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INTRODUCTION

The Institutional Review Board (IRB) is responsible for the review and approval of the use of human subjects in
research at Midwest Division. These guidelines provide an educational resource that can be used in the
preparation and submission of research protocols, including informed consent documents, for review by the
IRB. These guidelines are also designed to provide information on the ethical and legal responsibilities of
investigators during the conduct of human subject research.

Complete copies of any referenced documents and forms are available in the Institutional Review Board Office,
on disk, or through the Midwest Division web site http://irb.ncamidwest.com. As this investigator's manual
cannot be expected to address every situation or question that might arise, Investigators are requested to contact
the Institutional Review Board Staff (303-584-2300) to discuss such issues. Periodic updates or substantive
changes will be made by the IRB as necessary and distributed to investigators.

Nothing in the IRB policies and procedures and/or the Federal regulations governing human subject research is
intended to limit the authority of a physician or any other health care personnel to provide emergency medical
care to the extent the individual is permitted to do so under applicable Federal, State or local law.

BASIC PRINCIPLES

The research at Midwest Division is guided by the ethical principles regarding all research involving humans as
subjects, as set forth in the report of the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, Ethical Principles and Guidelines for the Protection of Human Subjects of
Research (the "Belmont Report”) and the Common Rule (45 CFR 46), regardless of whether the research is
subject to Federal regulation or with whom conducted or source of sponsor support.

The first provision of the Nuremberg Code states that, “the voluntary consent of the human subject is absolutely
essential.”" Freely given consent to participation in research is thus the cornerstone of ethical experimentation
involving human subjects. Further, the following principles (as set forth in the Belmont Report), respect for
persons, beneficence, and justice, are the three quintessential requirements for the ethical conduct of research
involving human subjects.
« Respect for persons involves recognition of the personal dignity and autonomy of individuals, and
special protection of those persons with diminished autonomy.
- Beneficence entails an obligation to protect persons from harm by maximizing anticipated benefits and
minimizing possible risks of harm.
- Justice requires that the benefits and burdens of research be distributed fairly.

Midwest Division’s IRB POLICY

Midwest Division’s IRB has provided a formal guarantee (Federal Wide Assurance - FWA00002948) to the US
Department of Health and Human Services that it will follow procedures which will assure the protection of all
human subjects involved in any research project sponsored by or undertaken by Midwest Division regardless of
sponsorship. This guarantee applies to all human subject research conducted by anyone on the premises of
Midwest Division and to research conducted elsewhere by its employees in connection with their institutional
responsibilities.

Except for those categories of research specifically exempted, all proposed research protocols will be reviewed
and approved by the IRB in accordance with established procedures. The use of human subjects in research will
not be permitted until the IRB has reviewed and approved the research protocol and informed consent has been
obtained from the subject or the subject's legal representative.
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the subject population. Factors such as the required number of subjects, age range, sex, ethnic background and
health status will be considered. The utilization of any vulnerable classes of subjects, such as fetuses, prisoners,
children, and mentally incompetent persons, must be clearly justified. Although the use of vulnerable persons as
subjects is not prohibited by any regulations or ethical codes, justification for their involvement in research
generally becomes more difficult as the degree of risk and vulnerability increases.

Naturally, there are exceptions to the principle of “equitable selection of subjects.” For instance, research
involving the study of a disease which is prevalent in only one ethnic or racial group (e.g., sickle cell anemia
and Tay-Sachs Disease) would not require the application of this principle.

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

Under the new NIH/OHRP policies, it has been made very explicit that if participation in research may benefit a
potential subject, then that person must be given the opportunity to participate. At Midwest Division, we are
asking that every blanket exclusion of particular populations from potentially beneficial studies be justified
based on data from the literature on the drug/device/procedure being studied. It is important to note that the
absence of data confirming safety is not equivalent to the presence of data confirming risk.

The following are some ideas to think about when excluding certain populations from your research studies:

(1) Is the potential benefit to the subject great enough that the exclusion of a class of subjects is a matter
which raises serious justice concerns?

(2) Is the importance of the information to be gained from the study (and its future applicability to the
population being excluded) a matter which raises justice and/or safety concerns?

(3) In the absence of known risk, is serious risk reasonably inferred from similarities between the
drug/device/procedure being studied and other drugs/devices/procedures? Safety data from chemical
analogues of the drug under investigation may have some bearing on the determination of risk.

(4) If there is a reasonably inferred risk, are the likelihood and severity of that risk (and absence of benefit)
so striking as to make it appropriate to usurp the subject's usual role as decision-making authority with
regard to risk?

REVIEW OF METHOD(S) OF SUBJECT RECRUITMENT

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

Screening Tests Prior to Study Enrollment

For some studies, the use of screening tests to assess whether prospective subjects are appropriate candidates for
inclusion in studies is an appropriate pre-entry activity. While an investigator may discuss availability of studies
and the possibility of entry into a study with a prospective subject without first obtaining consent, informed
consent must be obtained prior to initiation of any clinical procedures that are performed solely for the purpose
of determining eligibility for research, including withdrawal from medication (wash-out). When wash-out is
done in anticipation of or in preparation for the research, it is part of the research.

Procedures that are to be performed as part of the practice of medicine and which would be done whether or not
study entry was contemplated, such as for diagnosis or treatment of a disease or medical condition, may be
performed and the results subsequently used for determining study eligibility without first obtaining consent. On
the other hand, informed consent must be obtained prior to initiation of any clinical screening procedures that is
performed solely for the purpose of determining eligibility for research. When a doctor-patient relationship
exists, prospective subjects may not realize that clinical tests performed solely for determining eligibility for
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research enrollment are not required for their cadtare. Physician-investigators should take es#ig to
clarify with their patient-subjects why certaintteare being conducted.

REVIEW OF EXPERIMENTAL DESIGN

While the IRB is not charged by Federal regulatoth the responsibility of reviewing protocols fscientific

merit, issues related to the adequacy of the sfiedesign often emerge during the review. Sudués as
inclusion of adequate and appropriate controlsgaaey of sample size, and appropriateness of expatal
endpoints may be raised in the review. The IRBevels it is necessary to make a judgment on thditabf

the study design as part of its assessment ofiskébenefit ratio, because no risk to subjects lmarjustified
ethically if the study design is flawed to the dmgthat no useful information is likely to be faiming.

In reviewing any protocol, the IRB should be praddwith complete information regarding experimental
design and the scientific rationale (including thsults of previous animal and human studies) Uyidgrthe
proposed research, and the statistical basis éosttiucture of the investigation.

Deception of Research Subjects

It should be noted that while the IRB accepts thednfor certain types of research to employ stresethat
include either deception and/or withholding of imf@ation, use of such strategies must be fully fiesti In
general, deception is not acceptable if in the poeligt of the IRB the subject would have declinegddicipate
had the subject been informed of the true purpddbeoresearch. For example, investigational drugliss,
which require a "washout period”, during which #hebject is given a placebo rather than his/herlagigu
prescribed drug, must generally be so informed.

Midwest Division strongly encourages its researshagsing deception to employ the following American
Psychological Association guideline:
(1) Apply a cost-benefit analysis that explicitly calesis the potential for harm created and/or exatedba
by the use of deception,
(2) Consider alternative methodologies, and
(3) Fully explain the nature of the deception at theabasion of the study or explicitly justify withhdihg
such information.
In all cases, the safety and comfort of the subjslabuld be of paramount concern.

When evaluating the use of deception in reseanehlRB will discuss the following issues:
(1) Validity of the research,
(2) Alternative methodologies,
(3) The characteristics, values, and morals of the raxieatal sample,
(4) Potential harm,
(5) Privacy and confidentiality, and
(6) Informed consent.
a. Although subjects may not be fully informed, thdysld be informed of as much as possible
without threatening the ability of the researcloetest the true hypothesis of the study.
b. Midwest Division’s recommendation is that the caoriderm should:
1. Never be used as part of the deception and thuddinot include anything that is
untrue, and
2. Reveal as much as possible to the participant dagathe procedures in the study.
3. The consent form does not need to detail speciéiments of the study if this will
eliminate the capability of the study to inform fi®cess under investigation.
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REVIEW OF THE POTENTIAL RISKS

Risks to research subjects posed by participatiorsearch should be justified by the anticipateakefits to the
subjects or society. This requirement is cleadyest in all codes of research ethics, and is deotthe policies
of Midwest Division and existing federal regulatsor©ne of the major responsibilities of the IRBerdfore, is
to assess the risks and benefits of proposed osear

Risk is a potential harm (injury) associated wltl tesearch that a reasonable person, in whahwestigator
knows or should know to be the subject's positionyld be likely to consider significant in decidindpether or
not to participate in the research. The conceptséfincludes discomfort, burden, or inconvenieacsubject
may experience as a result of the research proegdunderlying the consideration of risk is the limipmoral

guideline that all investigators have a duty to hatm their subjects and must minimize potentisk to the
greatest extent possible.

In the process of determining what constitutessk, ronly those risks that may result from the redgaas
distinguished from those associated with therapiggects would undergo even if not participatingdsearch,
will be considered. For example, if the researchlesigned to measure the behavioral results of igdlys
interventions performed for therapeutic reasong.,(&ffects on memory of brain surgery performed tfe
relief of epilepsy), then only the risks preseribgdhe memory tests will be considered when the pRBorms
its risk/benefit analysis. It is possible for theks of the research to be minimal even when tleeafteutic
procedure presents more than minimal risk. Midwesvision's IRB will recognize, however, that
distinguishing therapeutic from research activiten sometimes require very fine line drawing. Befo
eliminating an activity from consideration in itisk/benefit analysis, the IRB will be certain thhé activity
truly constitutes therapy and not research.

It is important to recognize that the potentiaksifaced by research subjects may be posed byrdfsigures
employed to assure valid results as well as byp#ré&cular interventions or maneuvers that may é&dopmed

in the course of the research. Subjects particigain a study whose research design involves random
assignment to treatment groups face the chancéhigmaimay not receive the treatment that turnd@be more
efficacious. Subjects participating in a double-keasstudy take the risk that the information neags$or
individual treatment might not be available to fveper persons when needed. In behavioral, s@mal,some
biomedical research, the methods for gatheringinédion may pose the added risk of invasion ofgwand
possible violations of confidentiality. Many riskd research are the risks inherent in the methaiedoof
gathering and analyzing data, although the moreoolswisks may be those posed by particular interoas

and procedures performed during the course of reflsea

The five major types of risk are:

(1) Physical risk(e.g., pain, bruising and infection associatedh wénipuncture, adverse reactions to drugs,
muscle soreness and pain as a consequence of sexéesiting, heart attack induced by maximal
exercise test);

(2) Psychological riske.qg., depression and confusion as a result ofrastmation of drugs, feelings of guilt
precipitated by a sensitive survey);

(3) Social risk(e.g., invasion of privacy, loss of community stisg);

(4) Leqal risk(e.g., criminal prosecution or revocation of pajpand

(5) Economic risk{e.g., loss of employment, loss of potential manegain).

Possible risks within qualitative social sciencgegch include the following:
(1) Breach of confidentiality, whether actual or potaint
(2) Violation of privacy, even when confidentialityassured
(3) Validation of inappropriate or undesirable behawiof subjects, perhaps based on misunderstanding of

IRB PRINCIPAL INVESTIGATOR’S PROCEDURES MANUAL 07102008 PAGE 27 OF 80



the researcher’s intent

(4) Presentation of results in a way that does noeedpe subjects’ interests

(5) Possible harm to individuals not directly involviedthe research, but about whom data are obtained
indirectly (secondary subjects), or who belong tte tlass or group from which the subjects were
selected

(6) Harm to subjects’ dignity, self-image, or innocera® a result of indiscreet or age-inappropriate
guestions in an interview or questionnaire

Minimal Risk vs. Greater Than Minimal Risk

Minimal risk is broadly defined as the probabilif and magnitude of harm or discomfort anticipaitedhe

research are not greater in and of themselvestti@se ordinarily encountered in daily life [of tpeoposed
study subjects -- may be broadened if approvechbyiRB] or during the performance of routine phgkior

psychological examinations or tests (e.g., coltectf urine, collection of sweat, weighing, pulseasurement,
voice recordings, electrocardiography). It shouddrioted that there is no definition of "greatemtimainimal

risk."

The definition of minimal risk for research invahg prisoners differs somewhat from that given fonn
institutionalized adults. Minimal risk for prisorser “is the probability and magnitude of physical or
psychological harm that is normally encounteredthia daily lives, or in the routine medical, dentat,
psychological examination of healthy persbns.

Once the risks have been identified, the IRB vgiess whether the research presents greater thanahirisk.
The IRB may use the expedited review process fopgsals, which meet certain conditions (the re$eamast
present no more than minimal risk and the involveinoé human subjects must fall into one or moregaties
as outlined, in the Expedited Review section).

On average, if the IRB determines that a resedtaly $s minimal risk, then it will be reviewed arally, and if
the IRB determines that a research study is gréaaerminimal risk, then it will be reviewed evesix months.
The approval letter that is sent to the investig&dowing the IRB approval of the study will notae risk
classification and how often it will be reviewed thye IRB.

In research presenting more than minimal risk, miiesubjects must be informed of the availabititymedical
treatment and compensation in the case of resealated injury, including who will pay for the tteaent and
the availability of other financial compensation.

Determination That Risks Are Minimized

Risks, even when unavoidable, can be reduced oageain Precautions, safeguards, and alternativebean
incorporated into the research activity to reduee grobability of harm or limit its severity or dtion. The
IRB is responsible for assuring that risks are minéd to the extent possible.

Midwest Division’s IRB will analyze the beneficiahd harmful effects anticipated in the researchyels as
the effects of any treatments that might be adri@resl in ordinary practice, and those associatéu ieceiving
no treatment at all. In addition, they will congidehether potentially harmful effects can be adégya
detected, prevented, or treated. The risks and lcatipns of any underlying disease that may besgme must
also be assessed.

Some examples of minimizing risks in a behaviotadlg are the following:
(1) Risk of a breach of confidentiality of the databtaining a Certificate of Confidentiality; useumique
identifiers; use of locked research file cabinets;
(2) Risk of subject becoming upset in response to aithem interview/questionnairehaving a counselor
on call, in case the subject would like to talk atlms/her feelings.

IRB PRINCIPAL INVESTIGATOR’S PROCEDURES MANUAL 07102008 PAGE 28 OF 80



REVIEW OF POTENTIAL BENEFITS

A benefit is a valued or desired outcome. Benefitsociated with participation in research can hssified
generally as those that accrue to the subjectttirezg., improvement of the subject's healthustaacquisition
by the subject of knowledge considered of valuej #mse that accrue to society (e.g., additionsh&®
knowledge base). The IRB will review the anticihteenefits to both the subject and to others. Hitaoh, the
IRB will consider whether the benefits are maximlize the greatest extent possible through propetopol
design. Therefore, an underlying moral notion afdfiecence should guide the investigator.

Financial or other forms of compensation are noisadered a benefit to be derived from researchqietion.
Although the subject may consider financial compéing a desirable outcome, this fact will not bedus the
risk-benefit analysis.

RISK-BENEFIT ANALYSIS

Once the potential risks and benefits are ideutjfan ethical review of research requires an exatiain of the
relationship of the risks to the benefits. Risksl denefits cannot be considered parallel constraots
therefore, no formula is applicable. The variousicel codes and regulations, however, require aréhle
balance between harm and benefit. To assist thestigator and the IRB in assessing the risk-benefit
relationship, the following is a series of prineipl which take into consideration whether or netrésearch is
therapeutic in nature.

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

(2) In research involving the study of the efficacyadherapeutic or diagnostic method and the intdimen
is, therefore, not designed solely to enhance #ielveing of the subject who is seeking a healthefie
(therapeutic research), the potential risk shoddpbmarily outweighed or balanced by the potential
benefit to the subject. In addition, the relatidpstf the potential benefit to the risk must bdeatst as
favorable to the subject as that presented bynalterstandard therapies available to the subjeittein
non-research context. No subject is allowed toinastparticipating in a research protocol if thgrap
proven superior nature becomes available to thgsub

(3) In research where a standard therapy not parteofebearch protocol is employed solely for the fiene
of the subject along with additional proceduresfqgrered solely for research purposes, the potential
benefits of the therapy must not be used to justgosing subjects to the risks associated with the
research procedures. Such risks can only be jwtifi light of the potential benefits of the resbar
procedures. Conversely, only the risks associated the research procedures should be used in
determining the risk-benefit ratio.

REVIEW OF PROPOSED SUBJECT COMPENSATION

The IRB will review the amount of compensation (retamy as well as other forms), and schedule of all
payments in order to be assured that neither ageciwe or present undue influence. Actual/estimatests,
such as for transportation and child care, maybéasis for payments to the study subjects.

Any credit for payment should accrue as the studgmesses and not be contingent upon the subjeqgbleting
the entire study. While the entire payment shouddl Ime contingent upon completion of the entire wtud
payment of a small proportion as an incentive fompletion of the study is acceptable, providingt thach
incentive is not coercive. The IRB will determiriat the amount paid as a bonus for completionasaeable
and not so large as to unduly induce subjectsaipistthe study when they would otherwise have dvilwvn.

IRB PRINCIPAL INVESTIGATOR’S PROCEDURES MANUAL 07102008 PAGE 29 OF 80



All information concerning payment, including then@unt and schedule of payment(s), should be stt for
the informed consent document.

REVIEW OF CONFIDENTIALITY

The IRB will review the methods to be used to preseonfidentiality. If research data with subjelntifiers
will be made available to persons other than thiedi investigators, sponsor or federal agency]RiBewill
review the justification for sharing this data atetermine acceptability.

