to individuals, it is cruthiak participants be fully informed about
their subsequent knowledge or research resultsenéirer possible, genetic test results
should be stored in a secure manner. During floenied consent process, it is critical that
participants understand both the inherent riskisftype of research and, if it is the case, that
they will not be informed of the results of subsemstudies performed on their tissue.

d. Subjects’ Rights to WithdrawakEthical research requires that subjects have tfne: 1o
withdraw from research participation at any pomttie study. In genetic research, there is
the potential for continuation of individual risker withdrawal from the study when there is
long-term storage of tissue. For this reasors, iinportant to determine if the research plan
provides for the destruction of all stored data is&lie if the subject wants this to be done.
If the research plan does not provide for tissuéata destruction, the study may still be
ethical as long as participants understand thigdtian.

e. IRB Review:A critical first step in the IRB review processg#netic studies is the
determination of the predictive value of the stoelgults. If there is reasonable scientific
evidence that the expression of certain geneti&enamwithin a study accurately predicts for
a particular disease or condition, then participame at risk, and the IRB must know the
answers to a detailed list of questions beforeterdenation can be made:

1. Are clear guidelines established for disclosurpadicipants of interim or inconclusive
research results?

2. Will participants be informed of research resutteach point in the research?

3. If information is discovered about the participrt may have implications for biologic
family members, what are the plans to protect clamfiiality?

4. Will limits on such protections be clearly commuatied to participants, including
obtaining advance consent to such disclosures ¢ehgn family members will be
warned about health risks)?

5. Will the possible psychological and social riskgehetic research be adequately
considered in the consent process?

6. Will appropriate counseling be provided, both ag phthe consent process and when
communicating test or other research results tigjzants?

7. Will participants be informed about the possibilifyimportant incidental findings such
as paternity, disease, or conditions other thamtte€s) that is/are the focus of the study?
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10.

11

14

17.
18.

19.

20.

21.

22.

Will the data be protected from disclosure to tipedties, such as employers and
insurance companies?

Will the participant be told about the potentiahsequences if a third party becomes
aware of the study findings?

Will the data be stored in a secure manner?

. Will the data be coded so as to protect the idenfithe subjects?
12.
13.

Is a request for a certificate of confidentialippaopriate?
Does the PI plan to disclose research findingsilbjests’ physicians for clinical use?
Are such plans appropriate?

. Will the possibility of such disclosures be disagsé the consent process?
15.
16.

Will vulnerable populations be adequately protegted

Under what circumstances can a research particgpa@ipermission to involve a minor

or an adult who lacks decision-making capacityriragpect of this study?

What are the provisions for protecting the conftidity of tissue samples?

What procedures will be used to get the subje@tsnission to store tissue or data for

additional research in the future or for non-reseanedical practice?

What will happen to research data and tissue ubgest elects to withdraw from the

study?

Are the implications of study withdrawal in termisd@struction or use of established

data or tissue clearly explained in the consentid@nt?

Do the plans to publish or present data from thid\sthreaten the privacy or

confidentiality of participants?

If the research may involve family members:

a. Is the strategy for recruiting family members sewsito privacy and confidentiality
issues?

b. Will information be obtained from the medical regsof family members?

c. If so, should consent be obtained from the famigmbers to access this information?

Alternatively, if there is no clear evidence thataaticular marker has predictive value, then
there is virtually no risk to participants.

f. Informed ConsentThe following information should be included in tbensent document:

1.

2.

3.

Clearly explain whether the subjects will have asd® information obtained as part of
this study. Explain what information they will gezen whether they ask for it or not.
Explain if subjects may learn things about thermelor their family that they do not
want to know, or that they may be uncomfortablevking.

Explain if family members may learn about inforratigenerated in this study and the
potential implications of this knowledge.

Explain if participation in this study may compramithe subjects’ insurability.

Explain if participation in the study may prompetbsubject to take actions that may incur
unanticipated costs or expose the subject to additirisks (i.e. genetic counseling may
be expensive).

Accurately describe the limitations of protectidrpdvacy and confidentiality.

Explain what it means to withdraw from this studytérms of the destruction or use of
data or tissue related to the study.

Include an appropriately detailed explanation btasts that are likely to be incurred by
the subject or family members as a result of pgéton in the study. Address both the
costs of procedures required by the study and ddstsgenetic counseling, additional
genetic testing, or psychological counseling, thatsubject or family may be advised to
pay based on study results.
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g. Gene Therapy Research:
Gene therapy research (administration of recommibiwectors), which is carried out to
develop treatments for genetic diseases at the M&{, presents obvious and not so
obvious questions, including — considerations difvdey methods, target population, and
required follow-up. Such protocols will likely reie use of external consultants to provide
independent guidance to the IRB. If the projeebines gene therapy to human subjects for
other than clinical purposes, the study must beevead and approved by the National
Institutes of Health Recombinant DNA Advisory Cortte® prior to IRB approval.
Monitoring must be adequate, and a DSMB will beunesl. Because there is still little
regulatory guidance and relatively few ethical pasnts, genetic research will require close
scrutiny, and the input of experts in this area.

8. Research in Emergency Settings (Review Obtained Prospectively)

a. The IRB, with the concurrence of a licensed phgsiavho is either a member of IRB or a
consultant, and who is not participating in theeegsh being reviewed, may waive the
requirement for informed consent in certain emecgersearch ONLY if it finds and
documents the following:

(1) The human subjects are in a life-threatening sdnatvailable treatments are unproven
or unsatisfactory, and the collection of valid stiigc evidence, which may include
evidence obtained through randomized placebo-ciledrimvestigations, is necessary
to determine the safety and effectiveness of pdatidnterventions.

(2) Obtaining informed consent is not feasible because:
a. The subjects will not be able to give their infied consent as a result of their
medical condition;
bathe intervention under investigation must beiattered before consent from the
subject’s legally authorized representatives isiféda; and
c. There is no reasonable way to identify progpelst the individuals likely to
become eligible for participation in the clinicgalestigation.

(3) Participation in the research holds out the praspidirect benefit to the subjects
because:

a. Subjects are facing a life-threatening situatimt necessitates intervention;

b. Appropriate animal and other pre-clinical studiasénbeen conducted, and the
information derived from those studies and rel@edence support the potential for
the intervention to provide a direct benefit to ihdividual subjects; and

c. Risks associated with the investigation arsaeable in relation to what is known
about the medical condition of the potential clafssubjects, the risks and benefits of
standard therapy, if any, and what is known aboaitisks and benefits of the
proposed intervention or activity.

(4) The clinical investigation could not practicably ¢seried out without the waiver.

(5) The proposed investigational or research plan:
a. Defines the length of the potential therapeuticdein based on scientific evidence,
and
b. The Principal investigator has committed to attengpto contact a legally authorized
representative for each subject within that winadwime and,
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c. If feasible, to asking the legally authorized reygrgtative contacted for consent
within that window rather than proceeding withoahsent.

(6) The Principal investigator will summarize effortade to contact legally authorized
representatives and make this information availabtee IRB at the time of continuing
review.

b. The IRB has reviewed and approved informed curm®cedures and an informed consent
document consistent with 21 CFR 50.25. These pres and the informed consent
document are to be used with subjects or theallipguthorized representatives in situations
where use of such procedures and documents ibleas

c. The IRB has reviewed and approved proceduregndmination to be used when providing
an opportunity for a family member to object toulaject's participation in the clinical
investigation consistent with applicable regulasion

d. Additional protections of the rights and welfafehe subjects will be provided, including, at
least:
(1) Consultation (including, where appropriate, sudtation carried out by the IRB) with
representatives of the communities in which theicdil investigation will be conducted
and from which the subjects will be drawn;

(2) Public disclosure to the communities in whibkk tlinical investigation will be
conducted and from which the subjects will be dragpvior to initiation of the clinical
investigation, of plans for the investigation atedrisks and expected benefits;

(3) Public disclosure of sufficient information imlving completion of the clinical
investigation to apprise the community and reseagschf the study, including the
demographic characteristics of the research pdpaoladnd its results;

(4) Establishment of an independent DSMB to exeroigersight of the clinical
investigation; and

(5) If obtaining informed consent is not feasibitel @ legally authorized representative is
not reasonably available, the Principal investigatss committed, if feasible, to
attempting to contact, within the therapeutic wiwd¢he subject's family member who
is not a legally authorized representative, anéhaskkhether he or she objects to the
subject's participation in the clinical investigati The Principal investigator will
summarize efforts made to contact family membedsraake this information
available to the IRB at the time of continuing ewi

e. The study plan must ensure that, at the eafiiastble opportunity, each subject, or if the
subject remains incapacitated, a legally authoriepdesentative of the subject, or if such a
representative is not reasonably available, a famémber is informed of the subject's
inclusion in the clinical investigation, the desadf the investigation and other information
contained in the informed consent document.

f.  The study plan must ensure that there is a piweeto inform the subject, or if the subject
remains incapacitated, a legally authorized reptasiee of the subject, or if such a
representative is not reasonably available, a famémber, that he or she may discontinue
the subject's participation at any time withoutgdgnor loss of benefits to which the subject
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is otherwise entitled. If a legally authorized negentative or family member is told about the
clinical investigation and the subject's conditimproves, the subject is also to be informed
as soon as feasible. If a subject is entered ictmizal investigation with waived consent

and the subject dies before a legally authorizpdesentative or family member can be
contacted, information about the clinical invedtigia is to be provided to the subject's

legally authorized representative or family memifefeasible.

g. Ifthe IRB determines that it cannot approvdirsical investigation because the investigation
does not meet the criteria in the exception pravialeove or because of other relevant ethical
concerns, the IRB will document its findings andpde these findings promptly in writing
to the Principal investigator and to the Sponsdahefclinical investigation.

9. Emergency Use of Investigational Articles (Revie  w Obtained Retrospectively)

a. An investigational article may be used in an emecgeprior to IRB review, provided that the
patient is in a life-threatening situation in whith standard acceptable treatment is available,
and in which there is not sufficient time to obt#RB approval.

b. Such emergency use must be reported to the IRBnBtlvorking days, and any subsequent
use of the test article is subject to prior review.

c. In such a situation, obtaining informed consentldieconsidered feasible except in certain
emergency situations where the Principal investighas adequately documented the
necessary exception under the guidelines desciib2tl CFR 50.23. The Principal
investigator must submit documentation to the IBBréview within 5 working days after
emergency use of the test article. In review efdhcumentation, the IRB will ensure that
the Principal investigator and a physician not otlie participating in the clinical
investigation have adequately certified the follogvin writing prior to use of the test article:

1. The human subject was confronted by a life-thréagesituation necessitating the use of
the test article.

2. Informed consent could not be obtained from thgesiibecause of an inability to
communicate with, or obtain legally effective comiseom, the subject.

3. Time was not sufficient to obtain consent from shibject's legal representative.

4. There was no alternative method of approved ormgdigeecognized therapy available
that provided an equal or greater likelihood ofisgthe life of the subject.

d. If immediate use of the test article is, in thenBipal investigator's opinion, required to
preserve the life of the subject, and time is mfficent, prior to administering the test
article, to obtain an independent physician's @pinthe determinations of the Principal
investigator must be reviewed in writing within &yd after the use of the test article by a
physician not otherwise participating in the claligwestigation. In this event, a copy of the
independent review must be submittedhe IRB within 7 working days after the usefoé t
test article.

e. Whenever emergency care is initiated without présiew and approval, the patient magt
be considered to be a research subject. HHS rémngado not permit research activities to be
started, even in an emergency, without prior IRBew and approval.
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f. For DHHS-supported or conducted research, the piaysimay, without prior IRB approval,
treat the patient/subject using a test articléngf situation meets the FDA requirements), but
the subject may not be considered a research sw@njddata derived from use of the test
article may not be used in the study.

10. Residual Body Fluids, Tissues and Recognizable Body Parts

Body Fluids & Tissues: Research on existing spensr(“on the shelf" or frozen) without
identifying information (e.g., no names, initidgspital number, etc.) should be submitted to the
IRB for review. Such research may be considerettuaxpedited review, or may be exempted,
but the application should be submitted for revéaw must include a short description of the
research and where the tissue is coming from.

11. Protocols Lacking Definite Plans for Human Invo lvement

a. Certain types of activities are planned and writtéth the knowledge that human subjects
may be involved, but without definite plans for kuievolvement. Examples of such
proposed activities are:

1. Training programs in which individual training peeis remain to be selected or designed.

2. Research, pilot or developmental studies in whiehitvolvement of human subjects
depends on such things as the completion of sungtguments or prior animal studies.

b. The IRB can give "General Approval" to program&ltkose mentioned above with the
understanding that the specific research protodbbes submitted to them once it has been
developed. "General Approval" is not appropriateifidividual projects or to meet grant
deadlines.

12. Responsibility

IRB Administrators are responsible for maintainugto-date review tools for review of research
pertaining to these categories based on new arlidieg@pplicable regulations and guidelines.
IRB Chairperson and Administrators are respondiri@nsuring members are well versed in
new and evolving regulations and guidelines peirigito these categories, for identifying
reviewers with appropriate expertise to conductréwiews of such research, and for securing
appropriate consulting expertise as needed foctsgleeviews. IRB Members are responsible
for conducting appropriate review of research péahfor these categories in consultation with
any appropriate experts and resources.

13. Applicable Regulations and Guidelines

21 CFR 812

21 CFR 312

21 CFR 50.24

21 CFR 56.104

45 CFR 46.101, 46.103, 46.118, 46.119
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X. REVIEW THROUGHOUT THE STUDY’S APPROVAL PERIOD

A. POLICY

Principal investigators have a continuing respadlhititio inform the IRB of:

(1) All modifications or addenda to the protocol or sent form,

(2) Adverse Events, Serious Adverse Events, and Unpatéd Problems.

(3) Any circumstances or new information, which mighéige the perception of a favorable
risk/benefit ratio, and

(4) Protocol Deviations.

The IRB will review the aforementioned reportstasytare received throughout a study’s approval
period. IRB approval for the conduct of a studyrba withdrawn if the risks to the subjects are
determined to be unreasonably high, for exampleertfan an expected number of adverse events,
unexpected serious adverse events; or evidencthth®rincipal investigator is not conducting the
investigation in compliance with IRB or Institutimirguidelines. Such findings may result in more
frequent review of the study to determine if apatashould be withdrawn or enrollment stopped until
corrective measures can be taken, or the studyrtatea.

B. AMENDMENTS/ADDENDA TO APPROVED PROTOCOLS

It is the responsibility of the Principal investigato submit all amendments and addenda to apgrove
protocols for review and approval by the IRB befionplementation. Changes may not be initiated
without prior IRB review (full or expedited revieas appropriate) and approval, except where
necessary to eliminate apparent immediate hazarsrhan subjects.

Amendments/addenda require review through oneeofatowing mechanisms:

(1) Expedited Review of Amendments/Addendamendments, which represent minimal risk
changes to a project may receive expedited reviethd IRB Chairperson (for a list of minimal
risk changes, refer to the section on ‘Expeditedié¥es’). If the Chairperson determines that the
change represents a minimal risk revision, apprma} be granted. If, however, the Chairperson
determines that the amendment/addendum does nidiydoaan expedited review, the
amendment request will be presented to the fulk@&a review and comments.

(2) Full IRB Review of Amendments/Addend&mendments and/or addenda that do not qualify for
expedited review will be decided at a convened imgetf the full IRB. Such changes include,
but are not limited to the following:

Proposals to add an investigational new drug orceéew an already approved study,

Changes that are perceived to significantly affieetrisk/benefit ratio for subjects,

Changes made as a result of significant or uneggeokicity in subjects,

Principal investigator changes,

Significant revision of eligibility criteria, to zlude or exclude study participants,

Introduction of a new procedure or instrument,

Revision of the consent process,

Addition of a new subject population,

S@~ooooTy
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i. Changes in the duration of subject participatioriqog and
j-  Addition of procedures to audiotape and/or videetsybjects.

During a review of amendments/addenda, the IRBadlliress the following:

(1) Is this a minor amendment/addendum to the protcoiformed consent document?