Certificates of Confidentiality

Certificates of Confidentiality are issued by thatidnal Institutes of Health (NIH) to protect ideiable
research information from forced disclosure. Thiéggvathe investigator and others who have accessegearch
records to refuse to disclose identifying inforroation research participants in any civil, criminal,
administrative, legislative, or other proceedindiether at the federal, state, or local level. Geaties of
Confidentiality may be granted for studies collegtiinformation that if disclosed could have adverse
consequences for subjects or damage their finastéalding, employability, insurability, or reputati By
protecting researchers and institutions from betognpelled to disclose information that would idBnti
research subjects, Certificates of Confidentigiigyp achieve the research objectives and promateipation

in studies by assuring confidentiality and privéayparticipants.

Certificates can be used for biomedical, behavjartshical or other types of research that is deresi By
sensitive, it is meant that disclosure of identifyinformation could have adverse consequencesutgjects or
damage their financial standing, employability uirability, or reputation.

Examples of sensitive research activities inclugleaoe not limited to the following:

(1) Collecting genetic information;

(2) Collecting information on psychological well-beinfsubjects;

(3) Collecting information on subjects' sexual attitsidereferences or practices;

(4) Collecting data on substance abuse or other iliegilabehaviors;

(5) Studies where subjects may be involved in litigatrelated to exposures under study (e.g., breast
implants, environmental or occupational exposures).

A Certificate of Confidentiality protects persomaidentifiable information about subjects in thesearch
project while the Certificate is in effect. GengralCertificates are effective on the date of isg&or upon
commencement of the research project if that ocaftey the date of issuance. The expiration datailsh
correspond to the completion of the study. Theifieate will state the date upon which it becomégsdaive

and the date upon which it expires. A CertificateConfidentiality protects all information identifble to any
individual who participates as a research subjeet, (about whom the investigator maintains idemid

information) during any time the Certificate is @ffect. An extension of coverage must be requestdue

research extends beyond the expiration date abrignal Certificate. However, the protection atfed by the
Certificate is permanent. All personally identifiebinformation maintained about participants in fheject
while the Certificate is in effect is protectedp@rpetuity.

While Certificates protect against involuntary dtistire, investigators should note that researciestsmight
voluntarily disclose their research data or infaiiora Subjects may disclose information to physisiar other
third parties. They may also authorize in writirfie tinvestigator to release the information to iessir
employers, or other third parties. In such casesearchers may not use the Certificate to refusdodure.
Moreover, researchers are not prevented from thentary disclosure of matters such as child abreggrtable
communicable diseases, or subject's threateneengelto self or others. However, if the researaitends to
make any voluntary disclosures, the consent forrstrspecify such disclosure.
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Certificates do not authorize researchers to refasgisclose information about subjects if authediDHHS
personnel request such information for an audgrogram evaluation. Neither can researchers retudesclose
such information if it is required to be disclodgdthe Federal Food, Drug, and Cosmetic Act.

In the informed consent form, investigators shdeltresearch subjects that a Certificate is ir@ff Subjects
should be given a fair and clear explanation of phatection that it affords, including the limitatis and
exceptions noted above. Every research projectitithtdes human research subjects should explaim ho
identifiable information will be used or disclosedgardless of whether or not a Certificate isfiac.

It should be noted that Certificates of Confidditgiado not take the place of good data securitglear policies
and procedures for data protection, which are éiséeio the protection of research participantsvaury.
Researchers should take appropriate steps to safbgesearch data and findings. Unauthorized iddals
must not access the research data or learn thetydefhresearch participants.

Any person engaged in research collecting senditiiemation from human research subjects may afiplya
Certificate of Confidentiality. NIH provides detad instructions for investigators wishing to make a
application. Detailed application instructions, eawtlitional information can be found on NIH’s weakesat
http://grants1.nih.gov/grants/policy/coc/

Investigators planning to apply for a CertificateGonfidentiality should inform the IRB of this #te time of
the protocol’'s initial review. If an investigatéras not stated his/her intent to apply for a Qedié of
Confidentiality, and the IRB deems that one is seagy, it will grant an approval contingent upoa taceipt of
the Certificate of Confidentiality.

A copy of the Certificate of Confidentiality shoube forwarded to the IRB office upon receipt.
REVIEW OF INFORMED CONSENT

Although there are federal guidelines requiring shieject or the subject’s legally authorized repnéstive to
give consent prior to the subject’s participationan experiment, the principal reason for informguipjects
about an experiment is that they have a moral tgkhow what is to be done to them and what figk ¢ntails
before they give their consent. Human beings aresidered autonomous and the requirement of informed
consent is designed to uphold the ethical princgflérespect for persons.” The use of human subjecta
privilege -- a favor -- granted to the experimentather than a right. An experiment is somethivag ts done to
the subject and therefore differs from the usualioa practice where something is done solely liergatient.

In order for consent to be ethically and legalljidjait must meet the requirements stated in Ppiaicl of the
Nuremberg Code and the informed consent sectiothefFederal regulations (45 CFR 46.116 and 21 CFR
50.20) which is based, in part, upon the Nuremi@oge. Principle | of the Nuremberg Code states,e"Th
voluntary consent of the human subject is absglgssential. This means that the person involvedldrhave
legal capacity to give consent, should be so gthias to be able to exercise free power of chartbput the
intervention of any element of force, fraud, deceitress, over-reaching or other ulterior form ongtraint or
coercion; and should have sufficient knowledge anthprehension of the elements of the subject matter
involved as to enable him to make an understandaiesnlightened decision."

The legal documentation of informed consent is ¢besent form signed by the subject, the investigato
person obtaining consent, and a witness (if reduiréhe ethical and, indeed, legal validity of cemisis,
however, dependent upon the process of informedeardrwhich requires the investigator to engagddtogue
or negotiation with the prospective subject. Thesemt form, therefore, should be used by the ifgestr as an
instrument to guide the negotiations with the peasive subject. The informed consent form must edglibe
elements of informed consent contained in the HA&@& FDA regulations. The IRB will review both the
consent form and the process of informed consegnsare its acceptability.
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The basic elements of the consent process, asediailow, include:
(1) Full disclosure of the nature of the research &edstbject's participation,
(2) Adequate comprehension on the part of the potesuigject, and
(3) The subject's voluntary choice to participate.

In most research activities, an informed conserdgtrbe obtained by the investigator or his/her desgfrom
each of the participants; or, in the case of thoseable to give consent (e.g., children, menteadiiarded),
consent must be obtained from their guardians gal leepresentatives. A copy of the informed conséould
be given to the person signing the form. The IRBapprove all consent documents and copies of wilche
kept on file by the IRB.

An investigator shall seek such consent only umileumstances that provide the prospective sulethe
representative sufficient opportunity to considdrether or not to participate and that minimize plasibility
of coercion or undue influence. The informationtttgagiven to the subject or the representativdl di&in
language understandable to the subject or thegepiative, and should be written at a sixth gradeling level.
No informed consent, whether oral or written, magiude any exculpatory language through which thgest
or the representative is made to waive or appeamatee any of the subject's legal rights, or redsasr appears
to release the investigator, the sponsor, thetiistn or its agents from liability for negligence.

In clear and non-technical language, subjects tmigtformed 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 wallhospitalization to receive treatments, statements
regarding medical procedures that will be perforraad whether any are experimental. Include how
many treatments will be given, how often and ovkawperiod of time.

(5) Any reasonably foreseeable risks or discomforts.

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

(7) Appropriate alternative procedures or courses edttnent, 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 compensation farynjand if so, what they consist of, or whereHart
information may be obtained.

(10)whom to contact for answers to pertinent questainsut the research, subjects' rights, and research-
related injury to the subject. Include completerqhaumbers and contact persons for various catgori
(about the specific study or about patient rightgeneral) of information that may become important
the subject at a later date. The contact for rebesubjects' rights should be the local IRB Chaspe.

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

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

(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 undervwthie subject may be terminated from participation
by the investigator without the subject's consemthsas when the subject does not follow the given
instructions given to them.

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

(4) An explanation of any consequences of a subjedlsntary withdrawal from the research and
procedures for orderly termination of participatimnthe subject to protect the welfare of the sttbje
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(5) A statement that the subject will be notified of aignificant new findings developed during the isau
of the research which may influence the subjedtlifigness to continue participation.
(6) Indicate the approximate number of subjects inviivethe study.

Other general guidelines to preparing informed eahdocuments:

(1) The use of the wording "I Understand" is inapprafgisince most subjects will not understand the
scientific and medical significance of all the stagnts. Also statements such as "This study has bee
fully explained to me" or "I fully understand théudy" 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 cieffit
factual information, and can constitute coercivituance over a subject.

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

(4) No unsubstantiated claims of effectiveness or guaptimistic 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 schedufmyrhents should be submitted to the IRB for
approval.

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

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

(8) FDA explicitly requires that consent forms be da#sdwell as signed by the subject or the subject's
legally authorized representative. HHS regulatidosiot explicitly require consent forms to be dated

(9) When the study subject population includes non-iEhgspeaking people, or if the Investigator has
reason to believe the subject does not fully cotmgmed English, or if the consent interviews will be
conducted in another language other than Englieh]RB requires a translated consent document. A
non-English speaking subject should receive a cbplye translated document.

(10)A person who speaks and understands English, lest mot read and write, can enroll by "marking their
mark" on the consent document. An impartial witneBsuld attest to the adequacy of the consent
process and that the subject voluntarily agrees.

(11)For research with children, children about the @ig& or 9 and above should sign assent; full canisen
signed by the parent or legal guardian (pleasealsegection on IRB Special Review Considerations —
Research Involving Children, for more informati@yarding assent and consent for this population).

(12)While most individuals assume that therapists aaghers act in the patient's or student's besesite
evidence has indicated that this assumption psrsien if the subjects are told that the activaty i
research and will have no direct benefit for th&imerefore, special care must be taken in thesegett
to ensure that the potential subjects understanddture of the research.

No informed consent, whether oral or written, maglude any exculpatory language through which thgest
is made to waive or appear to waive any of the exilgj legal rights, or releases or appears to geldae
investigator, the sponsor, the institution, or #&gents from liability for negligence (45 CFR 46.116

Examples of exculpatory language include the faithauy
« By agreeing to this use, you should understandythatwill give up all claim to personal benefit fino
commercial or other use of these substances.
« By consent to participate in this research, | gipeany property rights | may have in bodily fluidis
tissue samples obtained in the course of the relsear
« | waive any possibility of compensation for injwgithat | may receive as a result of participatiothis
research.

Examples of acceptable language include the foligwi

+ By consenting to participate, you authorize the asgour bodily fluids and tissue samples for the
research described above.
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- This hospital is not able to offer financial compation nor to absorb the costs of medical treatment
should you be injured as a result of participatmthis research.

«  This hospital makes no commitment to provide freedical care or payment for any unfavorable
outcomes resulting from participation in this reasha Medical services will be offered at the usual
charge.

Documentation of Informed Consent

Informed consent shall be documented by the usevaitten consent form approved by the IRB and esighy
the subject or the subject's legally authorizede®sgntative, and the person obtaining consent.p¥ sball be
given to the person signing the form. The confmmt may be either of the following:

(1) A written consent document that embodies the elésnehinformed consent listed above. This form
may be read to the subject or the subject's legailyhorized representative, but in any event, the
investigator shall give either the subject or thpresentative adequate opportunity to read it bdfas
signed; or

(2) A short form written consent document stating thatrequired elements of informed consent have been
presented orally to the subject or the subjectallg authorized representative. When this mettsod i
used, there shall be a witness to the oral presemta#\Iso, the IRB shall approve a written summafy
what is to be said to the subject or the represigateOnly the short form itself is to be signed the
subject or the representative. However, the witrsbsdl sign both the short form and a copy of the
summary, and the person actually obtaining conskeall sign a copy of the summary. A copy of the
summary shall be given to the subject or the remtasive, in addition to a copy of the short form.

Subjects who do not speak EnglisWhere informed consent is documented using shirt form
procedure for non-English speaking subjects, thgemrinformed consent document should embody, in
language understandable to the subject, all thmezles necessary for legally effective informed
consent. When this procedure is used with subjgbtsdo not speak English, (i) the oral presentatio
and the short form written informed consent docunstould be in a language understandable to the
subject; (ii) the approved English language infadmensent document may serve as the summary; and
(iiif) the witness should be fluent in both Englestd the language of the subject.

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

With appropriate justification, the IRB may waiveet documentation requirement for informed consdbt (
CFR 46.117). Investigators contemplating such quest should discuss this with the IRB staff before
submitting their protocol for approval.

An IRB may waive the requirement for the investigab obtain a signed consent form for some osuatljects
if it finds either:

(1) That the only record linking the subject and thseegch would be the consent document and the
principal risk would be potential harm resultingrfr a breach of confidentiality. Each subject wil b
asked whether the subject wants documentatiomlinitie subject with the research, and the subject's
wishes will govern (note that FDA does NOT providat an IRB may waive the requirement for signed
consent when the principal risk is a breach of iclemttiality because FDA does not regulate studies,
which would fall into that category of research); o

(2) That the research presents no more than minimabfiearm to subjects and involves no procedures fo
which written consent is normally required outsidi¢he research context.
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In cases in which the documentation requirementadied, the IRB may require the investigator tovinte
subjects with a written statement regarding theassh.

Informed Consent Alterations and Waivers

With appropriate justification, the IRB may waiveetrequirement for informed consent (45 CFR 46.(M)p
Investigators contemplating such a request shoidduds this with the IRB staff before submittingith
protocol for approval.

The IRB may approve a consent procedure, which doesiclude, or which alters, some or all of thengents
of informed consent, or waive the requirements bbaim informed consent provided the IRB finds and
documents that:

(1) The research involves no more than minimal risth&osubjects;

(2) The waiver or alteration will not adversely afféoe rights and welfare of the subjects;

(3) The research could not practicably be carried dtlitout the waiver or alteration; and

(4) Whenever appropriate, the subjects will be provideith additional pertinent information after

participation.

Investigators may use the following OHRP Decisidm to help determine 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))?

| No | Yes

No waiver or alteration. |

2. Is it 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 Yes

4. Will pertinent information be provided to No waiver or alteration.
subjects later, if appropriate?

Yes No

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

No waiver or alteration.
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FDA provides for an exception from the informed semt requirements only in emergency situations. The
provision is based on the Medical Device Amendment$976, but may be used in investigations invavi
drugs, devices, and other FDA regulated productstirations described in 20 CFR 50.23. FDA haother
provision for waiving or altering elements of infioed consent under certain conditions, becauseypes tof
studies, which would qualify for such waivers aitber not regulated by FDA.

FDA Exception From Informed Consent Requirement: Energency Use

Even for an emergency use, the investigator isiredjtio obtain informed consent of the subjecther subject's
legally authorized representative unless both tliedtigator and a physician who is not otherwistigipating
in the clinical investigation certify in writing ladf the following [21 CFR 50.23(a)]:
(1) The subject is confronted by a life-threateningatibn necessitating the use of the investigatidnad
or device.
(2) Informed consent cannot be obtained because ofatrility to communicate with, or obtain legally
effective consent from the subject.
(3) Time is not sufficient to obtain consent from tiuject's legal representative.
(4) No alternative method of approved or generally gaized therapy is available that provides an equal
greater likelihood of saving the subject's life.

If, in the investigator's opinion, immediate usetlud investigational drug or device is requiregteserve the
subject's life, and if time is not sufficient totalm an independent physician's determination thatfour

conditions above apply, the clinical investigatoosld make the determination and, within 5 workitays after
the use of the article, have the determinationerggd and evaluated in writing by a physician whaads

participating in the clinical investigation. Thevastigator must notify the IRB within 5 working dagfter the
use of the investigational drug or device [21 CER2S(c)].

FDA Exception from Informed Consent Requirements fo Emergency Research

For FDA regulated studies, the informed consenuireqments can only be waived if the IRB (with the
concurrence of a licensed physician who is a member consultant to the IRB and who is not otheewi
participating in the clinical investigation) findasd documents each of the following for emergersgarch:

(1) The human subjects are in a life-threatening sdnatavailable treatments are unproven or
unsatisfactory, and the collection of valid sciotevidence, which may include evidence obtained
through randomized placebo-controlled investigajois necessary to determine the safety and
effectiveness of particular interventions.

(2) Obtaining informed consent is not feasible because:

a. The subjects will not be able to give their infodneonsent as a result of their medical
condition;

b. The intervention under investigation must be adstared before consent from the subjects’
legally authorized representatives is feasible; and

c. There is no reasonable way to identify prospectivbe individuals likely to become eligible
for participation in the clinical investigation.

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

a. Subjects are facing a life-threatening situaticat tiecessitates intervention;

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

c. Risks associated with the investigation are redsenia relation to what is known about the
medical condition of the potential class of sulgethe risks and benefits of standard therapy, if
any, and what is known about the risks and benefitlse proposed intervention or activity.

(4) The clinical investigation could not practicably ceried out without the waiver.
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(5) The proposed investigational plan defines the lenajtthe potential therapeutic window based on
scientific evidence, and the investigator has camewchito attempting to contact a legally authorized
representative for each subject within that windofvtime and, if feasible, to asking the legally
authorized representative contacted for consertitwithat window rather than proceeding without
consent. The investigator will summarize effortsdm&o contact legally authorized representatives an
make this information available to the IRB at timeet of continuing review.