(2) Does the Principal investigator’s rationale for #mendment/addendum make sense?

(3) Is this proposal the result of an adverse event?

(4) Does this amendment/addendum alter, in any waygshessment of potential risks as described
in the originally approved protocol?

(5) If “yes,” is this additional risk justified?

(6) Are there potential benefits of this proposal?

(7) If “yes,” do these potential benefits outweigh gagential risks?

(8) Does the amendment/addendum require the Principasiigator to submit a revised protocol?

(9) Does the amendment/addendum require the Principasiigator to submit a revised consent
form?

(10)Does the amendment/addendum change the oriskaiével for this study?

(11)How often should this study be reviewed bylRB?

If the IRB approves the amendment/addendum, itwaitlchange the approval/renewal date of a
project. If the amendment/addendum changes tkébesefit ratio, the IRB may require the study to
be reviewed more frequently.

If the IRB does not approve the amendment/addendd| either recommend changes for the
Principal investigator to consider, or recommerat the Principal investigator utilize the previgusl
approved protocol, as is; either way, this will obbange the approval/renewal date of the project.
Detailed information regarding the review and fertrequirements will be provided to the Principal
investigator in a formal letter, within ten daystioé meeting date of the review.

Emergency Protocol Changes

Rarely, a Principal investigator may have to makém@amediate change in the protocol to protect the
safety of research participants. In these insigrtbe Principal investigator should takemediate
actionto safeguard the health of the participantst if hot possible for the Principal investigator to
notify the IRB prior to an emergency action, tha&ipal investigator must notify the IRB in writing
within 24 hours of the change in protocol, thewinstances that required its immediate
implementation, and a revised consent form, if asagy.

Methods to Ensure Principal investigators Do Not Im plement Protocol Changes
Without Prior IRB Approval

In order to ensure that Principal investigatorsxdbimplement protocol changes without prior IRB
approval, the IRB office will conduct random audifsesearch records, and training programs for
Principal investigators. In addition, specificeditives will be included in approval letters torieipal
investigators.

C. SERIOUS ADVERSE EVENTS (SAES)

Definition: Adverse Event (AE): Any untoward ocoemce in a patient or clinical - - [ Formatted: Font: 11 pt

investigation subject which does not necessariielta have a causal relationship with their ~~ { Formatted: Indent: Left: 36 pt

participation in the study. Adverse Drug Experesnand Adverse Drug Reactions may be
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Adverse Events (AEs) as do abnormal lab findingsy®oms or disease concurring with the
research. Adverse events may also be non-mediceture such as economic or social
harms.

>

Death; 2) Life Threatening condition; 3) Hospitaliation (or prolongation of an exiting
hospitalization); 4) Congenital anomaly; 5) Persigint or significant disability/incapacity; or
6) the need for intervention to prevent any one ahe above criteria.

Unexpected Adverse Event (UAE): Any adverse evenwhich the specificity or severity is
not consistent with the current investigator braeh®R, if an investigator brochure is not
required or available, the specificity or seveafywhich is not consistent with the risk
information described in the general investigatigrian or elsewhere in the current
application, as amended. “Unexpected” refers taduerse event that has not been
previously observed.

{ Formatted: Indent: Left: 36 pt

- [ Formatted: Font: 11 pt
T { Formatted: Indent: Left: 36 pt

If adverse consequences or unexpected side effiecencountered in the course of the study, or new

information becomes available which could changepterception of a favorable risk/benefit ratio,
the Principal investigator is responsible for imfiimg the IRB PROMPTLY. Based on this
information, the IRB may need to reconsider itsrapgl of the study, require modifications to the
study, or revise the continuing review timetable.

Principal investigators must report SAEs to the M&Bhin 48 hours of discovery, and 24 hours for
deaths. For studies that have been determinedeb§RB to be greater than minimal risk, these
reports should be filed regardless of whether the 8ppears to be study related or is anticipated.
For minimal risk studies, Principal investigatorasnreport only SAEs that they believe are probab
or definitely study-related. It is the IRB’s respibility (not the Principal investigator’s) to
determine which studies are classified as minimsél rFollow up reports and a final written report
should be sent to the IRB as soon as the Priniripastigator receives additional information
regarding the event.

Chairperson/designee for immediate review. The GRRirperson/designee will review the SAEs
and may ask for additional information from theneipal investigators, such as hospital records,
death certificates, pathology or autopsy reportsequest that it be reviewed by another revievfer,
necessary. The IRB Chairperson/designee will deternio the best of his/her abilities, whether the
SAE's relationship to the study is unknown, prolyakelated, possibly related, unlikely related, ot n
related. S/he will also make recommendationséd®B regarding if protocol or consent form
changes are necessary; and if so, what they are.

The IRB Administrator will contact the PrincipalMiestigator if the Chairperson/designee requires
more information, or if s/he is requesting any poot or consent form changes.

Reviewing SAEs:

At each convened meeting, the IRB reviews all né\i’'S that have been reported since the last
convened meeting. If protocol or consent form ¢fgshave been recommended by either the
Principal investigator or the IRB Chairperson/dasig, the IRB will make the decision to
accept/reject these proposed changes or to reqgiveones. The IRB may require more frequent
review to monitor the protocol. In rare instanitesay become obvious to the Chairperson and the
Board that a study carries an unacceptable, urpatiéd risk, and the Principal investigator may be
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asked voluntarily to suspend the study, if he @rls&is not already done so, pending its re-evahuatio
If the problem is deemed of sufficient magnitude IRB will direct the IRB Office to promptly
report the injury or unanticipated problem involyirisks to subjects to the appropriate institutiona
officials, OHRP, and any other sponsoring Fedeegbgtment or agency.

1. Promptness of review should depend on the sewfritye event. The institution may choose 0. - {Formatted: Font: 11 pt ]
stratify severity of events and how quickly thepslhi be reviewed and analyzed by the IRB. " { Formatted: Bullets and Numbering |
This should be defined in the local SOP.

2. Questions that may be considered when reviewirgyvent include:

a. Date and Time of onset of adverse event.

b. Was the event/problem from this institution, or e participating site if a multi-center
sponsor or study?

c. Was the event/problem deemed mild, moderate, sevefatal? Will need date of death,
including copy of the death certificate and autoEport.

d. Was the event/problem expected or unexpected?

e. Was the event/problem related to the researchvigréion?

It helps to specify with descriptiv@sch as:
Causative: probable, inconclusive, anlikely;
Study Related: definitely, probably, gibsy, probably not related to the study.

f. What was the outcome? ls it resolved, ongoindathte subject die? - {Formatted: Bullets and Numbering ]

g. Based on this event, will additional monitoringadiier patients be performed in the
study to detect similar problems early? If yesagk describe.

h. Are the possibility, severity and specificity ofglevent described in the consent form,
protocol, and investigator brochure for this study?

i. Will the consent procedures be revised as a restlis event? If yes, attach the new
version of the consent form.

. Will patients already enrolled in the study be mfied about the possibility of this
adverse event? If yes, how?

kK. Name and date of individual submitting the report.

3. Clinical detail should also be made available ®IfRB for review; such detail may include the
following:

Title of protocol, IRB #, IND or IDE number, Spomso

Name of drug/device/procedure.

Medication details, if applicable.

Device parameters, if applicable.

Procedure report, if applicable.

Duration of therapy and dates of administration.

Date of onset and time.

Clinical description of events including signs ayinptoms, diagnostic tests performed

surrounding event with dates and times.

Treatment initiated for the event.

QOutcome of the event.

Has this type of event been reported before?

Could it occur again? This patient or others?

m. Time frame related to treatment, within 30 daysrertban thirty days after treatment
began more than thirty days after treatment stopped

S ee

IRBs are responsible for ensuring that reportsnainticipated problems involving risks to human - {Formatted: Indent: Left: 36 pt j
subjects or others are reported to the appropgmternment agency. This reporting may be

accomplished by the investigator or sponsor repgitie event provided the IRB has

documentation of the reporting. Such reportingiiessment must be included in Pl orientation
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and approval letters. Events occurring to fedetfalhded research human subjects must be
reported in accordance with the Terms of Assuréimeecan be accessed at
http://www.hhs.gov/ohrp/humansubjects/assuranasiiit. htm.

The IRB meeting minutes must clearly reflect thenpeehensive review of adverse events «
(specifically Serious Adverse Events), list datalgred or considered, reflect discussions and
approval vote or other actions taken. The IRB nanstyze all events from all available sources,
such as local patient events and the safety mamitfoeports from the sponsors, in aggregate to
determine the safety of the protocol.

e -

Serious Breach of Human

Participant Protections

The IRB Administrator will immediately inform th&B Chairperson, of any SAEs involving any
unanticipated death, unanticipated life-threatemwent, or serious breach of human participant
protections. The IRB Chairperson may decide tbacapecial IRB meeting to review the SAE and
determine whether to modify the protocol and/ordbesent form, suspend the study, or take other
appropriate action. The Midwest Division Ethicsl@@ompliance Officer will contact the VP of
Quality to inform the Board of Directors and theil @ecide whether to notify all Board members
prior to the next scheduled meeting.

Routine Reports of SAEs

The IRB Administrator will report a summary of SA&sd any related actions to the Facility Director
of Quality on a monthly basis.

Reporting Requirements to External Agencies

In accordance with 45 CFR 46.103(a) and 46.103)bii{& IRB Administrator will ensure prompt

reporting of the following to the IRB and HCA MidgteDivision’s Midwest Division Ethics and

Compliance Officer and Institutional Official:

(1) Any unanticipated problems involving risks to peigants or others,

(2) Any serious or continuing noncompliance with theléral regulations (45 CFR 46) for the
protection of human subjects, or the requiremeartd,determinations of the IRB, and

(3) Any suspension or termination of IRB approval.

Institutional Official will report the three aforemtioned events and all unanticipated deaths that
have been determined to be possibly, probablyefinitely study related (categories 3, 4, and 5) to
HCA Midwest Division’s Board of Directors, the OHR&hd the FDA (if appropriate).

IRB staff will send correspondence, which fulfitsCA Midwest Division’s external reporting
requirements via Federal Express, United Parcefi@eror another similar overnight carrier which
can track the report and verify receipt of the doents.

Additional Adverse Event Reporting Requirements

Principal investigators are also responsible fporéng the following to the IRB in a timely fashio

(1) New information that may impact the risk/beneftigaf a study: This may include research
findings from other studies, new information in tierature, new FDA labeling and alerts
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(www.fda.gov/cdey, etc. After careful review, the IRB may recomrmehat the Pl revise the
consent form and/or protocol, or change the appsiatus of the study or the time-frame for
continuing review.

(2) Irreqularities in conducting the stud¥xamples include study enrollment prior to ohitegn
informed consent, improper recruitment (e.g., tigfoaoercion), protocol changes implemented
without IRB approval, administering a study medmafprior to obtaining written consent,
administering incorrect dosage of study medicafregardless of injury), and the improper use
of study equipment or devices (regardless of ajuyyh

(3) Data and Safety Monitoring Board repoids soon as they are available.

(4) Copies of all external SAEsent to the PI from the sponsor or other Pridipaestigators for
multi-site studies.

Unanticipated Problems (UP) Reporting Requirement

Only a small subset of adverse events occurrifmiman subjects participating in research will meet
the three criteria for an unanticipated problem)Wanticipated problems, in general, include any
incident, experience, or outcome that meditshe following criteria:

a unexpected (in terms of nature, severity, ordeggy) given the research procedures that are
described in the protocol-related documents, ssdhelRB-approved research protocol and
informed consent documents; and the characteristittee subject population being studied;

b related or possibly related to participatiorthia research , meaning that there is a reasonable
possibility that the incident, experience, or omteomay have been caused by the procedures
involved in the research:

c. suggests that the research places subjecthens@t a greater risk of harm (including phylsica
psychological, economic, or social harm) that wavipusly known or recognized.

Examples of unexpected problems under this dedmiimclude the following:

(1) Liver failure due to diffuse hepatic necrostswrring in a subject without any underlying
liver disease would be amexpected problenit;: the protocol-related documents did not identify
liver disease as a potential adverse event.

(2) Hodgkin’s disease (HD) occurring in a subj@ithout predisposing risk factors for HD
would be arunexpected probleifby virtue of its unexpected nature) IF the proteetated
documents and other reliant sources of informatioly referred to acute myelogenous leukemia
as a potential adverse event.

The reporting requirements for UPs are the sanfier€®AEs. If adverse consequences or unexpected
side effects are encountered in the course ofttlts/sor new information becomes available which
could change the perception of a favorable riskéfieratio, the Principal investigator is responeib

for informing the IRB PROMPTLY. Based on this infiaaition, the IRB may need to reconsider its
approval of the study, require modifications to shedy, or revise the continuing review timetable.

Principal investigators must report UPs to the WiBhin 48 hours of discovery, and 24 hours for
deaths. For studies that have been determinedeb§RB to be greater than minimal risk, these
reports should be filed regardless of whether tReappears to be study related or is anticipated. F
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minimal risk studies, Principal investigators mregiort only UPs that they believe are probably or
definitely study-related. It is the IRB’s respdyibfy (not the Principal investigator’s) to detdma
which studies are classified as minimal risk. &allup reports and a final written report should be
sent to the IRB as soon as the Principal investigaiceives additional information regarding the
event.

A UP is one of the following events that may octtua participant during a study:
(1) Death, or a life-threatening event, <~~~ { Formatted: Bullets and Numbering
(2) Hospitalization or prolongation of hospitalization,
(3) Persistent or significant disability or incapacity,
(4) Birth defect or congenital malformation,
(5) Represents, in the PI's judgment, other sigaift hazards, or potentially serious harm to resear
participants or others, or
(6) Any other event as defined in the researchopait

The IRB Administrator will forward copies of the Ro the IRB Chairperson/designee for
immediate review. If the IRB Chairperson/designdereview the UPs and may ask for additional
information from the Principal investigators, sashhospital records, death certificates, pathotogy
autopsy reports, or request that it be reviewedrnther reviewer, if necessary. The IRB
Chairperson/designee will determine, to the besisiher abilities, whether the UPs relationship to
the study is unknown, probably related, possiblgtesl, unlikely related, or not related. S/he will
also make recommendations to the IRB regardingpifogol or consent form changes are necessary;
and if so, what they are.

The IRB Administrator will contact the PrincipaMestigator if the reviewer requires more
information, or if s/he is requesting any protoagotonsent form changes.

At each convened meeting, the IRB reviews all né&E/SP that have been reported since the last
convened meeting . If protocol or consent formngjes have been recommended by either the
Principal investigator or the Chairperson/desigtiee IRB will make the decision to accept/reject
these proposed changes or to require new onesIREheay require more frequent review to
monitor the protocol. In rare instances it maydsee obvious to the Chairperson and the Board that
a study carries an unacceptable, unanticipatedarsk the Principal investigator may be asked
voluntarily to suspend the study, if he or sher@salready done so, pending its re-evaluatiorthdf
problem is deemed of sufficient magnitude, the IRBdirect the IRB Office to promptly report the
injury or unanticipated problem involving risksgabjects to the appropriate institutional officjals
OHRP, and any other sponsoring Federal departnmeagency.

Unanticipated Problems Involving a Death, Life-Thre  atening Event, or Serious Breach
of Human Participant Protections

The IRB Administrator will immediately inform th&B Chairperson, of any UPs involving a death,
life-threatening event, or serious breach of hupemicipant protections. The IRB Chairperson may
decide to call a special IRB meeting to reviewlttieand determine whether to modify the protocol
and/or the consent form, suspend the study, ordtiler appropriate action. The Midwest Division
Ethics and Compliance Officer will contact the VIRQuality to inform the Board of Directors and
they will decide whether to notify all Board memberior to the next scheduled meeting.
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Routine Reports of SAEs/UPs

The IRB Administrator will report a summary of U&sd any related actions to the Facility Director
of Quality on a monthly basis.