(6) The IRB has reviewed and approved informed congmtdedures and an informed consent document
consistent with 21 CFR 50.25. These proceduregtanthformed consent document are to be used with
subjects or their legally authorized representatire situations where use of such procedures and
documents is feasible. The IRB has reviewed andoapp procedures and information to be used when
providing an opportunity for a family member to etf to a subject’s participation in the clinical
investigation.

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

a. Consultation (including, where appropriate, corstidh 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 thieical 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 expectetkfiés;

c. Public disclosure of sufficient information follomg completion of the clinical investigation to
apprise the community and researchers of the stndiyding the demographic characteristics
of the research population, and its results;

d. Establishment of an independent data monitoringmittee to exercise oversight of the clinical
investigation; and

e. If obtaining informed consent is not feasible andegally authorized representative is not
reasonably available, the investigator has comajiifdeasible, to attempting to contact within
the therapeutic window the subject’'s family membeno is not a legally authorized
representative, and asking whether he or she abjedhe subject’s participation in the clinical
investigation. The investigator will summarize effomade to contact family members and
make this information available to the IRB at timeet of continuing review.

The investigator (and ultimately the IRB) is resgibfe for ensuring that procedures are in placeflarm, at
the earliest feasible opportunity, each subjectjf dhe subject remains incapacitated, a legallyhatized
representative of the subject, or if such a repiasi@e is not reasonably available, a family memioé the
subject’s inclusion in the clinical investigatiadhge details of the investigation and other infolioratcontained
in the informed consent document, and that he erms@ly discontinue the subject’s participation gt aime
without penalty or loss of benefits to which thebjsgt is otherwise entitled. If a legally authodze
representative or family member is told about ti@aal investigation and the subject’s conditiomgroves, the
subject is also to be informed as soon as feadftdesubject is entered into a clinical investigatwith waived
consent and the subject dies before a legally autt representative or family member can be cdethc
information about the clinical investigation iskie provided to the subject’s legally authorized-espntative or
family member, if feasible.

Protocols involving an exception to the informechgent requirement must be performed under a separat
investigational new drug application (IND) or intigational device exemption (IDE) that clearly ititas
such protocols as protocols that may include sibjetio are unable to consent. The submission afetho
protocols in a separate IND/IDE is required eveanfIND for the same drug product or an IDE for siaene
device already exists.

If the IRB determines that it cannot approve aictihinvestigation because the investigation dassmeet the
above-mentioned criteria or because of other ralesthical concerns, the IRB will document its fimgs and
provide these findings promptly in writing to thdinccal investigator and to the sponsor of the ichih
investigation. The sponsor of the clinical inveatign must promptly disclose this information toAD
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Cognitively Impaired Subjects

Studies involving subjects who are decisionally anpd may take place over extended periods. Th IR
should consider whether periodic re-consentingnaividuals should be required to ensure that aestls;
continued involvement is voluntary. The IRB maguge that Investigators re-consent subjects #dldang into
account the study’s anticipated length and the itiondof the individuals to be included (e.g., sadip with
progressive neurological disorders). Additionalhe IRB should consider whether, and when, it khoequire

a reassessment of decision-making capacity.

Use of Facsimile or Mail to Document Informed Consat

In rare circumstances, depending upon the design sitidy, the IRB may approve a process that allins
informed consent document to be delivered by mdihosimile to the potential subject or the potaintubject’s
legally authorized representative and to conduetdbnsent interview by telephone when the subjech®
legally authorized representative can read theardrdocument as it is discussed. The consent datumust
be returned to the Investigator with the signatfrthe subject or subject's legally authorized egpntative, by
mail or facsimile, before any research procedurag be implemented All other applicable conditions for
documentation of informed consent must also bewhen using this procedure.

AUDIOTAPING, VIDEOTAPING, AND STILL PHOTOGRAPHY

Investigators’ plans for recording data should ree@rospective IRB review and be included in thioimed
consent process. Plans to destroy, share, orvarthé recordings should also be discussed witiRBeand
with study participants. If an investigator chaose archive recordings but obscure the identdfgsarticipants
in publication, then plans for protecting the cdefitiality of the original study records must disoaddressed.

Occasionally, although investigators prefer to rdawr photograph participants, they state that teyd carry
out their research without such recordings. Irs¢heases, participants should be provided withpgromunity
to consent or decline to consent to recordingss frtay be assured by providing separate consemisfarne to
participate in the research, and one to particiatiee recordings.

REVIEW OF INVESTIGATOR QUALIFICATIONS

The IRB will review investigator qualifications amtust be assured that:
(1) The investigator has the appropriate qualificatiand licensure to carry out the procedures invglvin
human subjects with an acceptable degree of nek, a
(2) The investigator has adequate facilities to conthetesearch with an acceptable degree of risk.

STATE LAWS

Every state has its own statutes, regulationscasd law that may impose requirements on the i@spaocess
that add to or are different from what federal l@guires. Although some federal laws in esseneertale”
conflicting state laws, this is generally not tlzese with state laws relating to the research psoc&hese laws
vary considerably from 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
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(7) HIV/ISTD reporting requirements

(8) Laws about referral fees and recruitment methods

(9) Laws governing clinical research

(10)Laws about investigational drugs

(11)Laws about vulnerable patients

(12)Laws about medical practice and delegation of atithtm perform procedures.

Investigators should contact their state departraEhealth, an attorney experienced in health e or their
local IRB department if they are unsure of pertirstate laws.

IRB SPECIAL REVIEW CONSIDERATIONS

RESEARCH INVOLVING CHILDREN

The special vulnerability of children makes consatien of involving them as research subjects palerly
important. To safeguard their interests and to gmotthem from harm, special ethical and regulatory
considerations are in place for reviewing researeblving children. Research that is contrary te tights and
welfare of child-subjects is prohibited.

Children are defined in the HHS regulations as sSpes who have not attained the legal age for cortsen
treatments or procedures involved in the researntder the applicable law of the jurisdiction in ahithe
research will be conducted”, 45 CFR 46.402(a).

Analysis of Probable Risks, Possible Benefits, arssociated Discomforts

The IRB review of research involving children adbjsats will consider the benefits, risks, and dmstarts
inherent in the proposed research and assessjubéfication in light of the expected benefits ttee child-
subject or to society as a whole. In calculating ttegree of risk and benefit, the IRB will weighe th
circumstances of the subjects under study, the imatof risks that may accrue from the researcicguiures,
and the potential benefits the research may praeidiee subjects or class of subjects.

Federal regulations require the IRB to classifyeagsh involving children into one of four categsrignd to
document its discussions of the risks and benefitthe research study. The four categories of rebea
involving children that may be approved by the IRBsed on degree of risk and benefit to individudljects,
are as follows:

(1) Research not involving greater than minimal risk.

(2) Research involving greater than minimal risk, buoesenting the prospect of direct benefit to an
individual subject. Research in this category iprapable provided: (a) the risk is justified by the
anticipated benefit to the subject; and (b) thatre@hship of risk to benefit is at least as favteads any
available alternative approach.

(3) Research involving greater than minimal risk with prospect of direct benefit to individual subjects
but likely to yield generalizable knowledge abdu¢ subject's disorder or condition. Research is thi
category is approvable provided: (a) the risk re@nés a minor increase over minimal risk; (b) the
intervention or procedure presents experiencesljests that are reasonably commensurate with those
inherent in their actual or expected medical, depsychological, social, or educational settingsd
(c) the intervention or procedure is likely to yigeneralizable knowledge about the subject's diésor
or condition that is of vital importance for thedaemstanding or amelioration of the subject's disout
condition.
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(4) Research that is not otherwise approvable, buthwhiesents an opportunity to understand, prevent, o
alleviate a serious problem affecting the healthvelfare of children. Research that is not appréeab
under the above three categories may be conduntedipd that the IRB (and, if funded by DHHS, the
Secretary after consultation with a panel of exg)efinds that the research presents a reasonable
opportunity to further the understanding, prevemtiar alleviation of a significant problem affe@ithe
health and welfare of children. The panel of expartist also find that the research will be condliie
accordance with sound ethical principles.

In all cases, the IRB will determine that adequmtevisions have been made for soliciting the asseahildren
and the permission of their parents or guardians.

Central to the IRB's consideration of research lwiag children is the determination of what congtis
minimal risk. Procedures that usually present neenmtban minimal risk to a healthy child includeinatyses,
obtaining small blood samples, EEGs, allergy strégsts, minor changes in diet or daily routinel/anthe use
of standard psychological or educational tests. d$messment of the probability and magnitude ofridie
however, may be different in sick children and mrayy depending on the diseases or conditions thpcis
may have. For example, obtaining blood samples fdmmophiliac child may present more than minins
to the child. On the other hand, the IRB may coasitiat children suffering from chronic illnessebonare
accustomed to invasive procedures are placed atadimisk by involvement in similar research progesk, in
contrast to children who have not had such expeenThe IRB will also consider the extent to whiebsearch
procedures would be a burden to any child, regssdt# whether the child is accustomed to the pregos
procedures.

Procedures that exceed the limits of minimal rigkyrbe difficult to define in the abstract, but shilwoot be too
difficult to identify on a case-by-case basis. Rislprocedures might include biopsy of internalasrg, spinal
taps, or the use of drugs whose risks to childaremot yet been established. Behavioral intergaatiikely to
cause psychological stress may also exceed mimighal

In assessing the possible benefits of researchvarigon, the IRB will consider the variability hrealth statuses
among potential subjects. For example, a potestibject might be a normal, healthy child, or ackho has
been exposed to a disease or a toxin (e.g., mezoegas or lead) where it is known that a percentigbe
children exposed will actually experience untowaohsequences. A child may also be in an early sthte
disease, e.g., an HIV-infected child, or may atyusiiffer from disease or other significant medicahdition.
Thus the IRB will take into account the current Itteatatus of a child and the likelihood of progies to a
worsened state without research intervention.

The issue of Phase 1 drug studies deserves sgeaisideration. The usual approach to designing dtudjes
involving children as subjects is for appropriatadges to be conducted first in animals, adultsy] aider
children before young children are involved as aesle subjects. There are some studies, howevavhich
data may not be entirely generalizable from oldgpyations, and in which the existence of life-Hieming
conditions for children are important consideragian the IRB's risk/benefit analysis. The requiramtr
previous testing in adults or older children maystimot be appropriate. Furthermore, some diseasedfis to
children may require that children be involved with data from older groups (e.g., there is no adoltlel that
mimics the state of HIV-infected newborns; Wilmsinor and various cancers such as neuroblastomet affe
infants who do not survive into older childhoodi) dome cases "tandem” studies in older populataoms
children may be justifiable. For example, some Bhasstudies in children might be based on only
pharmacologic safety and toxicity data (completdthd® 1 and ongoing Phase 2) but without complete
effectiveness data from trials in adults and old@idren. If the IRB approves a Phase 1 drug ttie, consent
document must specify what is known about the gritibathat, and the degree to which, an intervemtiill

be of possible benefit based on all of these data.
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Consent Process

When children or minors are involved in researble, tegulations require the assent of the child imomand
the permission of the parent(s), in place of theseat of the subjects.

Given that children have not reached their fulkligictual and emotional capacities and are legatigble to
give valid consent, involving children in researelquires the permission of their parents or legailthorized
representatives. The IRB will determine whetherghemission of both parents is necessary, anddhditions
under which one parent may be considered "not neddp available” (examples of circumstances in Wwhic
parental permission may be inappropriate are diszldelow). In addition, the IRB will determine tha
adequate provisions are made for soliciting theratsef the children, when in the judgment of thd ke
children are capable of providing assent.

The IRB may find that the permission of one paiemufficient for research to be conducted undee@ay 1,
minimal risk research, or Category 2, researchliing greater than minimal risk but presenting pnespect of
direct benefit to individual subjects. Where reshas covered by Categories 3 and 4, and permigsitm be
obtained from parents, both parents must give theimmission, unless one parent is deceased, unknown
incompetent, or not reasonably available, or whely @ne parent has legal responsibility for theecand
custody of the child.

While children may be legally incapable of givingdrmed consent, they nevertheless may possesbifity

to assent to or dissent from participation. Outesfpect for children as developing persons, childiteould be
asked whether or not they wish to participate m iasearch, particularly if the research: (1) doasinvolve
interventions likely to be of benefit to the sultge@and (2) the children can comprehend and appeeeihat it
means to be a volunteer for the benefit of othEne. IRB must determine for each protocol - depegndim such
factors as the nature of the research and thestages, and condition of the proposed subjectsethdr all or
some of the children are capable of assenting ticeation. Where appropriate, the IRB may chotmseeview
on a case-by-case basis whether assent shouldubbtsoom given individual subjects. While asseninbt
required to be sought from children starting apecsgic age, assent will be sought when, in thegment of the
IRB, the children are capable of providing thesed, taking into account the ages, maturity, asytipological
state of the children involved.

When the research offers the child the possibiftg direct benefit that is important to the healthwell-being

of the child and is available only in the contektlee research, the IRB may determine that thenagsfethe
child is not necessary. Additionally, in such cir@tances a child's dissent, which should normallyelspected,
may be overruled by the child's parents, at the'dRBscretion. When research involves the provisibn
experimental therapies for life-threatening dissamech as cancer, however, the IRB will be sersttvthe fact
that parents may wish to try anything, even whanlikelihood of success is marginal and the prdigtof
extreme discomfort is high. Should the child notslwito undertake such experimental therapy, difficul
decisions may have to be made. In general, if ilild s a mature adolescent and death is immirtaetchild's
wishes should be respected.

When the IRB determines that the assent of thel ¢hitequired, it will also determine that the psians for
obtaining and documenting assent are adequate .chiife should be given an explanation of the prodose
research procedures in a language that is apptepoahe child's age, experience, maturity, anditimn. This
explanation should include a discussion of anyaiigorts and inconveniences the child may experiéroe or
she agrees to participate.

For some research activities, the IRB may requied either an IRB member or an advocate for thid die
present during the assent and permission procetiuresify the child's understanding and to supfiegtchild's
preferences. The IRB may also require that themp@eor a close family member be present durirg th
research, especially if a young child will be exgb$o significant discomfort or inconvenience, fothie child
will be required to spend time in an unfamiliarqda
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The requirement for parental permission may be pr@miate in some cases. Examples include research
involving older adolescents who, under applicable, Imay consent on their own behalf for selectedttnents
(e.g., treatment for venereal disease, drug almrsemotional disorders). In other research (eagearch on
child abuse or neglect), there may be serious dastib whether the parents' interests adequatiéctrehe
child's interests. In these types of cases, thewiBconsider the development of alternative pichoes, on a
case by case basis, for protecting the rights amdsts of the children asked to participate uiiclg, perhaps,

the court appointment of special guardians.

Parental permission may sometimes be insufficieqrotect the child's interests. In cases involtnagsplants
(e.g., of bone marrow or a kidney) between minbiirgjs, the parents' concern for the afflicted athitay
interfere with their consideration of the best iet#s of the healthy donor. Therefore, the IRB roagsider
other alternatives, such as asking for court re\aéthe parents' decision.

The IRB will consult legal counsel about the apgitity of any state laws affecting consent for freposed
research. The IRB will make itself aware of the afjenajority in the state as well as laws or calgtisions
that might limit the right of parents to consent lmghalf of their children in certain circumstancage and
conditions of emancipation will differ from state state. In some states the age at which a chitdgoae
consent to medical care differs depending on thdieaé condition involved (e.g., venereal diseasd@s)e
federal regulations require that all research #ms/must comply not only with the regulations bigo with the
law of the state in which they are performed.

Exemption From Review

The exemption (see exemption category 2 under Ettengpfrom IRB Review), for research involving seyv
or interview procedures or observation of publibdeor, does not apply to research with childreegt for
research involving observations of public behavitnen the investigator(s) do not participate in éativities
being observed. The remaining exemptions in cayeg@an apply to research involving children.

Wards of the State

The federal regulations providing special protedidor children include additional limitations omnse
research involving children who are wards of theesior any other agency, institution, or entity. &ihthe
research involves greater than minimal risk to shkjects with no prospect of direct benefit to wdlial
subjects, the research must either be relatedeio $skatus as wards, or else be conducted in sshoamps,
hospitals, institutions, or similar settings in aiithe majority of children involved as subjects aot wards.
The IRB will require, for each child who is a warappointment of an advocate in addition to any iothe
individual acting on behalf of the child as a guandor in loco parentis.

The IRB will be particularly concerned with the glvement of HIV-infected children who are in fostare,
but who are also not wards. Many of these childaem from racial or ethnic minorities. The IRB wiive
special attention to groups of children such aseheho, while they need special protections, shookdbe
denied the opportunity to participate in reseahet may potentially be of benefit to them.

Finally, whenever institutionalized children midbg involved in research, care should be taken sorenthat
they are not included as participants simply beeafisheir availability to the investigator.

RESEARCH INVOLVING PRISONERS

Inasmuch as prisoners may be under constraintubead their incarceration, which could affect thahility to
make a truly voluntary and uncoerced decision wdrethr not to participate as subjects in researdhiH®
regulations at 45 CFR 46, subpart C provide addfigorotections pertaining to biomedical and betai
research involving prisoners as subjects.
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The provisions of subpart C apply to any reseamhdacted or supported by Midwest Division in which
prisoners are subjects. This includes research itivalves individuals who are prisoners at the etirof
enrollment in the research or individuals who bee@risoners after they become enrolled in the rekealn
the latter situation, it is unlikely that review tifie research and the consent document contempiaged
constraints imposed by incarceration.