Reporting Requirements to External Agencies

In accordance with 45 CFR 46.103(a) and 46.103)bii® IRB Administrator will ensure prompt

reporting of the following to the IRB and HCA MidsteDivision’s Institutional Official:

(4) Any unanticipated problems involving risks to peigants or others,

(5) Any serious or continuing noncompliance with theléral regulations (45 CFR 46) for the
protection of human subjects, or the requiremeantd,determinations of the IRB, and

(6) Any suspension or termination of IRB approval.

D. SIGNIFICANT NEW FINDINGS

During the course of a study, the IRB may revieporés generated from a Data and Safety
Monitoring Board (DSMB), adverse event reportsyent literature, and other sources to ascertain
the status of the study and assess whether ohaoisk/benefit balance is still acceptable. TRB |

will review the information to determine whetherrmt new information needs to be conveyed to
subjects, or if a segment of the population makdering an undue burden of research risk or being
denied access to promising therapy.

E. PROTOCOL DEVIATIONS

The IRB will review the following:

(1) The deviation’s net effect on risk,

(2) Why the deviation occurred,

(3) What is being done to prevent future occurrences,

(4) Whether participants were adversely affected byd#hgation,

(5) Whether the participants were or should be inforofeithe deviation,
(6) Whether the deviation indicates additional riskssiabjects,

(7) Whether it alter the risk/benefit ratio of the studnd

(8) Whether study or consent procedures are reviseatdiogly.

The IRB may note the occurrence of the deviatiahthe Principal investigator’s report of it, reques
more information, request protocol or consent fatranges, or suspend enrollment or interaction
with subjects if it believes that it is in the bederest of the subjects.

F. RESPONSIBILITY

IRB Administrators and Chairperson (or designeegsponsible for preliminary assessments of
modifications or addenda to the protocol or confemmh, adverse events, significant new finings, and
protocol deviations. IRB Members are responsibtedviewing these reports, and determining their
affect on human subjects and whether study or edmsecedures should be revised accordingly.

G. APPLICABLE REGULATIONS AND GUIDELINES
21 CFR 56.108, 56.109, 56.113
45 CFR 46.103, 46.109, 46.115
FDA Information Sheets, 1998
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Xl. CONTINUING REVIEW OF RESEARCH

A. POLICY

The IRB conducts continuing review of researchrtglplace within its jurisdiction at intervals

appropriate to the degree of risk, but not lese threce per year. Generally, at HCA Midwest

Division most ‘minimal risk’ studies are reviewedae a year, and most ‘greater than minimal risk

studies’ are reviewed every six months. The stidgk level and review period will be noted in the

original IRB approval letter,Each study must be reviewed at a frequency prapwte to its risSks - | Formatted: Font: (Default) Times
but not to exceed annually. Although the IRB caumaview research at any time, particularly in the New Roman

presence of new information pertaining to the kiekkfit ratio, at the time continuing review is due

the IRB has the scheduled opportunity to contimy@aval for a set time period not to exceed 365

days

The following factors are taken into consideratidmen determining the appropriate review interval,

but are not limited to:

(1) Involvement of vulnerable populations;

(2) Research conducted internationally;

(3) Use of waiver of informed consent procedufegy. surrogate consent);

(4) Research for which participants would be erdde additional risks, e.g. breach of
confidentiality, phase | studies, disproportionatenber or severity of adverse events; and

(5) Previous Administrative Holds or Suspensions ofréeearch due to compliance, record-keeping
or other concerns.

Although the IRB Administrator will send out remirdnotices when continuing reviews are due, it is
the ultimate responsibility of the Principal invigator to submit progress reports to the IRB.
Therefore, the Principal investigator should nqiete solely on IRB notification as a prompting for
submitting all required information.

Continuing IRB review is required as long as indlixally identifiable follow-up data are being
collected or analyzed. This remains the case eftenaprotocol has been closed at all sites and
protocol-related treatment has been completedlifsubjects. These renewal requests may qualify
for expedited review.

. . - - { Deleted: 1 J
|1ap§§ ,irl 990!”1@9 B,eyi,eyvj ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, . h ‘[ Formatted: Indent: First line: 18 pt J
. ) B ‘[ Formatted: Font: 11 pt ]
In the event the review exceeds the IRB approwas frame (regardless of the reason which would  -————~——"——
include inability of the IRB to review the reseatihely), the research must stop, unless the IRB . {Ng:v"‘,:)m‘:m' 1cinp't( efault) Times J
finds that it is in the best interest of the indival subjects to continue to participate in theaesh \{F " d_'I Jent: Left: 18 ot J
interventions or interactions. Enrollment of newbjgcts cannot occur after the expiration of IRB ormattec: “ndent: Leit: °P

approval until the IRB has reviewed the researchagproved its continuance.

When continuing review of a research protocol dussoccur prior to the end of the approval period- - { Formatted: Indent: Left: 18 pt }
specified by the IRB, IRB approval expires autonaty and will be ADMINISTRATIVELY
SUSPENDED. Such expiration of IRB approval doetsneed to be reported to the OHRP as a Deleted: If a Progress Report is not
suspension of IRB approval under DHHS regulations , | submitted in time for the IRB to review

4 and approve the protocol for the next

/ period, at the end of the current approval

/ period the protocol will be
ADMINISTRATIVELY SUSPENDED.
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The continuation of research after expiration d8 l&pproval is a violation of federal regulation$ [4
CFR 46.103(a) and 21CFR 56.103(a)]. Once it has bdainistratively suspended, all research
activity on this protocol must stop and no new satg may be enrolled in the study. Only upon
receipt of a formal letter to the IRB requestingativation and submission of a completed Progress
Report will the renewal of approval process be ioored. After approval is granted at a convened
meeting of the IRB, the use of that protocol maygbetinued.

B. DETERMINATION OF THE CONTINUING REVIEW DATE

The following are several scenarios for determirtmgdate of continuing review for protocols
reviewed by the IRB at a convened meeting. (Theaenples presume the IRB has determined that it
will conduct continuing review no sooner than withi year).

- Scenario 1The IRB reviews and approves a protocol withoyt@mnditions at a convened
meeting on October 1, 2002. Continuing review nagsur within 1 year of the date of the
meeting, that is, by October 1, 2003.

«  Scenario 2The IRB reviews a protocol at a convened meetim@otober 1, 2002, and approves
the protocol contingent on specific minor condiidhe IRB Chairperson or his/her designee can
verify. On October 31, 2002, the IRB Chairpersod@signee confirms that the required minor
changes were made. Continuing review must occuninvit year of the date of the convened IRB
meeting at which the IRB reviewed and approvedtis¢ocol, that is, by October 1, 2003.

«  Scenario 3The IRB reviews a study at a convemeeeting on October 1, 2002, and has serious
concerns or lacks significant information that riegs IRB review of the study at subsequent
convened meetings on October 15 and October 22, ZGQheir October 29, 2002 meeting, the
IRB completes its review and approves the studwyti@oing review must occur within 1 year of
the date of the convened meeting at which the ®Bewved and approved the protocol that is for
example, by October 29, 2003.

C. EXTENSIONS OF APPROVAL PERIOD

There is no grace period extending the condudie@fésearch beyond the expiration date of IRB
approval. Extensions beyond the expiration datienat be granted If Continuing Review Report
forms and other requested progress reports aneoeived as scheduled, the Principal investigator
must suspend the study and study enroliment wegibnts are reviewed and approved.

However, if the Principal investigator is in comnzation with the IRB, the Continuing Review
Report or other report is forthcoming, and in tpéan of the IRB, subjects participating in such a
study would suffer a hardship if medical care wdiseontinued, appropriate medical care may
continue beyond the expiration date for a reas@naiiount of time. Howevemgw subjects cannot
be enrolled The IRB will address on a case-by-case basiethare instances where failure to enroll
new subjects would seriously jeopardize the safetyell being of an individual. Prospective
research data cannot be collected, and no procethatare only being performed for the purposes
of the protocol may be performed until a ContinuReyiew Report or other progress report is
reviewed and approved.
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D.

IRB CONTINUING REVIEW CONSIDERATIONS

Continuing review must be substantive and meanindfuperforming a continuing review, the IRB
will look at an Application for Continuing Reviewrogress Report, List of the Adverse Events over
the past year, Previously Approved Protocol ands€ohForm.

When considering whether or not to renew a study)RB revisits the same criteria used to grant

initial approval. Therefore, it is the responstgibf the IRB to determine that:

(1) Risks to subjects continue to be minimized @asonable in relation to the anticipated benefits

(2) Selection of subjects continues to be equetabl

(3) Informed consent continues to be appropriadelpined and documented;

(4) Adequate provisions for monitoring the datdexibd to ensure the safety of the subjects is
provided, when appropriate;

(6) Adequate provisions to protect the privacy of satgi@nd to maintain the confidentiality of data,
is provided, when appropriate; and

(7) Appropriate safeguards for vulnerable populaticesprovided.

Additionally, the IRB will address the followingudng a continuing review:

(1) Are the numbers of subjects accrued consistentthithRB approved number?

(2) Do the subject withdrawals indicate a problem wlith protocol?

(3) Does the progress report include study amendmedtsew AE information?

(4) Are the risks and benefits as anticipated in thit@lmeview?

(5) Have any subjects been seriously harmed?

(6) Has the IRB been informed of any unforeseen problgrat may have occurred?

(7) Since the last review, is there new risk or benefidrmation that might affect subjects’
willingness to participate in the research?

(8) Are there any new findings/knowledge/AEs that stdad reported to subjects?

(9) Does the progress of the research together witmawinformation indicate that the IRB should
impose any new restrictions or relax any restnithat were previously imposed?

(10)Does the consent form require revision?

(11)Are the procedures agreed upon at the beginnitigeafesearch still being used?

(12)Are the procedures for data monitoring adequate?

(13)If a study did not have a DSMB, should one be distadd?

(14)How often should this study be reviewed by the IRB?

If the IRB determines that it needs verificatioarfr sources other than the Principal investigakat, t

no material changes have occurred since the preViRB review, the IRB may request an

independent assessment of information or data gheovin the renewal application. The IRB will

determine the need for verification from outsidarses on a case-by-case basis and according to the

following criteria:

(1) Protocols randomly selected by the IRB office

(2) Complex protocols involving unusual levelsypes of risks to participants;

(3) Protocols conducted by Pls who previously Hailed to comply with Federal regulations or the
requirements or determinations of the IRB; and/or

(4) Protocols where concern about possible matehiahges occurring without IRB approval have
been raised based on information provided in ooy review reports or from other sources.

The scope and extent of such an independent asssisndetermined on a case-by-case basis.
Sources for such outside information could incladpies of FDA audits, literature searches, site
visits conducted by authorized personnel, repoot® fsubjects or study staff, or a directed audit at
the direction of the IRB.
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Continuing review of DSMB-monitored clinical trial&Vhen a clinical trial is subject to oversight by
a DSMB whose responsibilities include review of ebe events, interim findings and relevant
literature (e.g., DSMBs operating in accordancé it National Cancer Institute Policy for Data
and Safety Monitoring of Clinical Trials), the IRBay rely on a current statement from the DSMB
indicating that it has reviewed study-wide advergents, interim findings and any recent literature
that may be relevant to the research, in lieu gfiiing that this information be submitted dirediby
the IRB. However, the IRB must still receive apdiew reports of local, on-site unanticipated
problems involving risks to subjects or others ang other information needed to ensure that its
continuing review is substantive and meaningful.

IRB approval for the conduct of a study may be diigtwn if the risks to the subjects are determined
to be unreasonably high, for example, more thaexaected number of adverse events, unexpected
serious adverse events; or evidence that the Pahicivestigator is not conducting the investigatio

in compliance with IRB or Institutional guidelineSuch findings may result in more frequent review
of the study to determine if approval should béhditwn or enroliment stopped until corrective
measures can be taken or the study terminated.

E. IRB CONTINUING REVIEW CONSIDERATIONS: CONSENT FORM

The purpose of this consent review is to contiryuatiprove the quality of the documents, ensure that
the information is still accurate and complete, emginplement any changes newly required by the
IRB.

When the IRB requests that routine changes be teaidgorove the quality of the consent document,
it may only require that new subjects sign thesediconsent document. However, in instances
where the new consent document provides pertir@mtinformation for all subjects and may
affect/relate to the subjects’ willingness to cooé in the study, it may additionally require that
current subjects (or only the ones who may be tdteby the new information) be re-consented with
the new document. If the IRB determines that & mformation is important for all subjects, but i
would not affect the subjects’ willingness to cont study participation, the IRB may require tHhat a
subjects be provided with an information sheet,ciigrovides them with the new information. An
example of when an information sheet may be usemipsovide subjects with new contact
information for the Principal investigator or IRB\&irperson.

F. POSSIBLE OUTCOMES OF CONTINUING REVIEW

As an outcome of continuing review, the IRB mayuiegthat the research be modified or halted
altogether. The IRB may need to impose speciaauiéons or relax special requirements it had
previously imposed on the research protocol.

When the IRB determines that changes are neceskarg,are two possible outcomes (if there is not
sufficient time to return to the IRB with the regted information before the end of the current
approval period):

(1) If the changes involve more than specific consemhfissues:The Principal investigator will be
sent a NOTICE OF SUSPENSION effective on the expinadate of the prior approval until
such time as the requested modifications have teéewed and approved by the convened IRB.
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(2) If only specific consent form changes are requir€tle Principal investigator will be issued a
letter indicating APPROVAL OF RENEWAL AS A FOLLOWUSTUDY. This letter grants
approval of the continuation of the research dbedrin the protocol for all currently-active
subjects, but suspends the project to the accfusdw subjects until such time as the requested
modifications to the consent form have been revieared approved by the Chairperson of the
IRB.

In either case, the PRIOR APPROVAL REMAINS VALIDtilhe expiration date originally
indicated (only a vote of the full IRB can shortarevoke prior approval), and the Principal
investigator has until that date to secure apprforahe requested changes.

G. EXPEDITED REVIEW FOR RENEWAL

A protocol with no major changes and minimal riskssification may be eligible to receive
continuing review on an expedited basis. Additlyna protocol that had no accrual during the
previous period, or which has not been awardedifigner which remains open only to data analysis
may be reviewed using an expedited review.

When conducting research under an expedited rgmiesedure, the IRB Chairperson or designated
IRB member conducts the review on behalf of thelRB using the same criteria for renewal as
stated in this policy. If the reviewer feels tttatre has been a change to the risks or benediis; h
she may refer the study to the full IRB for review.

H. DETERMINATIONS

Once the IRB has voted to approve a study, theviffBagain make a risk determination for the
study, and then determine the review period.

On occasion, the IRB may also determine that th&hBlld submit a periodic report prior to the next
continuing review due date. Examples of thesesygeeports include an update regarding
recruitment, an update regarding a new proceduarapéate after the first subject has been
medicated, etc. These types of reports will beiested when the IRB feels that it is necessargto b
updated on specific information within a certaméiframe, however, it does not deem it necessary to
conduct a complete continuing review at this tiftéhen this type of periodic report is requested, it
will be stated in the approval letter, along witle due date of the report.

The IRB will also determine the need for verificatifrom outside sources.

If Subparts B, C, or D are applicable to the reseahe IRB will once again review the research
under the appropriate subpart and determine iféhairements have been satisfied.

I. RESPONSIBILITY

IRB Administrators are responsible for establishamg implementing processes for making research
renewal decisions. IRB Reviewers are responéilsleonducting a thorough review and making all
appropriate approval recommendations for consiaeraty the IRB.
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J. APPLICABLE REGULATIONS AND GUIDELINES

21 CFR 56.108,111
45 CFR 46.111
OPRR Reports 95-01

Xll. STUDY CLOSE-OUT

A. POLICY

The completion or termination of the study is argf&in activity and must be reported to the IRB.
Although subjects will no longer be "at risk" undiee study, a final report/notice to the IRB alloivs
to close its files as well as providing informatithat may be used by the IRB in the evaluation and
approval of related studies.

B. DETERMINING WHEN A PROJECT CAN BE CLOSED

HHS-supported protocalsWhen individually identifiable follow-up dataeano longer being
collected on subjects enrolled in an HHS-suppaptedocol, and analysis that could indicate new
information is complete, the study may be closed.