"Prisoner" is defined by HHS regulations at 45 ¥Rt 46.303(c) as "any individual involuntarily doed or
detained in a penal institution. The term is indegh to encompass individuals sentenced to suchsaitution
under a criminal or civil statute, individuals detd in other facilities by virtue of statutes anumitment
procedures which provide alternatives to criminabsgcution or incarceration in a penal institutiamd
individuals detained pending arraignment, trialsentencing."

When the IRB reviews a protocol involving prisonass subjects, the composition of the IRB will dgtihe
following requirements of HHS regulations at 45 C#=304(a) and (b):

» A majority of the IRB (exclusive of prisoner meerb) will have no association with the prison(s)
involved, apart from their membership on the IRB.

» At least one member of the IRB will be a prisqnar a prisoner representative with appropriate
background and experience to serve in that capaeigept that where a particular research progect i
reviewed by more than one IRB, only one IRB nedisfyathis requirement.

Midwest Division’s IRB has at least one prisonepresentative who has a close working knowledge,
understanding, and appreciation of prison conditiftom the perspective of the prisoner. The peson
representative is present at every IRB meetingyhith a protocol involving prisoners as subjectseisiewed,

for all types of review of the protocol (includinigitial review, continuing review, review of protoic
amendments, and review of reports of unanticipptetilems involving risks to subjects). The curhicn vitae

of the prisoner representative, serving on the i@ file in the IRB office and with OHRP.

Permitted Research Involving Prisoners
The categories of permissible research involvinggmers are the following:

*[Note that the definition of minimal risk for poser research at 45 CFR 46.303(d) differs fromdesenition
of minimal risk for other research, contained in @bR 46, subpart A, 45 CFR 46.102(i). Minimal rigk
prisoners, “is the probability and magnitude of gibgl or psychological harm that is normally endeuted in
the daily lives, or in the routine medical, dentalpsychological examination of healthy persohs.

(1) Study of the possible causes, effects, and prosegsacarceration, and of criminal behavior, pded
that the study presents no more than minimal risk @0 more than inconvenience to the subjects;

(2) Study of prisons as institutional structures ormpdsoners as incarcerated persons, provided tleat th
study presents no more than minimal risk and ncertfzain inconvenience to the subjects;

(3) Research on conditions particularly affecting pmess as a class (for example, vaccine trials aherot
research on hepatitis which is much more prevdleptrisons than elsewhere; and research on social
and psychological problems such as alcoholism, dddjction, and sexual assaults) provided that the
study may proceed only after the Secretary (throO$tRP) has consulted with appropriate experts
including experts in penology, medicine, and ethéegl published notice, in the Federal Registehjof
intent to approve such research ; or

(4) Research on practices, both innovative and accepteidh have the intent and reasonable probability
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of improving the health or well-being of the sulbjedn cases in which those studies require the
assignment of prisoners in a manner consistent gvibtocols approved by the IRB to control groups
which may not benefit from the research, the stodyy proceed only after the Secretary (through
OHRP) has consulted with appropriate experts inotuéxperts in penology, medicine, and ethics, and
published notice, in the Federal Register, of tiierit to approve such research.

IRB Review of Research Involving Prisoners

When the IRB is reviewing a protocol in which aspner is a subject, the IRB will make, in addittorother
requirements under 45 CFR 46, subpart A, severiaddi findings under 45 CFR 46.305(a), as follows:

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

(2) Any possible advantages accruing to the prisorreuth his or her participation in the research, nvhe
compared to the general living conditions, medaaak, quality of food, amenities and opportunity fo
earnings in the prison, are not of such a magnithdé his or her ability to weigh the risks of the
research against the value of such advantageseitirttited choice environment of the prison is
impaired,;

(3) The risks involved in the research are commensuvakerisks that would be accepted by non-prisoner
volunteers;

(4) Procedures for the selection of subjects within gheon are fair to all prisoners and immune from
arbitrary intervention by prison authorities orgamers. Unless the principal investigator provittes
the IRB justification in writing for following somether procedures, control subjects must be selecte
randomly from the group of available prisoners wieet the characteristics needed for that particular
research project;

(5) The information is presented in language whicmideustandable to the subject population;

(6) Adequate assurance exists that parole boards etillake into account a prisoner's participatiomhia
research in making decisions regarding parole,eawh prisoner is clearly informed in advance that
participation in the research will have no effecthis or her parole; and

(7) Where the IRB finds there may be a need for folignexamination or care of participants after the en
of their participation, adequate provision has besde for such examination or care, taking into
account the varying lengths of individual prisohessntences, and for informing participants of this
fact.

These seven additional findings made by the IRB 8l documented in the minutes of the IRB meeting,
which the protocol was reviewed as a prison study.

Approval of Research Involving Prisoners
For research conducted or supported by Midwestsigigito involve prisoners, two actions must occur:
(1) Midwest Division must certify to the Secretary @tbhgh OHRP) that the IRB has reviewed and
approved the research under 45 CFR 46.305; and
(2) The Secretary (through OHRP) must determine treaptbposed research falls within the categories of
research permissible under 45 CFR 46.306(a)(2).

After a protocol involving prisoners as subjects baen approved by the IRB, the IRB Administratdl send
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a certification letter that the IRB has made theegeadditional findings required under 45 CFR 46(a), along
with a copy of the research protocol, informed emmsdocument, Application for Study Review, and
Application for Research Involving Prisoners to MR

Research involving prisoners as subjects may not proceed until OHRP issues its approval in writing to Midwest
Division on behalf of the Secretary under 45 CFR 46.306(a)(2).

Following receipt of the research proposal, OHRR determine which, if any, of the four categoriet
research permissible under HHS regulations at 48 @5.306(a)(2) the proposed research meets. OHRP w
consult with appropriate experts with respect tate research that falls under categories (3) (@hdas noted
above. When applicable, OHRP also will publistiiie Federal Register a notice of intent to appreweh
research. OHRP will issue its approval or lackebéin writing to the institution on behalf of ti&ecretary
under 45 CFR 46.306(a)(2).

Once an approval letter is received from OHRP i HRB office, a copy of the letter and a non-cogint
approval letter from the IRB will be forwarded teetinvestigator. At this point, and this pointygninay an
investigator begin to recruit prisoners as subjects

Frequently Asked Questions

(1) Does subpart C apply only where the resear ch targets prisoners as subjects?
Answer: No, subpart C applies whenever any human subijextresearch protocol becomes a prisoner
at any time during the study.

(2) What should an investigator do if a subject becomes a prisoner after enrollment in research?
Answer: The investigator should report this situatiorite IRB immediately.

(3) What should be done when a subject becomes a prisoner after enrollment in a study, which was not
reviewed and approved by the IRB in accordance with the requirements of subpart C?
Answer: When a previously enrolled research subject besoanprisoner and the relevant research
protocol was NOT reviewed and approved by IRB imocadance with the requirements of HHS
regulations at 45 CFR part 46, subpart C, the jpaténvestigator should promptly notify the IRB of
this event. All research interactions and inteti#s with, and obtaining identifiable private
information about, the now-incarcerated prisondajatt must cease until the requirements of sulipart
have been satisfied with respect to the relevastopol.

NOTE: OHRP has allowed one important exceptionspacial circumstances in which the principal
investigator asserts that it is in the best intsre$ the subject to remain in the research stubijew
incarcerated, the IRB Chairperson may determine tthex subject may continue to participate in the
research until the requirements of subpart C drsfieal.

Upon receipt of notification that a previously died research subject has become a prisoner, tBe IR
will promptly re-review the protocol in accordanegh the requirements of subpart C if the principal
investigator wishes to have the prisoner subjecticoe to participate in the research.

(4) Is an adolescent (e.g., age 14) detained in a juvenile detention facility a prisoner?
Answer: Yes. In addition to subpart C, most likely sutbfiawould also apply.

(5) Canresearch involving prisoners be expedited?
Answer. Yes, however, OHRP recommends that the conviRBdeview research involving prisoners
as human subjects. At Midwest Division only couiity review of research involving prisoners under
the following conditions may be reviewed via an ediped review procedure:
a. Where (i) the research is permanently closed toetmmliment of new subjects; (ii) all
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subjects have completed all research-related iatgions; and (iii) the research remains
active only for long-term follow-up of subjects; or

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

c. Where the remaining research activities are limitedata analysis

(6) Do the exemptions apply to research involving prisoners?
Answer: The exemptions [at 45 CFR 46.101(b)] do not appisesearch involving prisoners.

(7) What isthe definition of minimal risk for prisoner research?
Answer: For research involving prisoners, the definit@imminimal risk requires reference to physical
or psychological harm, as opposed to harm or dismanto risks normally encountered in the daily
lives, or routine medical, dental or psychologeghmination of healthy persons.

"Minimal risk is the probability and magnitude ohysical or psychological harm that is normally
encountered in the daily lives, or in the routinedical, dental, or psychological examination oflthga
persons.”

RESEARCH INVOLVING PREGNANT WOMEN, HUMAN FETUSES, A ND NEONATES

DHHS regulations at 45 CFR 46, subpart B providditamhal protections pertaining to biomedical and
behavioral research involving pregnant women, hufeauses, and neonates as subjects.

Midwest Division’s IRB will review research coverbg this subpart and approve only research, whatisfses
the conditions of all applicable sections of thibzart.

Research involving pregnant women or fetuses (45 G&46.204)

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

(1) Where scientifically appropriate, pre-clinical ses] including studies on pregnant animals, andazl
studies, including studies on non-pregnant womane lbeen conducted and provide data for assessing
potential risks to pregnant women and fetuses;

(2) The risk to the fetus is caused solely by intenegst or procedures that hold out the prospect rafcti
benefit for the woman or the fetus; or, if theremégssuch prospect of benefit, the risk to the fetusot
greater than minimal and the purpose of the rebesrdhe development of important biomedical
knowledge which cannot be obtained by any othemsiea

(3) Any risk is the least possible for achieving thgeabves of the research;

(4) If the research holds out

a. The prospect of direct benefit to the pregnant wgma
b. The prospect of a direct benefit both to the pregmeman and the fetus, or
c. No prospect of benefit for the woman nor the fetdeen risk to the fetus is not greater than
minimal and the purpose of the research is theldpaeent of important biomedical knowledge
that cannot be obtained by any other means,
and the woman’s consent is obtained;

(5) If the research holds out the prospect of directelie solely to the fetus, then the consent of the
pregnant woman and the father is obtained, exbeptie father's consent need not be obtainedid he
unable to consent because of unavailability, incetence, or temporary incapacity or the pregnancy
resulted from rape or incest;

(6) Each individual providing consent under (4) and ®)fully informed regarding the reasonably
foreseeable impact of the research on the fetnsanate;

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

(8) No inducements, monetary or otherwise, will be i@fteto terminate a pregnancy;

(9) Individuals engaged in the research will have nd paany decisions as to the timing, method, or
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procedures used to terminate a pregnancy; and
(10)Individuals engaged in the research will have no ipadetermining the viability of a neonate.

Research involving neonates (45 CFR 46.205)

Neonates of uncertain viability and nonviable néesamay be involved in research if all of the faling
conditions are met:
(1) Where scientifically appropriate, pre-clinical aglohical studies have been conducted and provide da
for assessing potential risks to neonates.
(2) Each individual providing consent is fully informeegarding the reasonably foreseeable impact of the
research on the neonate.
(3) Individuals engaged in the research will have n ipadetermining the viability of a neonate.
(4) The following requirements have been met as afghkca

a. Neonates of uncertain viabitityntil it has been ascertained whether or nat@nate is viable, a
neonate may not be involved in research coverethisysubpart unless the following additional
conditions have been met:

1. The IRB determines that:
i. The research holds out the prospect of enihgrihe probability of survival of the neonate to
the point of viability, and any risk is the le@sissible for achieving that objective, or
ii. The purpose of the research is the devatant of important biomedical knowledge which
cannot be obtained by other means and there willdbadded risk to the neonate resulting
from the research; and
2. The legally effective informed consent of eitharent of the neonate or, if neither parent le &t
consent because of unavailability, incompetencetemporary incapacity, the legally effective
informed consent of either parent's legally autteti representative is obtained in accord with
subpart A, except that the consent of the fathdriolegally authorized representative need not be
obtained if the pregnancy resulted from rape ogshc

b. Nonviable neonateéfter 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 beifigtally maintained;

2. The research will not terminate the heattloe respiration 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 alterati@mvigions do not apply. However, if either parent
is unable to consent because of unavailabilityonmgetence, or temporary incapacity, the
informed consent of one parent of a nonviable neomall suffice to meet the requirements,
except that the consent of the father need notbb&ired if the pregnancy resulted from rape or
incest. The consent of a legally authorized reptegiwe of either or both of the parents of a
nonviable neonate will not suffice to meet the ieguents.

c. Viable neonates\ neonate, after delivery, that has been detexthio be viable may be included in
research only to the extent permitted by andcccoad with the requirements of subparts A and D
(Additional Protections for Children Involved &abjects in Research).

Research involving, after delivery, the placentahe dead fetus or fetal material (45 CFR 46.206)
Research involving, after delivery, the placente tead fetus; macerated fetal material; or céisue, or
organs excised from a dead fetus, shall be conduxtly in accord with any applicable Federal, Statdocal

laws and regulations regarding such activitiest riore information please contact the IRB office.
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If information associated with the above mentioneterial is recorded for research purposes in anerathat
living individuals can be identified, directly dnrbugh identifiers linked to those individuals, $kandividuals
are research subjects and all pertinent subpartapgolicable.

Research not otherwise approvable which presents avpportunity to understand, prevent, or alleviate a
serious problem affecting the health or welfare opregnant women, fetuses, or neonates (45 CFR 46.207

The Secretary will conduct or fund research thatlRB does not believe meets the requirements af &£204
or Sec. 46.205 only if:

(1) The IRB finds that the research presents a reakongiportunity to further the understanding,
prevention, or alleviation of a serious problemeafing the health or welfare of pregnant women,
fetuses or neonates; and

(2) The Secretary, after consultation with a panelxgiegts in pertinent disciplines (for example: scien
medicine, ethics, law) and following opportunity foublic review and comment, including a public
meeting announced in the Federal Register, haswieted either:

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

1. The research presents a reasonable opportunityrtbef the understanding, prevention, or
alleviation of a serious problem affecting the tear welfare of pregnant women, fetuses or
neonates;

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

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

SUBJECTS IN "TREATMENT IND" STUDIES

Informed consent is especially important in treattngse situations because the subjects are deslyatband
particularly vulnerable. They will be receiving dieations, which have not been proven either safe o
effective, in a clinical setting. Both the settiagd their desperation may work against their ighit make an
informed assessment of the risks involved. The RI&t ensure that potential subjects are fully avedrthe
risks involved in participation.

The IRB should also pay particular attention toafiment INDs in which the subjects will be chargedthe
cost of the drugs. The question here is one oita&ga selection and the involvement in researchubrierable
populations, particularly economically disadvanthgeersons [21 CFR 56.111(a)(3)]. If subjects Vod
charged for use of the investigational drug or deyvieconomically disadvantaged persons would lilkedy
excluded from participation. The stated purposthefTreatment IND exemption is to facilitate theitability
of promising new drugs to desperately ill patiewtsile obtaining additional data on the drug's safetd
effectiveness. Charging for participation may pundel economically disadvantaged persons as a dlass f
receiving access to investigational drug or devicdhe IRB will need to balance this interest aghitihe
possibility that unless the Sponsor can chargeherdrug, it will not be available for treatmenteusntil it
receives full FDA.

COGNITIVELY IMPAIRED SUBJECTS

Studies involving subjects who are decisionally anpd may take place over extended periods. Th IR
should consider whether periodic re-consentingnaividuals should be required to ensure that aestlj
continued involvement is voluntary. The IRB maguge that Investigators re-consent subjects #dldang into
account the study’s anticipated length and the itiondof the individuals to be included (e.g., sadip with
progressive neurological disorders). Additionalhe IRB should consider whether, and when, it khoequire

a reassessment of decision-making capacity.
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AIDS RELATED RESEARCH

There are three ethical considerations that musbberved 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 sure that @gapetence, experience, education, position,
life style, etc., are not used to determine ellgibifor entrance into a study unless these factres
necessary for the research design.

(2) POSSIBLE BENEFITS OF THE RESEARCH MUST BE MAXIMIZEBND POSSIBLE HARMS
MINIMIZED: As the research develops these matteils have to be reviewed from time to time to
clarify what benefits may accrue to society as alehwhat benefits may accrue to subjects, and what
possible harms may come to subjects. Special cast be taken to establish safeguards to prevent

accidental or careless disclosure of confidentifdrimation. Improper disclosure could threaten fami
relationships, job security, employability or afyilito obtain credit or insurance. Therefore, staff
persons must be trained to handle information atd @ith due regard for the rights of subjects.

(3) THE RIGHTS OF RESEARCH SUBJECTS TO MAKE CHOICES BAS ON INFORMED
JUDGMENTS MUST BE RESPECTED: These rights musptmected through a consent procedure
which:

a. Islegally effective;

b. Is obtained in non-coercive circumstances withisigffit time and opportunity for subjects to
make an informed decision;

c. Does not attempt to waive the rights of subjectscantain exculpatory language which is
intended to limit the legal liability of the ingition; and

d. Is presented to subjects in language that is utadetable to them--if necessary in language
other than English.