Multi-site industry studiesay be closed when the Principal investigator stgbhis or her final
report.

C. COMPLETION REPORTS/FINAL REPORTS

Completion reports should be submitted to the IRBiw 30 days after completion or termination of
the study. Completion reports should be submittadhe Application for Final Review. With the
completed Application for Final Review, the Priradimvestigator should also submit a final report,
and any manuscripts or publications that have etedrfeom the study.

The IRB Administrator will review all reports ofugty completion and, if needed, request further
information from the Principal investigator to éfgrany questions that may arise.

Closed studies will be presented to the IRB anind meeting, and copies of the Completion Report
and supplementary information will be made avadablthe IRB members.

D. RESPONSIBILITY

IRB Administrators are responsible for ensuringstlidy completion documentation is received,
reviewed, presented to the IRB, and filed appragiya

E. APPLICABLE REGULATIONS AND GUIDELINES

21 CFR 56.108, 56.109
45 CFR 46.103, 46.109

| Xlll. IRB COMMUNICATION AND NOTIFICATION
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A

INVESTIGATIVE STAFF

1.

Policy

It is important that staff, subjects, and otheeiiasted parties have a means of communicating
information about the conduct of a research praj&etctly to the appropriate institutional
officials. Itis vital that IRB members, and otladficials with responsibility for oversight of
research have open and ready access to the higheistof authority within the institution. The
researcher and his/her research staff interactswitfects; therefore it is vital that open and
frequent communication with the investigative teagrmaintained.

Principal investigator Notifications

a. Initial submissionThe Principal investigator will be notified in iting of the IRB’s decision
as soon as possible after the meeting (within oeekvef the approval of the meeting
minutes). For expedited reviews, Principal in\gegibrs will receive written notification
within three days of the review. If the approwpending upon receipt and review of
requested materials or responses from the Prinicipastigator or Sponsor, the IRB must
receive the response within 60 days of the datebfication; however, this period may be
extended if the Principal investigator/Sponsor camitates a need for an extension.

b. Renewals and revisionBrincipal investigators will be notified in wrily as soon as possible
as to action taken by the IRB for any continuingews or revisions (within one week of the
approval of the meeting minutes). For expediteteres, Principal investigators will receive
written notification within three days of the rewie

c. Notification of approval Principal investigators will be notified in wirig of the approval
and provided with an IRB-approved version of thesemt form. The IRB-approved consent
form will be dated with the period of approval, andialed by the Chairperson (or the IRB
Administrator for the Chairperson). The Principalestigator will also be provided with a
document entitled, “Principles to be Followed binBipal investigators,” which outlines the
responsibilities of the Principal investigator.

d. Disapproval Correspondence will provide the reason(s) foaplisoval and instructions to
the Principal investigator for appeal of this dexis

Principal investigator Appeal of IRB Action

An Principal investigator may appeal the revisiceguired by the IRB in the protocol and/or
informed consent form. This appeal must be in ngitind submitted to the IRB Administrator.
Principal investigators may also appeal an IRBglenito disapprove a study. Any such appeal
may be in writing or in person and must be revieWgdhe full IRB at a convened meeting. If the
appeal is denied and the study disapproved, thieuitisn cannot override the IRB’s decision.

4. Noncompliance

a. Itis the responsibility of the IRB staff am@&mbers to act on information or reports received
from any source that indicate a study being coretliat any facility under the jurisdiction of
the IRB could adversely affect the rights and welfaf research subjects. Reports of non-
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compliance or adverse situations may be reviewedrarestigated by the IRB, or referred to
the appropriate HCA Midwest Division authority.

b. Principal investigator noncompliance may oftertte result of communication difficulties;
therefore the IRB and IRB Administrative Staff walitempt to resolve instances of
noncompliance without interrupting the conducthe study, especially if the rights and
welfare of subjects may be jeopardized.

c. However, if it becomes apparent that a Prindipadstigator is intentionally noncompliant,
the IRB, through the IRB Chairperson, will notifyet Principal investigator in writing,
detailing the alleged noncompliance, specifyingedive action, and stating the
consequences. Copies of such correspondenceatsdwlie sent to the Sponsor, the
individual's supervisor, and HCA Midwest Divisionisstitutional Official.

d. Should noncompliance continue, appropriate agtitl be determined at a convened
meeting. Action by the IRB can include but is hwiited to:

(1) Halting the research until the Principal investigas in compliance. If the research is
halted, OHRP will be notified if the research iaded by a government agency, and
FDA will be notified if the research involves an ABegulated product or agent.

(2) Requiring the Principal investigator to completeagning program.

(3) Barring the Principal investigator from conductiogther research.

(4) Any other action deemed appropriate by the IRB.

e. When unapproved research is discovered, thealRBHCA Midwest Division will act
promptly to halt the research, ensure remediabactgarding any breach of regulatory or
institutional human subject protection requiremeatsl address the question of the Principal
investigator's fithess to conduct future human ectiajesearch.

f.  Serious or continuing noncompliance with fedg@mlicies on the protection of human
subjects or the policies, procedures or deternanatof the IRB will be reported promptly to
the appropriate department or agency head for flipdeposals, Sponsors if appropriate, and
to OHRP and/or FDA as appropriate.

g. The IRB's responsibility is to protect the righnd welfare of research subjects, who could
be placed at risk if there is misconduct on the pian Principal investigator or any member
of the investigative team. It is, therefore, thutytbf the IRB to be receptive to and act on
good faith allegations of misconduct. Allegati@isnisconduct in science should be
referred to the Office of Research Integrity and@idwest Division’s Institutional
Official for handling under HCA Midwest Division poies.

5. Responsibility

IRB Administrators are responsible for overseeith¢RB communications, and for generating
appropriate correspondence in response to IRB ngetind decisions.

6. Applicable Regulations and Guidelines

21 CFR 56.109, 56.113
45 CFR 46.109, 46.113
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B. OTHER ENTITIES

1. Policy
The IRB is required by federal regulation and tusittnal policy to communicate certain actions
to other entities that may have an interest irstatus of the research being conducted under IRB
supervision.

2. Communications to Others

a. The purpose of this policy is to ensure prompt répg to appropriate Institutional Officials,
funding sources, department or agency heads, tegukgencies (OHRP, FDA) and any
other appropriate entity of:

(1) Any unanticipated problems involving risks to hunsajects or others

(2) Any instance of serious or continuing noncompliawité these regulations or the
requirements or determinations of the IRB

(3) Any suspension or termination of IRB approval, and

(4) Anyresearch that the IRB cannot approve undetettmes of 21 CFR 50.24.

The IRB Administrator will ensure prompt reportiof1-4 to the IRB and HCA Midwest
Division’s the Midwest Division Ethics and Compiize Officer.

The Midwest Division Ethics and Compliance OffigéHl report 1-4 and all deaths that have
been determined to be possibly, probably, or defynstudy related to HCA Midwest
Division’s Board of Governors, OHRP, and the FDPafypropriate).

b. Prospective Emergency Researththe IRB determines that it cannot approvdiiaal
investigation because the investigation does net the criteria in 21 CFR 50.24 Exemption
from Informed Consent Requirements for EmergencseBech, notification of disapproval
will be conveyed to the Sponsor as well as thediyal investigator.

c. Device studieslf the IRB determines that a study submitted asm-significant risk presents
significant risk, the IRB must notify the SponsBBhA, and the Principal investigator.

d. Unexpected or serious adverse eveffise Principal investigator must notify the IRBda
other entities as stipulated in the Principal itigegor's SOPs.

e. Suspension of a study for causthe IRB will notify HCA Midwest Division’s Instutional
Official, FDA (when the study involves an FDA regtdd product), and federal Agency Head
if the research is federally funded, as appropriate

f. IRB findings and actions will be reported to thstltutional Official each month by way of
the IRB meeting minutes. The IRB Administratoridirward the approved minutes from all
IRB meetings, within one week of the meeting, ® lilstitutional Official.

3. Responsibility
IRB Administrators are responsible for correspogdiith other interested entities concerning
the status of research under review by the IREB @Rairperson (or designee) is responsible for
ensuring appropriate discussion and IRB decisiokimgaregarding un-approvable emergency
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research, risk assessment of investigational deaibeerse event assessments and Principal
investigator non-compliance.