Because of the special sensitivity of AIDS reseatble IRB will exercise particular care in obsegyiall
applicable regulatory provisions. The IRB will séat risks to subjects are minimized consistenhwsibund
research design, and that risks to subjects asomeale in relation to benefits and the importaatéhe
knowledge that may reasonably be expected to Yérenever appropriate, procedures already beingmeed
on subjects for diagnostic or treatment purposesldhoe used. To ensure adequate review of AlID&iestyuthe
IRB may consult with persons who have special giggand with persons who are qualified to repretan
interests of the subject population.

Perhaps the most sensitive aspect of AIDS resdaoehthe perspective of the rights and welfarehef subjects
is the matter of confidentiality. Improper disalos could have the most serious consequences $eaneh
participants, by threatening family relationshifah security, employability, or ability to obtairredlit or
insurance. In light of these risks, special precastshould be taken to preserve confidentialibg potential
subjects should be advised with care of the limitthat confidentiality, so they can make thoughtiioformed
decisions, in light of their own circumstancestaw/hether to participate.

Each study is to be designed with administrativapnagement and technical safeguards to control azgdo
use and disclosure of information and to proteciray unauthorized disclosure. Where identifiers aot
required by the design of the study, they are nobd recorded. If identifiers are recorded, thegusdh be
separated, if possible, from data and stored skcuwrih linkage restored only when necessary toduwt the
research. No lists should be retained identifylmase who elected not to participate. Participanistrbe given
a fair, clear explanation of how information abthem will be handled.

As a general principle, information is not to beadlibsed without the subject's consent. The protouast
clearly state who is entitled to see records wdémitifiers, both within and outside the projectisTétatement
must take account of the possibility of review e€ards by the funding agency, and by FDA officiflthe

research is subject to FDA regulations.
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Some states or other jurisdictions may require Atb®e reported and may require follow-up. Parétigmn in
research does not exempt compliance with those lawigotential study participants must be fullformed of
laws requiring disclosure of information beforeytiwelunteer for the studies.

Investigators should consider and establish praesdfor information disclosure in emergency sitadi
involving the health either of research subjectstbers. Whether and how to notify subjects, andhysicians
of findings about a subject should also be adddesse

Subjects are to be informed if tests confirm thespnce of HTLV-III antibodies in their blood. Carettention

is to be given to the methods employed to inforrbjextts of positive findings. Persons providing this
information should be qualified to impart sensitiéormation, alert to privacy and confidentialigsues, and
prepared to provide subjects with references fditamshal counseling.

INTERNATIONAL RESEARCH

All Midwest Division research performed outsidetioé United States (50 states and the U.S. tee#prvill be
subject to the following Midwest Division policyp tensure the protection of human subjects in iaténal
research studies and to comply with OHRP directjpegyust 27, 1998, updated July 21, 2000] requitogal
context review of such studies.

Policy

Protocol review and approval is required by:
(1) The outside country’s IRB, Ethical Review Commifteeequivalent organization, and
(2) Midwest Division’s IRB.

If foreign collaborators do not have their own IBBcomparable review committee, they may desigaather
IRB willing to review the research as the IRB ofoed. That IRB could be Midwest Division's IRB amother
IRB in the host country.

If foreign collaborators do have their own IRB oongparable review committee, the Midwest Division
investigator must ensure that the host countryB s had current education and training in Funddahe
Human Research Protections and that it has proesdarplace to ensure that subjects will be prete@ a
manner commensurate with the Common Rule. Thesseguoes must be described in an agreement called an
"assurance of compliance" with OHRP.

The federal regulations acknowledge that localarast norms, and laws where the research will téd®epmay
differ from the Common Rule and provide options fisting different standards in foreign assuranoés
compliance. Optional standards include, among settltee Canadian Tri-Council Policy, the Indian Cadlof
Medical Research, and the CIOMS International Eih@&uidelines (biomedical).

Midwest Division IRB Review

All of the Midwest Division IRB policies for resedr studies conducted within the United States apply
international research. In addition internatiomelearch protocols should include:

(1) Explanations of cultural differences that influeddbe study design and the consent process;

(2) Rationale for conducting the study with an inteioval population;

(3) Information regarding the host country’s IRBhi€Eal Review Committee or equivalent organization
and documentation of its approval of the resedfa@pplicable (The Midwest Division IRB may require
meeting minutes from the committee in the host tgyin

(4) A copy of the letter(s) of agreement on letéadh stationary with signatures from the local host
institution(s), and from government officials (ascassary) to cooperate in the proposed research;

(5) A copy of the consent form (if used) in Englistgapy in the appropriate native language(s), anopg ¢
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of the “back translation”;

(6) Information regarding the literacy level of the exfed subjects and how this may affect the informed
consent process;

(7) Information regarding why women were or were notuded in the study;

(8) A description of the informed consent process idiclg methods for minimizing the possibility of
coercion or undue influence in seeking consent safdguards to protect the rights and welfare of
vulnerable subjects;

(9) A description of the processes for assuring anotyrand/or confidentiality of all data, and a
description of the methods of transport and secofidata to the United States, if applicable;

(10) If data will be collected by someone othemtltze researcher, the curriculum vitae of the izl
and letters of agreement, should be included aerhetad stationary and with signatures from the
research institutions;

(11) If compensation is given to subjects, justifion for the amount of money or goods should loeiged
and an explanation as to how this compensatiorojggptionate to the average annual income of people
in the host country.

It is the practice of the Midwest Division IRB taovg full board review to all research studies castdd outside
the United States that include human subject contaor studies that involve no contact with sut§eand that
are minimal risk (e.g., chart reviews or additiotaboratory analysis of previously collected sarsple
expedited review of the study may be granted byMidwvest Division IRB. If a minimal risk study rewes
expedited review, a consultant familiar with thedbcontext will be asked to provide to the reviewsdth a
written evaluation for local context review.

Special IRB Considerations:

For studies involving populations that have notentlanguage:
+ Use an English consent form as a template for laios into the oral language
«  The consent form should be signed by the interprédte study Principal Investigator, and the subjec
who will be requested to make a mark or thumb pastappropriate.
+ Include a statement about the process of inforroedent.

For studies involving populations that utilize gpootbnsent:
»  Describe and justify the use of group consent.
«  Provide a method to obtain private or individuabjeat assent, if possible.
«  Provide a method of protecting those who choosémpérticipate in the study.

For “non-therapeutic” research:
«  Provisions must be made for the study populatidmeteefit from the research study.

For “therapeutic” research:
«  Provisions must be made and documented to addressdue of why the study should or should not
provide continued access to the experimental ietgion (should it prove efficacious) or other resha
benefits, by the host after the completion of tiuel.

For Federally funded studies:
+ A Federalwide Assurance is necessary to documanthk international institution or performance sit
will conduct the research in accordance with Uniéates Federal policies and regulations.

For studies involving minors (participants under #ye of 18 years):
«  The Midwest Division requirements for assent fonoms in research studies are applicable.
«  Written, parental permission is also required. lotfal customs and regulations are such that active
parental permission would be culturally inapprofgrigdhe researcher must supply the IRB with proof
that such permission is not culturally appropriéeamples of such proof would be specific regulaio
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(in English and certified to be accurate) that ¢atlt that such permission is not required, an iaffic
letter from a ranking official in the country oft@mest indicating that such permission is not calty
appropriate, or the appearance at an Midwest DIviERB meeting by someone of official standing in
the research or academic community who can atigsietcultural inappropriateness of the requirement
for active parental permission.

+ Inthose cases where seeking active parental pgomifor minors to participate in research is aally
inappropriate, a waiver of such permission may tantgd at the discretion of the Midwest Division
IRB, as long as the research does not place thigipant(s) at untoward risk. Regardless of thestgp
risk, the participant(s) in the research retaitifg)right to discontinue participation, without péwy, at
any time.

- If a waiver of active parental permission is grantand if a letter informing the parents of theeagsh
is deemed appropriate, it must be written at add level that would be understood by the pareartd,
should be sent to them by the most expeditious odeiossible. Midwest Division’s IRB will review
the “back translation” of this letter.

Local Context Consultant

The key requirement for local context review isttagerson who is familiar with the customs andurel of the
study population participates in the review atMhidwest Division IRB meeting. Consultants mustriagive to

the country, have had knowledge of such customs cattdire that was obtained through extended, direct
experience in the community, or be a professioaaliliar with the local environment. The consultavil
attend, in person or via telephone, convened MitiB@gsion IRB meetings as aad hoc non-voting member

of the Midwest Division IRB. Information on thegtocol will be sent to the local context consultahteast
one week in advance of the convened meetifige review and recommendations of the consultatithei
documented in the Midwest Division IRB minutes.

The Chair of the Midwest Division IRB or, if des@ped by the Chair, the IRB Administrator, will infeew
potential consultants and inform them of the resfialities of local context consultants.

IRB Continuing Review of International Research Stalies

A protocol will have only one local context reviamless there are significant changes in the protocthe
risks to the subjects. Midwest Division’s standaoshtinuing review requirements will apply to irmational
research studies.

RESEARCH INVOLVING MEDICAL DEVICES

Except for certain low risk devices, each manufastuwho wishes to introduce a new medical devicéhéo
market must submit a premarket notification to FIBRA reviews these notifications to determine & thew
device is "substantially equivalent” to a devicatttvas marketed prior to passage of the Amendnieatsa
"pre-amendments device"). If the new device is d=ksubstantially equivalent to a pre-amendment&eei
may be marketed immediately and is regulated instiree regulatory class as the pre-amendments device
which it is equivalent. The pre-market notificatimyuirement for new devices and devices that igréficant
modifications of already marketed devices is sehf section 510(k) of the Act. Devices deternaiy FDA

to be "substantially equivalent” are often referteds "510(k) devices". If the new device is degmet to be
substantially equivalent to a pre-amendments deviicaust undergo clinical testing and pre-markgpraval
before it can be marketed unless it is reclassifiemla lower regulatory class.

Investigational Device Exemption (IDE)

Clinical investigations undertaken to develop safahd effectiveness data for medical devices mast b
conducted according to the requirements of ther@ftlations [21 CFR 812].
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The following clinical investigations of devices ynae exempt from the IDE regulations [21 CFR 81@J2(

(1) A device, other than a transitional device, in carcral distribution immediately before May 28, 1976
when used or investigated in accordance with tbe#@tions in labeling in effect at that time.

(2) A device, other than a transitional device, introetliinto commercial distribution on or after May, 28
1976, that FDA has determined to be substantiajlyivalent to a device in commercial distribution
immediately before May 28, 1976, and that is useidwestigated in accordance with the indicatians i
the labeling FDA reviewed under subpart E of p@it B determining substantial equivalence.

(3) A diagnostic device, if the sponsor complies wigiplecable requirements in Sec. 809.10(c) and if the
testing:

a. Is noninvasive,

b. Does not require an invasive sampling procedurepifesents significant risk,

c. Does not by design or intention introduce energy asubject, and

d. Is not used as a diagnostic procedure without ooation of the diagnosis by another,
medically established diagnostic product or procedu

(4) A device undergoing consumer preference testirsgintg of a modification, or testing of a combinatio
of two or more devices in commercial distributidgnthe testing is not for the purpose of determgnin
safety or effectiveness and does not put subjéciska

(5) A device intended solely for veterinary use.

(6) A device shipped solely for research on or witlolaltory animals and labeled in accordance with Sec.
812.5(c).

(7) A custom device as defined in Sec. 812.3(b), unifleesdevice is being used to determine safety or
effectiveness for commercial distribution.

Unless exempt from the IDE regulations, an invesitignal device must be categorized as either "Sogmit
risk" (SR) or "non-significant risk" (NSR). The éemination that a device presents a non-significant
significant risk is initially made by the spons®he proposed study is then submitted to FDA, forsBRlies, or
to the IRB, for NSR studies.

The sponsor/investigator should provide the IRBhwilite 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 fibanng procedures,
(7) Information regarding whether other IRBs have rexig the proposed study and what determination
was made, and
(8) FDA's assessment of the device's risk if such aesmnent has been made.

Midwest Division’s IRB will review the above-mentied material, and make a final risk determinatiaseul
on its own review. The IRB may also consult witbA=for its opinion.

The IRB's SR/NSR determination has significant egagnces for the study sponsor, investigator, Fa
prospective research subjects. SR device studiest me conducted in accordance with the full IDE
requirements [21 CFR part 812], and may not commemtil 30 days following the sponsor's submisgiban
IDE application to FDA. Submission of the IDE applion enables FDA to review information about the
technical characteristics of the device, the resuiitany prior studies (laboratory, animal and hajmavolving
the device, and the proposed study protocol anderdrdocuments. Based upon the review of this rimdtion,
FDA may impose restrictions on the study to enshaerisks to subjects are minimized and do notwveigh the
anticipated benefits to the subjects and the inapae of the knowledge to be gained. The study nay n
commence until FDA has approved the IDE applicatind the IRB has approved the study.
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In contrast, NSR device studies do not require $sion of an IDE application to FDA. Instead, tip@issor is
required to conduct the study in accordance wigh'étbbreviated requirements" of the IDE regulatif@isCFR
812.2(b)]. Unless otherwise notified by FDA, an NSRdy is considered to have an approved IDE if the
sponsor fulfills the abbreviated requirements. abéreviated requirements address, among othersththg
requirements for IRB approval and informed consettprdkeeping, labeling, promotion, and study rawirig.
NSR studies may commence immediately following giproval.

If an investigator or a sponsor proposes the titiaof a claimed NSR investigation to the IRB, ahthe IRB
agrees that the device study is NSR and approeesttialy, the investigation may begin immediatelgheaut
submission of an IDE application to FDA. If the IRBlieves that a device study is SR, the investiganay
not begin until both the IRB and FDA approve thesistigation.

FDA has the ultimate decision in determining ifevide study is SR or NSR. If the FDA does not agvigk an
IRB's decision that a device study presents an MBRDE application must be submitted to FDA. Oa tither
hand, if a sponsor files an IDE with FDA becauses ipresumed to be an SR study, but FDA classifies
device study as NSR, the Agency will return the IBfplication to the sponsor and the study would be
presented to the IRB as an NSR investigation.

SR versus NSR

An SR device study is defined as a study of a dethat presents a potential for serious risk tottealth,
safety, or welfare of a subject and (1) is intendedan implant; (2) is used in supporting or sagtgi human
life; (3) is of substantial importance in diagnagicuring, mitigating or treating disease, or otfise prevents
impairment of human health; OR) otherwise presents a potential for seriouk tisthe health, safety, or
welfare of a subject.

An NSR device investigation is one that does no¢tntiee definition for a significant risk study. NSRvice
studies, however, should not be confused with tmeept of "minimal risk.”

The risk determination will be based on the prodasse of a device in an investigation, and nothendevice
alone. In deciding if a study poses an SR, the W&Bconsider the nature of the harm that may resom use
of the device. Studies where the potential harmsulgjects could be life-threatening, could resulpémmanent
impairment of a body function or permanent damageady structure, or could necessitate medicalagisal
intervention to preclude permanent impairment bbdy function or permanent damage to body struaitille
be considered SR. Also, if the subject must undergoocedure as part of the investigational stwdy,, a
surgical procedure, the IRB will consider the parharm that could be caused by the procedussldition to
the potential harm caused by the device. For el@amp
(1) The study of a pacemaker that is a modificatiora afommercially-available pacemaker poses a SR
because the use of any pacemaker presents a pbtenserious harm to the subjects. This is truene
though the modified pacemaker may pose less risknly slightly greater risk, in comparison to the
commercially-available model. The amount of ponteduced or increased risk associated with the
investigational pacemaker will only be consideréd relation to possible decreased or increased
benefits) when assessing whether the study cappresed.
(2) The study of an extended wear contact lens is dersil SR because wearing the lens continuously
overnight while sleeping presents a potential fguries not normally seen with daily wear lenses,
which are considered NSR.

The following examples are provided to assist spanand investigators in making SR/NSR determinatio
The list includes many commonly used medical deviteclusion of a device in the NSR category shaud
be viewed as a conclusive determination, becauseptbposed use of a device in a study is the ukima
determinant of the potential risk to subjectsslunlikely that a device included in the SR catggmuld be
deemed NSR due to the inherent risks associatédmast such devices.
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Examples of NONSIGNIFICANT RISK DEVICES: (1) LowoRer Lasers for treatment of pain, (2) Caries
Removal Solution, (3) Daily Wear Contact Lenses &sdociated Lens Care Products not intended for use
directly in the eye (e.g., cleaners; disinfectingsing and storage solutions), (4) Contact Lendutims
intended for use directly in the eye (e.g., luliifc@rewetting solutions) using active ingredieotpreservation
systems with a history of prior ophthalmic/contlets use or generally recognized as safe for ophibaise,

(5) Conventional Gastroenterology and Urology Erdpss and/or Accessories, (6) Conventional General
Hospital Catheters (long-term percutaneous, imptansubcutaneous and intravascular), (7) Conveaition
Implantable Vascular Access Devices (Ports), (8)w@ational Laparoscopes, Culdoscopes, and Hystgpesc
(9) Dental Filling Materials, Cushions or Pads méden traditional materials and designs, (10) DentRepair
Kits and Realigners, (11) Digital Mammography [Nc@e IDE is required when safety and effectiverdess

are collected which will be submitted in supporbaharketing application.], (12) Electroencephadpipy (e.g.,
new recording and analysis methods, enhanced ditigncapabilities), (13) Externally Worn Monitorerf
Insulin Reactions, (14) Functional Electrical Neuuscular Stimulators, (15) General Biliary Cathe@eneral
Urological Catheters (e.g., Foley and diagnostibetars), (16) Jaundice Monitors for Infants, (M@gnetic
Resonance Imaging (MRI) Devices within FDA spediffgarameters, (18) Manual Image Guided Surgery, (19
Menstrual Pads (Cotton or Rayon, only), (20) Maratr Tampons (Cotton or Rayon, only), (21)
Nonimplantable Electrical Incontinence Devices, )(22onimplantable Male Reproductive Aids with no
components that enter the vagina, (23) Ob/Gyn Qiatin Ultrasound within FDA approved parameterd,) (2
Transcutaneous Electric Nerve Stimulation (TENS)iBes for treatment of pain, (25) Wound Dressings,
excluding absorbable hemostatic devices and digséaiso excluding Interactive Wound and Burn Dres.

Examples of SIGNIFICANT RISK DEVICES:
(1) General Medical Use
Catheters:
*Urology - urologic with anti-infective coatilsg
*General Hospital - except for conventionaldeterm percutaneous/implanted/subcutaneous/intcales
*Neurological - cerebrovascular, occlusion bafi
*Cardiology - transluminal coronary angioplastyra-aortic balloon with control system
Collagen Implant Material for use in ear, nose timdat, orthopedics, plastic surgery, urological dental
applications
Surgical Lasers for use in various medical spgeml
Tissue Adhesives for use in neurosurgery, gasteogiogy, ophthalmology, general and plastic surger
and cardiology.

(2) Anesthesiology: Breathing Gas Mixers, Bronchial Tubes, Electroamesin Apparatus, Epidural and Spinal
Catheters, Epidural and Spinal Needles, Esophd@etairators, Gas Machines for anesthesia or analgesi
High Frequency Jet Ventilators greater than 150 BMRdbreathing Devices, Respiratory Ventilators,
Tracheal Tubes.

(3) Cardiovascular: Aortic and Mitral Valvuplasty Catheters, Arteriatibolization Devices Cardiac Assist
Devices [artificial heart (permanent implant andrshterm use), cardiomyoplasty devices, intra-gorti
balloon pumps, ventricular assist devices], Cardgpass Devices [oxygenators, cardiopulmonary non-
roller blood pumps, closed chest devices], CardiRacemaker/Pulse Generators [antitachycardia,
esophageal, external transcutaneous, implantalf@ldiopulmonary Resuscitation (CPR) Devices,
Cardiovascular/Intravascular Filters, Coronary Art®etroperfusion Systems, Coronary Occluders for
ductus arteriosus/atrial/septal defects, Coronamg &eripheral Arthrectomy Devices, Extracorporeal
Membrane Oxygenators (ECMO), Implantable Cardi@rsfDefibrillators, Laser Coronary and Peripheral
Angioplasty Devices, Myoplasty Laser Catheters, anrgStorage/Transport Units, Pacing Leads,
Percutaneous Conduction Tissue Ablation Electrod®gripheral/Coronary/Pulmonary/Renal/Vena
Caval/Peripheral Stents, Replacement Heart ValWis, Catheter, Ablation and Mapping Systems,
Ultrasonic Angioplasty Catheters, Vascular and dateGraft Prostheses, Vascular Hemostasis Devices.
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(4) Dental: Absorbable Materials to aid in the healing ofipgontal defects and other maxillofacial
applications, Bone Morphogenic Proteins with antheut bone, e.g., Hydroxyapatite (HA), Dental Laser
for hard tissue applications, Endosseous Implantsassociated bone filling and augmentation mdseria
used in conjunction with the implants, Subperiddi@alants, Temporomandibular Joint (TMJ) Prostisese

(5) Ear, Nose, and Throat: Auditory Brainstem Implants, Cochlear Implaritaryngeal Implants, Total
Ossicular Prosthesis Replacements.

(6) Gastroenterology and Urology: Anastomosis Devices, Balloon Dilation Catheterddenign prostatic
hyperplasia (BPH), Biliary Stents, Components oft&valreatment Systems for Hemodialysis, Dialysis
Delivery Systems, Electrical Stimulation Devices §perm collection, Embolization Devices for gehera
urological use, Extracorporeal Circulation Systefstracorporeal Hyperthermia Systems, Extracorpgorea
Photopheresis Systems, Femoral/Jugular/Subclavathe@rs, Hemodialyzers, Hemofilters, Implantable
Electrical Urinary Incontinence Systems, ImplantaBlenile Prostheses, Injectable Bulking Agents for
incontinence, Lithotripters (e.g., electrohydraudixtracorporeal shock-wave, laser, powered mechinic
ultrasonic), Mechanical/Hydraulic Urinary Incontime® Devices, Penetrating External Penile Rigidity
Devices with components that enter the vagina, tétexal Dialysis Devices, Peritoneal Shunt,
Plasmapheresis Systems, Prostatic HyperthermiacBgvUrethral Occlusion Devices, Urethral Sphincter
Prostheses, Urological Stents (e.g., ureteral taG@3.

(7) General and Plastic Surgery: Absorbable Adhesion Barrier Devices, Absorbable bistiatic Agents,
Artificial Skin and Interactive Wound and Burn Dsews, Injectable Collagen, Implantable Craniofacia
Prostheses, Repeat Access Devices for surgicat¢guoes, Sutures.

(8) General Hospital: Implantable Vascular Access Devices (Portsheifv routes of administration or new
design, Infusion Pumps (implantable and closeg-lodepending on the infused drug).

(9) Neurological: Electroconvulsive Therapy (ECT) Devices, Hydrocdphi&hunts, Implanted
Intracerebral/Subcortical Stimulators, Implantettdoranial Pressure Monitors, Implanted Spinal Gord
Nerve Stimulators and Electrodes.

(10) Obstetrics and Gynecology: Antepartum Home Monitors for Non-Stress Teststefpartum Home Uterine
Activity Monitors, Catheters for Chorionic Villusagpling (CVS), Catheters Introduced into the Fa#lop
Tubes, Cervical Dilation Devices, Contraceptive ibes [Cervical Caps, Condoms (for men) made from
new materials (e.g., polyurethane), ContraceplineVitro Diagnostics (IVDs), Diaphragms, Female
Condoms, Intrauterine Devices (IUDs), New Electrgsal Instruments for Tubal Coagulation, New
Devices for Occlusion of the Vas Deferens, Spongabal Occlusion Devices (Bands or Clips)], Devices
to Prevent Post-op Pelvic Adhesions, Embryoscopdstevices intended for fetal surgery, Fallopossope
and Falloposcopic Delivery Systems, IntrapartumaFbtonitors using new physiological markers, New
Devices to Facilitate Assisted Vaginal Delivery efimal Systems for Endometrial Ablation.

(11) Ophthalmics: Class Il Ophthalmic Lasers, Contact Lens Solutimtsnded for direct instillation (e.qg.,
lubrication/rewetting solutions) in the eye usirgwnactive agents or preservatives with no histérgrmr
ophthalmic/contact lens use or not generally reizeghas safe for ophthalmic use, Corneal Implants,
Corneal Storage Media, Epikeratophakia Lenticulegended Wear Contact Lens, Eye Valve Implants
(glaucoma implant), Intraocular Lenses (IOLs) [2BRCpart 813], Keratoprostheses Retinal Reattachment
Systems [fluids, gases, perfluorocarbons, perfiagane, silicone oil, sulfur hexafluoride, tacks],
Viscosurgical Fluids.

(12) Orthopedics and Restorative: Bone Growth Stimulators, Calcium Tri-Phosphate Hygapatite, Ceramics

Collagen and Bone Morphogenic Protein Meniscus &mphents, Implantable Prostheses (ligament,
tendon, hip, knee, finger), Computer Guided RobSticgery.
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(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 investigator of SR decision
b. After IDE obtained by sponsor, proceed to revieudgtapplying requisite criteria [21 CFR
56.111]
(2) Sponsor Responsibilities:
a. Submit IDE to FDA or, if electing not to proceed thvistudy, notify FDA of the SR
determination;
b. Study may not begin until FDA approves IDE and I&proves the study.
c. Sponsor and investigator(s) must comply with IDButations [21 CFR part 812], as well as
informed consent and IRB regulations [21 CFR paftsnd 56].

If the IRB decides the study is Nonsignificant Risk

(1) IRB proceeds to review study applying requisititeria [21 CFR 56.111]
(2) If the study is approved by the IRB, the smoremd investigator must comply with "abbreviatBé |
requirements” [21 CFR 812.2(b)], and infodheensent and IRB regulations [21 CFR parts 505)d

IRB Review of the Protocol and Informed Consent

Once the final SR/NSR decision has been renderadebiRB (or FDA), the IRB will consider whether oot
the study should be approved. In considering whiedhstudy should be approved, the IRB will use shme
criteria it would use in considering approval ofyamsearch involving an FDA regulated product [2BRC
56.111]. Some NSR studies may also qualify as 'mmhirisk” studies, and thus may be reviewed throaigh
expedited review procedure. FDA considers all 3Mist to present more than minimal risk, and tfuls|RB
review is necessary. In making its determinatiorapproval, the IRB will consider the risks and Héaef the
medical device compared to the risks and benedfigdternative devices or procedures.

RESEARCH INVOLVING INVESTIGATIONAL NEW DRUGS (IND)

An IND application must be filed when:
(1) A sponsor wishes to test a newly developed druggwif its safety and efficacy are such that it lsan
approved for marketing,
(2) For studies of drugs that are already licenselkifintent of the study is to generate data thdtiead to
approval of a new advertising claim, a new clinioalication, or a new formulation of the productda
(3) To add a new study design, a new patient grou@ pew clinical indication to the evaluation of a
product that is under study but not yet marketed.

If a drug is already licensed and approved by tBé For marketing in the United States, it may badsd
without an IND, as long as the study is not dedigieechange the approved indications, advertisiagns, or
labeling of the product. The study must not be tm changes dose, route of administration, agetar
population in a way that is likely to increase riskhe study is still subject to all of the usuaduirements for
IRB oversight, and the study must not violate ahthe FDA's rules about advertising and promotidniigs.

The overarching purposes of the IND process aemsoire the rights and welfare of study subjectstamtsure

the quality and integrity of the data on which fisgng applications are to be based. The formeriites the
process in consideration of Phase | trials, whedess quality questions become more importanttar kaials.
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The process begins with the submission of a “Natitelaimed investigational exemption for a newgirby

the sponsor.” This application sets forth the lgasknd information establishing that the time ghtito move
into human studies, and it sets forth a fair amatfintetail about the plan of investigation in humar detailed
protocol for the first human studies and a compietestigators’ brochure for them are typically ragzhrt of
the initial application. Specific content guide@are provided at 21 CFR 312.23. The FDA ther3bagays
to respond. FDA approval is for a very specifirse of study, and is not a more general permigsictudy
the drug. Once this approval has been securedstigators should submit the study along with tbeessary
submission materials to the IRB.

The investigator and sponsor then have a numbeeadrdkeeping and reporting obligations that muest b
satisfied. Data must be kept secure, and musehfable. Data must be monitored for safety issag well as
for study quality. Adverse events must be repoieth to the FDA and to the IRB. Changes in prok® must
be submitted for approval, both to the FDA anch® IRB, and may not be implemented until approwetdth,
unless their purpose is to protect subjects frorfose harm (for example, by removing a newly redped
substantive risk). Annual progress reports mustsbhbmitted to the FDA, as must continuing review
applications/reports to the IRB.

A sponsor may withdraw an IND at any time, withvathout cause. The FDA may also terminate an IND
under a number of circumstances. A “clinical halsl'a suspension of an IND, during which no newjettb
may be enrolled, and subjects who have already &eeatlled may only continue the study drug if itimically
necessary for them to do so. This action may kentavhen it appears that subjects are being expgosgreater
risk than had originally been recognized; the INIDd the study are then often reactivated when apipte
adjustments in study design have been made. Aicali hold” may also result if the researchers’ldications
are called into serious question, or if the studsigh proves flawed in a way that precludes medmlimgsults.

More serious deficiencies may lead to terminatibaroIND. In that case, reactivation is not foesand the
project is shut down. If the cause is clear anchplling danger to research subjects, this may betleer
precipitous action. If it is for problems in studgnduct that do not place subjects at increasdg tie FDA
will ordinarily notify the sponsor of the intent terminate the IND and give the sponsor an oppdtun

respond.

RESEARCH INVOLVING INVESTIGATIONAL USE OF MARKETED DRUGS,
BIOLOGICS, AND MEDICAL DEVICES

"Investigational use" suggests the use of an apgr@voduct in the context of a clinical study poatio When
the principal intent of the investigational useaofirug or device is to develop information abowt pinoduct's
safety or efficacy, submission of an IND or IDEégjuired.

However, according to 21 CFR 312.2(b)(1), the chhiinvestigation of a marketed drug or biologiesimot
require submission of an IND if all six of the fmi¥ing conditions are met:

(1) It is not intended to be reported to FDA in suppdra new indication for use or to support any othe
significant change in the labeling for the drug;

(2) Itis not intended to support a significant chaigthe advertising for the product;

(3) It does not involve a route of administration osage level, use in a subject population, or othetof
that significantly increases the risks (or decredbe acceptability of the risks) associated witn uise
of the drug product;

(4) It is conducted in compliance with the requiremdatdRB review and informed consent;

(5) It is conducted in compliance with the requiremesdacerning the promotion and sale of drugs [21
CFR 312.7]; and

(6) It does not intend to invoke 21 CFR 50.Zception from Informed Consent Requirements for
Emergency Research.
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Midwest Division’s IRB will review studies submittavith IND exemption requests to determine whethey
meet the above exemption criteria. If the IRB detees that the exemption criteria are not meterIRB is
not certain whether the exemption criteria are amet an IND has not been obtained, it will ask thesstigator
to submit an IND or have the FDA make a determimatin the requirement for an IND. If the FDA detares
that an IND is not necessary, it will provide areeption letter. A copy of this letter should beyided to the
IRB. Should the FDA determine that an IND is regdj a complete IND application must be submittethe
FDA for review. Upon completion of review, the FD&ill send the investigator a letter. The IRB will
withhold approval of the study until the investigraprovides a copy of either the FDA determinatietter or
the IND number provided by the FDA.

IND application and approval/exemption is spectficthe protocol rather than to the drug. Any pisamb
modifications to the protocol that significantlyfexdt the safety of the subject or the scope ofitlestigation
(e.g., a new protocol with the same drug) mustubengtted to the FDA for review.

GENETIC RESEARCH

Genetic research may require special considerations
a. Type of Review: At first consideration, much genetic research rapgear to meet the criteria for
expedited review. These include:
1. Pedigree studies, which look for a pattern of iithace of a gene;
2. Positional cloning studies, which are conductedi¢mtify particular genes;
3. Diagnostic studies, which gather samples to devidopniques to determine the presence of specific
DNA mutations.

However, these studies may create a vulnerable |lpogu in that subjects’ autonomy may be

compromised. Therefore the full IRB must reviewdh studies to answer the following questions:

1. Will the samples be made anonymous to maintainidenfiality? If not, to what extent will the ressilt
remain confidential; and who will have access &R

2. Will the samples be used for any additional studiesmade explicit at the time of donation, or will
the samples be destroyed after specified, onedge®

3. Will the donor be informed of any and all resultstasned from his or her DNA? Will the donor be
informed of the results of the entire study?

4. Will family members be implicated in the studiegheiut consent?

b. Privacy and Confidentiality Issuefrivacy and confidentiality issues are one of thesnuhallenging
regulatory aspects of genetic research. Becaude afensitive nature of the information that may b
generated from genetic research studies, it igarithat investigators establish a method to secur
information in a highly confidential manner. Steslthat have the potential to ultimately prediet th
likelihood of subsequent serious illness could @laarticipants at high risk for psychological andial
harm. This type of sensitive information could axbely affect an individual’'s future insurabilitgch
employability as well as have significant impacthos or her psychological well being. Thus, IRBiesv
must be scrupulous in assuring that privacy andidentiality are always maintained.

As genetic research may yield information of thesthpyivate nature, the IRB and potential research
subject must understand exactly who will have axtestudy information and under what circumstances
This issue of disclosing research results to thgestishould be explicitly addressed in the protacal
consent. Investigators and IRBs have to weighittks and benefits of giving a subject accessdearch
results. Something that may be overlooked is tesipility that the disclosure of unanticipated or
incidental information may harm the subject. Auwlitidnal important consideration is the potentiaéd

for genetic counseling. It is impossible to clgatéfine the situations for which counseling isidaded,

but IRBs should consider the potential benefitgarietic counseling to participants in these studies
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C.

Use of Tissue or Cell Bank&enetic studies often involve the use of tissueetirbanks that may
involve the long-term storage of biological matkxiaBecause the results of future studies may pasa
to individuals, it is crucial that participants tudly informed about their subsequent knowledgessearch
results. Whenever possible, genetic test reshitiald be stored in a secure manner. During trernméd
consent process, it is critical that participamderstand both the inherent risk of this type seeech and,
if it is the case, that they will not be informefttioe results of subsequent studies performed @in tissue.

Subjects’ Rights to WithdrawakEthical research requires that subjects have ¢fie t® withdraw from
research participation at any point in the stublygenetic research, there is the potential fotinoation
of individual risk after withdrawal from the stueshen there is long-term storage of tissue. Far thi
reason, it is important to determine if the resegian provides for the destruction of all storethdand
tissue if the subject wants this to be done. dfrsearch plan does not provide for tissue or data
destruction, the study may still be ethical as laagarticipants understand this limitation.