4. Applicable Reqgulations and Guidelines

21 CFR 50.24

21 CFR 56.113
45 CFR 46. 113
21 CFR 812.66

| XIV. RESPONSIBILITITES OF PRINCIPAL INVESTIGATORS

IRB-REQUIRED PRINCIPAL INVESTIGATOR ACTIONS

A. Policy

Between IRB initial approval of a protocol and tiree of continuing review of a study, it is the
Principal investigator's responsibility to keep IR8 informed of unexpected non-serious (only & th
study is classified by the IRB as greater than malirisk) and serious adverse events and other
unexpected findings that could affect the risk/liématio of the research. An Principal investigat

is responsible for the accurate documentation sitigration and follow-up of all possible
study-related adverse events. Principal investigadce also responsible for informing government
and other Sponsors of any unanticipated or seddusrse events, as appropriate.

B. IRB Review of Research

All human subjects research that is conducted byrtder the direction of) any employee, of HCA
Midwest Division, in connection with his or her fitgtional responsibilities, must be reviewed bg th
IRB.

C. Informed Consent

The Principal investigator must obtain informed semt from subjects prior to their enrollment into
the research. The Principal investigator must hisértfformed consent document approved by the
IRB. Approval and expiration dates are indicatadhe consent document. Consent documents are
valid only during the dates indicated on the fomm/ar approval notification; and the Principal
investigator may use the forms only during thequkfor which they are valid.

D. Adverse Event Reporting

The IRB must be informed of any serious, unexpeotealarming adverse events that occur during
the approval period. Principal investigators ooigors must also submit Sponsor-generated reports
of adverse events occurring at other investigatites.

E. Changes in Approved Research

Changes in approved research, during the periodticch approval has already been given, may not
be initiated without IRB review (or expedited rewvievhere appropriate) and approval, except where
necessary to eliminate apparent immediate hazargsrhan subjects. Principal investigators or
Sponsors must submit requests for changes to teénlRriting via the Application for
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Protocol/Consent Form Amendment. Upon receiphefarotocol change, the IRB Chairperson will
determine if the revision meets the criteria fonimial risk. If the change represents more than a
minimal risk to subjects, it must be reviewed apfdraved by the IRB. Minor changes involving no
more than minimal risk to the subject may be reeiéwy the expedited review process.

F. Periodic Reports

The length of time approval is given to a reseg@rdtocol will be no more than one year, and is
dependent on the risk involved with the reseafetincipal investigators are responsible for
requesting renewal in anticipation of the expinatid the approval period. Principal investigators
their designees and/or Sponsors are required todera report regarding their investigation prior t
the end of the approval period, or upon completibthe study. An IRB Application for Continuing
Review will be available to the Principal investigafor this purpose.

On occasion, the IRB will request that the Pl sutanperiodic report prior to the date of the
continuing review. Examples of these types of repiaclude an update regarding recruitment, an
update regarding a new procedure, an update h#idirst subject has been medicated, etc. When
this type of periodic report is requested, it Wil stated in the approval letter, along with the date
of the report. It is the responsibility of theriipal investigator to submit this report to theBIRrior
to the due date.

G. Conflict of Interest

The protection of human subjects requires objeggtini communicating risks, selecting subjects,
promoting informed consent, and gathering, anatyzind reporting data. Therefore, the IRB should
consider conflict of interest issues in its deldt@ms of applications. All Principal investigatanust
reveal on their application to the IRB whether tbewany other person responsible for the design,
conduct, or reporting of the research has an eciamioterest in, or acts as an officer or a director
any outside entity whose financial interests woelssonably appear to be affected by the research.

H. Responsibility

IRB Administrator is responsible for tracking Piippal investigator compliance with IRB
requirements stipulated during the IRB’s reviewitaf Principal investigator’'s research, and for
engaging appropriate Principal investigator sanstiwhen Principal investigators are not in
compliance with IRB requirements. IRB Chairperéondesignee) is responsible for facilitating
Principal investigator compliance with IRB requiremts through his/her management of IRB
deliberations, and providing Principal investigatotear guidelines pertaining to that compliance
through IRB communications to the Principal invgstor.

With the approval letter, the IRB Administrator Wiiclude the document entitled “Principles To be
Followed By Principal investigators,” which outlgéhe responsibilities of the Principal investigato
throughout the IRB approval period.

I. Applicable Regulations and Guidelines
21 CFR 56.109, 56.111
21 CFR 54
45 CFR 46.109, 46.111
Draft Interim Guidance: Financial Relationshipgiinical Research: Issues for Institutions, Clatic
Principal investigators, and IRBs to Consider wbemling with Issues of Financial Interests and
Human Subject Protection, January 10 2001, OHRFS HH
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[ XV. QUALITY ASSURANCE (QA)

A

QA PROGRAM

1.

2.

3.

Policy

Quality assurance and control of the daily operatiof the IRB ensure effective support of the
IRB's mandate. Therefore, the QA program consistisree components:

(&) Training and continuing education of IRB staff.
(b) Interactions with the IRB community outside the HE®Wdwest Division jurisdiction.
(c) Regular review and assessment of procedures.

The IRB has the authority to implement a QA progeard to act on identified deficiencies by
implementing corrective action via revisions to 8tandard Operating Policies and Procedures.

Responsibility

The IRB Administrator is responsible for the estbhent, implementation and oversight of the
QA program.

Applicable Regulations and Guidelines

None

B. AUDITS BY REGULATORY AGENCIES

1.

Policy

HCA Midwest Division acknowledges that certain riegory agencies have the authority to audit
the operations of the IRB, and support such aaditsart of its continuing effort to maintain high
standards for human research protections. Entitetsmay audit IRBs include: FDA, OHRP,
JCAHO, and appropriate certified auditors of fore@untries where data from clinical research
has been submitted in an application for drug efageapproval. Sponsors or funding entities of
research may also be authorized to audit speaficichents and procedures.

Preparing for an Audit

For audits involving OHRP or FDA, the following nilse notified immediately:
(1) HCA Midwest Division’s Institutional Official

(2) IRB Chairperson

(3) IRB Administrator

Those designated to participate in the audit ayeired to follow the steps outlined by this
institution for preparing the site for an audit.
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3. Participating in an Audit

a. IRB staff (and members if applicable) is expecteéirtow and follow the procedures
outlined by this Institution for the conduct ofegulatory audit.

b. Prior to being granted access to IRB documentatitapectors or auditors must exhibit
proof of their authority or authorization to condtiee audit and to access IRB documents.
No entity other than those listed on the consemh$omay have access to any document that
includes subject identifiers.

c. Auditors will be provided with adequate working @te conduct an audit and IRB staff and
members must make every reasonable effort to biableaand to accommodate and
expedite the requests of such auditors.

d. Documents may be copied and taken off-site onlintividuals authorized in writing by the
IRB Chairperson to do so.

4. Follow-up After an Audit

Reports of the audit, either verbal or written, ddde addressed by the IRB Administrator in
conjunction with the Institutional Official, as soas possible after the audit.

5. Responsibility

a. The Institutional Official is responsible for sergias the responsible institutional official in
all regulatory agency matters regarding regulatamypliance, participating as needed in
regulatory agency audits, and providing supporesponding to and correcting audit
findings. The Institutional Official may delegaieappoint individuals to participate in
audits on his/her behalf.

b. The IRB Supervisor and/or Administrator is respblesfor all formal regulatory agency
correspondence and interactions, establishingtlogisupport during regulatory agency
audits, serving as key institution contact duringrsaudits, and drafting responses to
regulatory agency correspondence received followih audits.

c. IRB Chairperson, Members and Staff are respon$iblparticipating in regulatory agency
audits as determined by the Administrator, andiily tooperating with government officials
during their participation in such audits.

d. IRB Chairperson is responsible for assisting th® RIministrator in formal responses to
regulatory agency audits and in implementing poting procedure changes indicated by
such audits.

6. Applicable Regulations and Guidelines

21 CFR 56.115
45 CFR 46.115
FDA Compliance Program Guidance Manual 7348.80&jtitional Review Boards
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