IRB Review:A critical first step in the IRB review processggnetic studies is the determination of the

predictive value of the study results. If thereeiasonable scientific evidence that the expregsi@ertain

genetic markers within a study accurately predmts particular disease or condition, then pgstaits

are at risk, and the IRB must know the answersdetailed list of questions before a determinatian be

made:

1. Are clear guidelines established for disclosurpaudicipants of interim or inconclusive research
results?

2. Will participants be informed of research resutteach point in the research?

3. Ifinformation is discovered about the participtrat may have implications for biologic family
members, what are the plans to protect confidetytral

4. Will limits on such protections be clearly commuatied to participants, including obtaining advance
consent to such disclosures (e.g., when family negswill be warned about health risks)?

5. Will the possible psychological and social riskgyehetic research be adequately considered in the
consent process?

6. Will appropriate counseling be provided, both ag pathe consent process and when communicating
test or other research results to participants?

7. Will participants be informed about the possibilifiyimportant incidental findings such as paternity
disease, or conditions other than the one(s) sfata the focus of the study?

8. Will the data be protected from disclosure to thgedties, such as employers and insurance
companies?

9. Will the participant be told about the potentiahsequences if a third party becomes aware of the
study findings?

10. Will the data be stored in a secure manner?

11. Will the data be coded so as to protect the idenfithe subjects?

12. Is a request for a certificate of confidentialippaopriate?

13. Does the PI plan to disclose research findiagsibjects’ physicians for clinical use? Are sptdns
appropriate?

14. Will the possibility of such disclosures be disaaéi the consent process?

15. Will vulnerable populations be adequately proteeted

16. Under what circumstances can a research particgremipermission to involve a minor or an adult
who lacks decision-making capacity in an aspedthisfstudy?

17. What are the provisions for protecting the confiasity of tissue samples?

18. What procedures will be used to get the subjedtsnission to store tissue or data for additional
research in the future or for non-research megicadtice?

19. What will happen to research data and tissue uflgest elects to withdraw from the study?

20. Are the implications of study withdrawal in ternfsdestruction or use of established data or tissue
clearly explained in the consent document?

21. Do the plans to publish or present data from thidysthreaten the privacy or confidentiality of
participants?
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22. 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 reg®f family members?
c. If so, should consent be obtained from the famigmbers to access this information?

Alternatively, if there is no clear evidence thagaaticular marker has predictive value, then there
virtually no risk to participants.

f.  Informed ConsentThe following information should be included in thensent document:

1. Clearly explain whether the subjects will have asde information obtained as part of this study.
Explain what information they will be given whettibey ask for it or not.

2. Explain if subjects may learn things about teelves or their family that they do not want to knor
that they may be uncomfortable knowing.

3. Explain if family members may learn about infation generated in this study and the potential
implications of this knowledge.

4. Explain if participation in this study may comprise the subjects’ insurability.

5. Explain if participation in the study may prompetbubject to take actions that may incur unantieippa
costs or expose the subject to additional risks. gienetic counseling may be expensive).

6. Accurately describe the limitations of protectidrpdvacy and confidentiality.

7. Explain what it means to withdraw from this studytérms of the destruction or use of data or tissue
related to the study.

8. Include an appropriately detailed explanatioalbtosts that are likely to be incurred by thbjsat or
family members as a result of participation insh&dy. Address both the costs of procedures requir
by the study and costs, like genetic counselinditimtal genetic testing, or psychological courrsg|i
that the subject or family may be advised to paseldaon study results.

g. Gene Therapy Research:
Gene therapy research (administration of recombieetors), which is carried out to develop treaitae
for genetic diseases at the DNA level, presentsiooisvand not so obvious questions, including —
considerations of delivery methods, target popatatand required follow-up. Such protocols wikelly
require use of external consultants to provide pedelent guidance to the IRB. If the project ineslv
gene therapy to human subjects for other thancdlirpurposes, the study must be reviewed and apgrov
by the National Institutes of Health Recombinant Advisory Committee prior to IRB approval.
Monitoring must be adequate, and a DSMB will beunegl. Because there is still little regulatory
guidance and relatively few ethical precedentsegiemesearch will require close scrutiny, andittpat of
experts in this area.

RESEARCH IN EMERGENCY SETTINGS (REVIEW OBTAINED PRO SPECTIVELY)

1. The IRB, with the concurrence of a licensed phgsicvho is either a member of the IRB or a constjltan
and who is not participating in the research beegewed, may waive the requirement for informed
consent in certain emergency research ONLY ifid$iand documents the following:

(@) The human subjects are in a life-threatening sdnatavailable treatments are unproven or
unsatisfactory, and the collection of valid scigatevidence, which may include evidence obtained
through randomized placebo-controlled investigatjois necessary to determine the safety and
effectiveness of particular interventions.

(b) Obtaining informed consent is not feasible because
i. The subjects will not be able to give their infod@nsent as a result of their medical condition;
ii. The intervention under investigation must be adstaned before consent from the subject’s
legally authorized representatives is feasible; an
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iii.  There is no reasonable way to identify progpedty the individuals likely to become eligiblerfo
participation in the clinical investigation.

(c) Participation in the research holds out the praspkdirect benefit to the subjects because:

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

ii. Appropriate animal and other pre-clinical studiessén been conducted, and the information
derived from those studies and related evidenc@atiithe potential for the intervention to
provide a direct benefit to the individual subjeeisd

iii. Risks associated with the investigation are redsdenm 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 benefitlse proposed intervention or activity.

(d)  The clinical investigation could not practicably ¢eried out without the waiver.

(e) The proposed investigational or research plan:
i. Defines the length of the potential therapeuticdein based on scientific evidence, and
ii. The Investigator has committed to attempting totacina legally authorized representative for
each subject within that window of time, and
iii. If feasible, to asking the legally authorized reymmtative contacted for consent within that
window rather than proceeding without consent.

(H  The Investigator will summarize efforts made toteshlegally authorized representatives and make
this information available to the IRB at the tinfecontinuing review.

2. The IRB has reviewed and approved informed conpemtedures and an informed consent document
consistent with 21 CFR 50.25. These procedurestlamdnformed consent document are to be used with
subjects or their legally authorized representativie situations where use of such procedures and
documents is feasible.

3. The IRB has reviewed and approved procedures dadmation to be used when providing an opportunity
for a family member to object to a subject's pagtition in the clinical investigation consistentthvi
applicable regulations.

4. Additional protections of the rights and welfarettodé subjects will be provided, including, at least

(8) Consultation (including, where appropriate,stdtation carried out by the IRB) with represemedi
of the communities in which the clinical investiigat will be conducted and from which the subjects
will be drawn;

(b) Public disclosure to the communities in whible tlinical investigation will be conducted andnfro
which the subjects will be drawn, prior to initi@i of the clinical investigation, of plans for the
investigation and its risks and expected benefits;

(c) Public disclosure of sufficient information fimlving completion of the clinical investigation to
apprise the community and researchers of the stadiyding the demographic characteristics of the
research population, and its results;

(d) Establishment of an independent DSMB to exeroigersight of the clinical investigation; and

(e) If obtaining informed consent is not feasibhel & legally authorized representative is not nealsly
available, the Investigator has committed, if fbbsito attempting to contact, within the therapeut
window, the subject's family member who is not galyy authorized representative, and asking
whether he or she objects to the subject's paaticip in the clinical investigation. The Investiga
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will summarize efforts made to contact family memsband make this information available to the
IRB at the time of continuing review.

5. The study plan must ensure that, at the earliestilfe opportunity, each subject, or if the subjectains
incapacitated, a legally authorized representatfthe subject, or if such a representative israasonably
available, a family member is informed of the sabgeinclusion in the clinical investigation, thetalils of
the investigation and other information contairnethie informed consent document.

6. The study plan must ensure that there is a proeetturinform the subject, or if the subject remains
incapacitated, a legally authorized representaifu@e subject, or if such a representative israasonably
available, a family member, that he or she mayatisoue the subject's participation at any timehoutt
penalty or loss of benefits to which the subjedtierwise entitled. If a legally authorized reganetative or
family member is told about the clinical investigat and the subject's condition improves, the sl
also to be informed as soon as feasible. If a stiigeentered into a clinical investigation with ived
consent and the subject dies before a legally aiatitbrepresentative or family member can be coedac
information about the clinical investigation is tme provided to the subject's legally authorized
representative or family member, if feasible.

7. If the IRB determines that it cannot approveéigaal investigation because the investigationsinet meet
the criteria in the exception provided above ordose of other relevant ethical concerns, the IRB wi
document its findings and provide these findingsngetly in writing to the Investigator and to thedBpor
of the clinical investigation.

EMERGENCY USE OF INVESTIGATIONAL DRUGS OR DEVICES ( REVIEW OBTAINED
RETROSPECTIVELY)

1. An investigational drug or device may be used ineamergency prior to IRB review, provided that the
patient is in a life-threatening situation in whicb standard acceptable treatment is availablejrawnthich
there is not sufficient time to obtain IRB appraval

2. Such emergency use must be reported to the IRBnnMihworking days, and any subsequent use of the
investigational drug or device is subject to priewiew.

3. In such a situation, obtaining informed consentlldb& considered feasible except in certain emeargen
situations where the Investigator has adequatetymiented the necessary exception under the guidelin
described in 21 CFR 50.23. The Investigator mubtrét documentation to the IRB for review within 5
working days after emergency use of the investigati drug or device. In review of the documentatibe
IRB will ensure that the Investigator and a phyaicinot otherwise participating in the clinical istigation
have adequately certified the following in writipgor to use of the investigational drug or device:

(@) The human subject was confronted by a life-threéateaituation necessitating the use of the
investigational device or drug.

(b) Informed consent could not be obtained from thejesmibbecause of an inability to
communicate with, or obtain legally effective comisieom, the subject.

(c) Time was not sufficient to obtain consent from shbject's legal representative.

(d) There was no alternative method of approved or rgéigerecognized therapy available that
provided an equal or greater likelihood of savimng life of the subject.
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4. If immediate use of the investigational drug oridevs, in the Investigator's opinion, requiredpteserve
the life of the subject, and time is not sufficigmtior to administering the investigational drugdevice, to
obtain an independent physician's opinion, therdetations of the Investigator must be reviewed in
writing within 5 days after the use of the inveatignal drug or device by a physician not otherwise
participating in the clinical investigation. In shévent, a copy of the independent review musubengted
to the IRB within 7 working days after the uselud investigational drug or device.

5. Use of data generated prior to IRB approVehenever emergency care is initiated withoutmpméwiew and
approval, the patient mayt be considered to be a research subject. HHS itezndado not permit research
activities to be started, even in an emergencyhauit prior IRB review and approval.

6. For DHHS-supported or conducted research, the playsimay, without prior IRB approval, treat the
patient/subject using a investigational drug orickeyif the situation meets the FDA requirementbsit, the
subject may not be considered a research subjdctiaa derived from use of the investigational doug
device may not be used in the study.

RESIDUAL BODY FLUIDS, TISSUES AND RECOGNIZABLE BODY PARTS

Body Fluids & Tissues: Research on existing spensn('on the shelf" or frozen) without identifying
information (e.g., no names, initials, hospital f@m etc.) should be submitted to the IRB for revieSuch
research may be considered under expedited revoewnay be exempted, but the application should be
submitted for review and must include a short dpgon of the research and where the tissue is egrrom.

PROTOCOLS LACKING DEFINITE PLANS FOR HUMAN INVOLVEM  ENT

1. Certain types of activities are planned and writkgiln the knowledge that human subjects may beluaeh
but without definite plans for such involvementxalples of such proposed activities are:

(a)Training programs in which individual training pects remain to be selected or designed.

(b) Research, pilot or developmental studies in whighitvolvement of human subjects depends on such
things as the completion of survey instrumentsrmr@nimal studies.

2. The IRB can give "General Approval” to programslihose mentioned above with the understanding that
the specific research protocol will be submittedhtem once it has been developed. "General Appraval
not appropriate for individual projects or to mgednt deadlines.

IRB REVIEW THROUGHOUT THE STUDY'S IRB APPROVAL PERI OD

Investigators have a continuing responsibilityrttoim the IRB of:
(1) All modifications or addenda to the protocol or sent form,
(2) Adverse Events,
(3) Any circumstances or new information, which mightwage the perception of a favorable risk/benefit
ratio, and
(4) Protocol Deviations.
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AMENDMENTS/ADDENDA TO APPROVED PROTOCOLS

It is the responsibility of the investigator to suib all amendments and addenda to approved pradool
review and approval by the IRB before implementatio

Amendments/addenda require review through oneeofatiowing mechanisms:

(1) Expedited Review of Amendments/Addendamendments, which represent minimal risk chariges
project may receive expedited review by the IRBIiC(far a list of minimal risk changes, refer taeth
section on ‘Expedited Reviews’). If the Chair detares that the change represents a minimal risk
revision, approval may be granted. If, however, @tair determines that the amendment/addendum
does not qualify for an expedited review, the ameert request will be presented to the full Boamrd fo
review and comments.

(2) Full IRB Review of Amendments/AddendaAmendments and/or addenda that do not qualify for
expedited review will be decided at a convened meetdf the full IRB. Such changes include, but are
not limited to the following:

Proposals to add an investigational new drug ofceele an already approved study,
Changes that are perceived to significantly affieetrisk/benefit ratio for subjects,
Changes made as a result of significant or uneggdoiicity in subjects,

Principal investigator changes

Significant revision of eligibility criteria, to tlude or exclude study participants,
Introduction of a new procedure or instrument,

Revision of the consent process,

Addition of a hew subject population,

Changes in the duration of subject participatiorigae and

Addition of procedures to audiotape and/or videetsipbjects.

T Se@meo0oy

During a review of amendments/addenda, the IRBawitiress the following:
(1) Is this a minor amendment/addendum to the protocwliformed consent document?
(2) Does the investigator’s rationale for the amendsaeldendum make sense?
(3) Is this proposal the result of an adverse event?
(4) Does this amendment/addendum alter, in any wayassessment 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 gotential risks?
(8) Does the amendment/addendum require the investigasaibmit a revised protocol?
(9) Does the amendment/addendum require the investigasnbmit a revised consent form?
(10)Does the amendment/addendum change the oxiskakvel for this study?
(11)How often should this study be reviewed bylRB?

If the IRB approves the amendment/addendum, itwatl change the approval/renewal date of a proj#dhe
amendment/addendum changes the risk/benefit rdite,IRB may require the study to be reviewed more
frequently.

If the IRB does not approve the amendment/addaneall either recommend changes for the invesogab
consider, or recommend that the investigator @tithee previously approved protocol, as is; eithay vthis will
not change the approval/renewal date of the projéxttailed information regarding the review andttar
requirements will be provided to the investigatorai formal letter, within ten days of the meetirajedof the
review.
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Emergency Protocol Changes

Rarely, an investigator may have to make an imntedihange in the protocol to protect the safetseeéarch
participants. In these instances, the investigamuld takeémmediate action to safeguard the health of the
participants. If it is not possible for the invgator to notify the IRB prior to an emergency anti the
investigator must notify the IRB in writing withiB4 hours of the change in protocol, the circumstartbat
required its immediate implementation, and a relisEnsent form, if necessary.

Methods to Ensure Investigators Do Not Implement Restocol Changes Without Prior IRB Approval

In order to ensure that investigators do not imgetprotocol changes without prior IRB approvak tRB
office will conduct random audits of research resoprand training programs for investigators. Iuliton,
specific directives will be included in approvattézs to investigators.

SERIOUS ADVERSE EVENTS (SAES)

If adverse consequences or unexpected side effa@etsencountered in the course of the study, or new
information becomes available which could change perception of a favorable risk/benefit ratio, the
investigator is responsible for informing the IRR®MPTLY. Based on this information, the IRB may t¢e
reconsider its approval of the study, require modifons to the study, or revise the continuingieeyv
timetable.

Investigators must report SAEs to the IRB withini8urs of discovery, and 24 hours for deaths. Stadies
that have been determined by the IRB to be grélader minimal risk, these reports should be fileghrdless of
whether the SAE appears to be study related ontisipated. For minimal risk studies, investigatonust
report only SAEs that they believe are probablgefinitely study-related. It is the IRB’s respduibiy (not the
investigator’s) to determine which studies are sifeed as minimal risk. Follow up reports and aafi written
report should be sent to the IRB as soon as thestigator receives additional information regardimg event.

Once SAEs are received in the IRB office, the IR@Bnistrator will forward them to the IRB Chairpersfor
immediate review. If the IRB Chairperson is a agsher on the study, they will be sent to the destied
External Reviewer for the specific study. The IRBairperson/ External Reviewer will review the SA&ing
the Midwest Division SAE reviewer form, and may dsk additional information from the investigatossich
as hospital records, death certificates, patholmggutopsy reports, or request that it be revietwednother
reviewer, if necessary. If external documents saghospital discharge summaries are not receiyedeblRB
office within 90 days of initial request, SAE rewiers shall complete their report based on available
information. Should additional information laterchene available, the SAE may be re-opened for revighe
reviewer will determine, to the best of his/heritibs, whether the SAE’s relationship to the stislynknown,
probably related, possibly related, unlikely retater not related. S/he will also make recommendatto the
IRB regarding if protocol or consent form changesraecessary; and if so, what they are.

The IRB Administrator will contact the investigatrthe reviewer requires more information, or ihe is
requesting any protocol or consent form changes.

At each convened meeting, the IRB reviews all nMe $eports and the corresponding reviewer repolts.
protocol or consent form changes have been recomedeby either the investigator or the Reviewer,|RB
will make the decision to accept/reject these psepochanges or to require new ones. The IRB nayire
more frequent review to monitor the protocol. #mer instances it may become obvious to the Chairthe
Board that a study carries an unacceptable, umgatsel risk, and the investigator may be askedntalily to
suspend the study, if he or she has not alreadg donpending its re-evaluation. If the problerdeemed of
sufficient magnitude, the IRB will direct the IRBffi@e to promptly report the injury or unanticipdteroblem
involving risks to subjects to the appropriate itnsonal officials, OHRP, and any other sponsorkederal
department or agency.
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SAEs Involving a Death, Life-Threatening Event, orSerious Breach of Human Participant Protections

The IRB Administrator will immediately inform thé&kB Chair, applicable facility Director of Qualityhd Risk
of SAEs involving a death, life-threatening evemtserious breach of human participant protectiofise IRB
Chair may decide to call a special IRB meetingetdew the SAE and determine whether to modify tlatqeol
and/or the consent form, suspend the study, or ¢dtker appropriate action. The Institutional Géicwill
contact the Chair of Midwest Division’s Board of ¥@onors and they will decide whether to notify Béard
members prior to the next scheduled meeting.

The IRB is aware that behavioral research investigaare not always successful in obtaining paugicts’
death certificates, as they are not legally ewtittethem. However, investigators should atteropititain death
certificates for participants at least three timdfthe third request is denied for a behaviotaldg in which
there is little to no chance that the death codddated, the IRB will administratively close tiewview of the
SAE.

Reporting Requirements to External Agencies

In accordance with 45 CFR 46.103(a) and 46.103|b)i® IRB Administrator will ensure prompgporting of
the following to the IRB and Midwest Division’s Qg Director:
(1) Any unanticipated problems involving risks to peigiants or others,
(2) Any serious or continuing noncompliance with theéml regulations (45 CFR 46) for the protection of
human subjects, or the requirements, and detenoinsaof the IRB, and
(3) Any suspension or termination of IRB approval

The Institutional Official will report the three@kmentioned events and all deaths that have ketemuined to
be possibly, probably, or definitely study relat@ategories 3, 4, and 5) to Midwest Division’s Bibaof
Governors, the OHRP, and the FDA (if appropriate).

Additional Adverse Event Reporting Requirements
Investigators are also responsible for reportimgfttiowing to the IRB in a timely fashion.

(1) New information that may impact the risk/beneftioaof a study: This may include research findings
from other studies, new information in the literatutnew FDA labeling and alertenyw.fda.gov/cdey,

etc. After careful review, the IRB may recommehdttthe PI revise the consent form and/or protocol,

or change the approval status of the study orithe-frame for continuing review.

(2) Irregularities in conducting the studyExamples include study enrollment prior to obtagninformed
consent, improper recruitment (e.g., through coeici protocol changes implemented without IRB
approval, administering a study medication priooktaining written consent, administering incorrect

dosage of study medication (regardless of injuapy the improper use of study equipment or devices

(regardless of any injury).
(3) Data and Safety Monitoring Board repois soon as they are available
(4) Copies of all external SAEsent to the PI from the sponsor or other investigs for multi-site studies.

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 bydtheation,
(5) Whether the participants were or should be inforietthe deviation,
(6) Whether the deviation indicates additional riskssiabjects,
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(7) Whether it alter the risk/benefit ratio of the studnd
(8) Whether study or consent procedures be reviseddiogdy.

The IRB may note the occurrence of the deviatioth e investigator’s report of it, request moreinfiation,
request protocol or consent form changes, or suksearollment or interaction with subjects if it lesles that it
is in the best interest of the subjects.

SIGNIFICANT NEW FINDINGS

During the course of a study, the IRB may reviewores generated from a DSMB, adverse event reports,
current literature, and other sources to ascettairstatus of the study and assess whether ohaaisk/benefit
balance is still acceptable. The IRB will revidwe tinformation to determine whether or not new rinfation
needs to be conveyed to subjects, or if a segnfghegopulation may be bearing an undue burdeessdarch
risk or being denied access to promising therapy.

IRB CONTINUING REVIEW

All protocols approved by the IRB are subject tatowing review, and must be reviewed at least @angear in
order to be in compliance with federal human subjeegulations. Generally, at Midwest Division mos
‘minimal risk’ studies are reviewed once a yead arost ‘greater than minimal risk studies’ are eguéd every
six months. The study’s risk level and review pénwill be noted in the original IRB approval lette

The following factors are taken into consideratigmen determining the appropriate review intervat, dre not
limited to:
(1) Involvement of vulnerable populations;
(2) Research conducted internationally;
(3) Use of waiver of informed consent procedufeg. surrogate consent);
(4) Research for which participants would be erpd® additional risks, e.g. breach of
confidentiality, phase | studies, disproportionatenber or severity of adverse events;
(5) Previous Administrative Holds or Suspensions of thgearch due to compliance, record-keeping or
other concerns;

Although the IRB Administrator will send out remerdnotices when continuing reviews are due, ithis t
ultimate responsibility of the investigator to submrogress reports to the IRB. Therefore, theestigator
should not depend solely on IRB notification as@mpting for submitting all required information.

If a Progress Report is not submitted in time far IRB to review and approve the protocol for tk&trperiod,

at the end of the current approval period the atavill be ADMINISTRATIVELY SUSPENDED. The
continuation of research after expiration, or dgrsuspension of IRB approval is a violation of fedle
regulations [45 CFR 46.103(a) and 21CFR 56.103(@)te it has been administratively suspendedesaéiarch
activity on this protocol must stop and no new sat§ may be enrolled in the study. Only upon receim

formal letter to the IRB requesting reactivatiom aubmission of a completed Progress Report wellrdmewal
of approval process be continued. After approvaranted at a convened meeting of the IRB, theofitkat

protocol may be continued.
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When a Progress Report is submitted for continoiview and the IRB determines that changes aressang
there are two possible outcomes (if there is ndficgent time to return to the IRB with the requedt
information before the end of the current appr@eiod):

(1) If the changes involve more than specific consemhfissues:The investigator will be sent a NOTICE
OF SUSPENSION effective on the expiration datehefgrior approval until such time as the requested
modifications have been reviewed and approved égtmvened IRB.

(2) If only specific consent form changes are requirddiie investigator will be issued a letter indingti
APPROVAL OF RENEWAL AS A FOLLOWUP STUDY. This lett grants approval of the
continuation of the research described in the jpaitfor all currently-active subjects, but suspetits
project to the accrual of new subjects until suetetas the requested modifications to the consent f
have been reviewed and approved by the Chairperfsie IRB.

In either case, the PRIOR APPROVAL REMAINS VALIDtilrthe expiration date originally indicated (ordy
vote of the full IRB can shorten or revoke priopegval), and the investigator has until that dates¢cure
approval for the requested changes.

EXPEDITED REVIEW FOR RENEWAL

A protocol (originally reviewed via expedited rewjewith no major changes and minimal risk classificn
may be eligible to receive continuing review oneapedited basis. Additionally, a protocol that Imadaccrual
during the previous period, or which has not begarded funding, or which remains open only to datalysis
may be reviewed using an expedited review.

When conducting research under an expedited repigedure, the IRB Chairperson or designated IRB
member conducts the review on behalf of the fuB B&sing the same criteria for renewal as statabigpolicy.

If the reviewer feels that there has been a chémtee risks or benefits, he or she may refer thdysto the full
IRB for review.

IRB CONTINUING REVIEW CONSIDERATIONS

Continuing review must be substantive and meanindfuperforming a continuing review, the IRB witiok at
an Application for Continuing Review, Progress Repdist of the Adverse Events over the past year,
Previously Approved Protocol and Consent Form.

When considering whether or not to renew a stuldg, IRB revisits the same criteria used to grariaini
approval. Therefore, it is the responsibility lo¢ iRB to determine that:
(1) Risks to subjects continue to be minimized m@asonable in relation to the anticipated benefits
(2) Selection of subjects continues to be equetabl
(3) Informed consent continues to be appropriatbhained and documented;
(4) Adequate provisions for monitoring the datdexiked to ensure the safety of the subjects is
provided, when appropriate;
(6) Adequate provisions to protect the privacy of solgeand to maintain the confidentiality of data, is
provided, when appropriate; and
(7) Appropriate safeguards for vulnerable populaticespaovided.

Additionally, the IRB will address the followingudng a continuing review:
(1) Are the number of subjects accrued consistent thitHRB approved number?
(2) Do the subject withdrawals indicate a problem il protocol?
(3) Does the progress report include study amendmentsew adverse event information?
(4) Are the risks and benefits as anticipated in thtealrreview?
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(5) Have any subjects been seriously harmed?

(6) Has the IRB been informed of any unforeseen probligrat may have occurred?

(7) Since the last review, is there new risk or benefirmation that might affect subjects’ willingreeto
participate in the research?

(8) Are there any new findings/knowledge/adverse etlmttshould be reported to subjects?

(9) Does the progress of the research together withrenmy information indicate that the IRB should
impose any new restrictions or relax any restniddithat 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?

IRB CONTINUING REVIEW CONSIDERATIONS: CONSENT FORM

The purpose of this consent review is to contiryiatiprove the quality of the documents and to impat any
changes newly required by the IRB.

When the IRB requests that routine changes be rnmadeprove the quality of the consent documentmay
only require that new subjects sign the revisedenhdocument. However, in instances where thecossent
document provides pertinent new information forsaibjects, it may additionally require that curreabjects
(or only the ones who may be affected by the ndarmation) be re-consented with the new document.

DETERMINATIONS

Once the IRB has voted to approve a study, thevilRBagain make a risk determination for the stuayd then
determine the review period.

On occasion, the IRB may also determine that th&hBuld submit a periodic report prior to the netitinuing
review due date. Examples of these types of repiolude an update regarding recruitment, an @pdat
regarding a new procedure, an update after thiesitgect has been medicated, etc. These typepofts will

be requested when the IRB feels that it is necgdsadre updated on specific information within ataim time
frame, however, it does not deem it necessary nduct a complete continuing review at this timeha# this
type of periodic report is requested, it will batet in the approval letter, along with the due adtthe report.

The IRB will also determine the need for verificatifrom outside sources.
If Subparts B, C, or D are applicable to the resdgathe IRB will once again review the researcheurttie

appropriate subpart and determine if the requirésieave been satisfied.

DETERMINATION OF THE CONTINUING REVIEW DATE

Several scenarios for determining the date of naimp review apply for protocols reviewed by theBl&t a
convened meeting. To determine the date by whicftirmaing review must occur, focus on the date & th
convened meeting at which IRB approval occurs. §€hexamples presume the IRB has determined thait it
conduct continuing review no sooner than withireary.

«  Scenario 1The IRB reviews and approves a protocol withowyt enditions at a convened meeting on

October 1, 2002. Continuing review must occur withi year of the date of the meeting, that is, by
October 1, 2003.
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«  Scenario 2The IRB reviews a protocol at a convened meetimgotober 1, 2002, and approves the
protocol contingent on specific minor condition® ttRB chair or his/her designee can verify. On
October 31, 2002, the IRB chair or designee corfithmat the required minor changes were made.
Continuing review must occur within 1 year of thetedof the convened IRB meeting at which the IRB
reviewed and approved the protocol, that is, byoet 1, 2003.

« Scenario 3:The IRB reviews a study at a converageting on October 1, 2002, and has serious
concerns or lacks significant information that riegg IRB review of the study at subsequent convened
meetings on October 15 and October 29, 2002. At Metober 29, 2002 meeting, the IRB completes
its review and approves the study. Continuing meviaust occur within 1 year of the date of the
convened meeting at which the IRB reviewed and@pgat the protocol, that is, by October 29, 2003.

EXTENSIONS OF APPROVAL PERIOD

There is no grace period extending the conduchefresearch beyond the expiration date of IRB ajfbro
Extensions beyond the expiration date will not banted If Continuing Review Report forms and other
requested progress reports are not received aslidelde the investigator must suspend the study stndly
enrollment until reports are reviewed and approved.

However, if the investigator is in communicatiortiwihe IRB, the Continuing Review Report or othegort is
forthcoming, and in the opinion of the IRB, subgepirticipating in such a study would suffer a khand if
medical care were discontinued, appropriate medieaé may continue beyond the expiration date for a
reasonable amount of time. Howeweew subjects cannot be enrolled The IRB will address on a case-by-
case basis those rare instances where failureredl eew subjects would seriously jeopardize thietyaor well
being of an individual. Prospective research datanot be collected, and no procedures that ane lihg
performed for the purposes of the protocol may b&opmed until a Continuing Review Report or other
progress report is reviewed and approved.

SUBMISSION AND TERMINATION PROCEDURES

NEW SUBMISSIONS

An investigator planning to conduct a new resegpebject involving human subjects must submit the
following:

(1) An Application for Behavioral Study Review or anfgation for Bio-Medical Study Review,

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

(3) Informed consent form(s),

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

(5) Recruitment materials (e.g. flyers, advertisemerdpy 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)

The following must also be submitted if applicatdehe protocol:
(1) Supplemental Application for Research InvolvingsBriers
(2) Supplemental Application for Research Involving I@ten
(3) Supplemental Application for Research InvolvingdPrant Women, Human Fetuses, and Neonates
(4) Supplemental Application for Research Involving DNIAssue, Sample Banks
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(5) Supplemental Application — Investigational Drugdmhation Record

(6) Supplemental Application — Indications for IND alixE

(7) Financial Disclosure Form

(8) Statement of Investigator form (FDA 1572)

(9) Investigator’s Brochure

(10) Grant Application

(11) If outside facilities or agencies are usedeagarch sites, letters of agreement. If thesktifze have
an IRB, include a copy of the letter of approalthis study.

(12) Application for Expedited Review

The IRB Administrator reviews new applications fompleteness. An incomplete application may berned
to the investigator. If there are questions regaydiny portion of the application, investigators atrongly
urged to discuss the issues with the IRB Administraefore submitting the final version of the aggiion.

THROUGHOUT THE STUDY’S IRB APPROVAL PERIOD
Amendments/Addenda to Approved Protocols

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 wherepifodocol has been changed, and
+  One clean version

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

(4) Application for Expedited Review, if applidab

Serious Adverse Events

Investigators must report SAEs, using the SAE Reporm, to the IRB within 48 hours of discoveryda?v
hours for deaths. The SAE Form requires the iyatstrs to make their best estimate, at the timespbrting,
of the causal relationship between study partigypadind the SAE. The investigator should atteropblitain
records (which may include physicians’ notes, ha$mglischarge summaries, biopsy, x-ray or otheoratory
results, autopsy findings, etc.) to help clarifg trature of the SAE.

The descriptions below should be used to grad&#t€s study-relatedness:
(1) Not related:
Clearly due to extraneous causes (e.g., lyidgrdisease, environment)
(2) Unlikely (must have 2):
a. Does not have a temporal relationshiptervention
b. Could readily have been produced byptticipant’s clinical state
c. Could have been due to environmentakloer interventions
d. Does not follow a known pattern of rasgmto intervention
e. Does not reappear or worsen with rethtction of intervention
(3) Possibly (must have 2):
a. Has a reasonable temporal relatiortshigtervention
b. Could not readily have been producethyparticipant’s clinical state
c. Could not readily have been due toremvhental or other interventions
d. Follows a known pattern of responsenterivention
(4) Probably (must have 3):
3a, b, c, d above
e. Disappears or decreases with redugtidose or cessation of intervention
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(5) Definitely (must have all 5):
3a, b, c, d above
e. Disappears or decreases with reduatialose or cessation of intervention and
f. Recurs with re-exposure

As noted on the SAE form, the investigator musb atkcommend to the IRB whether the SAE necessitates
change in the study protocol, and/or the consem.foThe IRB will make the decision to accept/rejinese
proposed changes or to require new ones. Invéstiggahould use their best judgment in terms oftwauld
best protect and inform study participants.

Investigators are also responsible for reportirgyfhllowing to the IRB in a timely fashion: newfdénmation
that may impact the risk/benefit ratio of the studyegularities in conducting the study, Data dBalfety
Monitoring Board reports, and copies of all ext€®aE reports.

Protocol Deviations

It is the responsibility of the investigator to suib reports of all protocol deviations to the IRBea their
occurrence. The following should be submittech® IRB office:
(1) Deviation Form
(2) Revised Protocol, if necessary
«  One version with track changes indicating wherepifodocol has been changed, and
+  One clean version
(4) Revised Consent form, if necessary
+  One version with track changes indicating wherefohe has been changed, and
+  One clean version
(5) SAE Form, if necessary.

PROGRESS REPORTS AND CONTINUING REVIEW REQUIREMENTS

For continuing reviews, the following should be sutted to the IRB office (three weeks in advancehef IRB
meeting held prior to the study’s expiration, awd iveeks in advance of the study’s expiration foeapedited
review):

(1) Application for Continuing Review

(2) Progress Report

(3) Approved Protocol (if requesting revisions, oneanleersion and one with track changes)

(4) Approved Consent Form (if requesting revisions, dean version and one with track changes)

(5) List of all AEs since the last review

(6) Protocol Summary

(7) Additional forms (when necessary) for protocol/amsform modification

(8) Application for Expedited Review (when applicable)

When changes in the protocol are to be made atirtieeof continuing review, the Continuing Reviewrfo
should be accompanied by an Application for a RatéAmendment/Addendum, which details the proposed
changes as well as an explanation of the ratidiealthe change, and an estimate of whether thegehaffects
the risk/benefit ratio of the project. In addititm the form, submit a revised protocol, and onénwiack
changes. If the changes require revision to tfanmed consent form, submit one clean version arelwith
track changes.
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SPECIAL REPORTING REQUIREMENTS

In special circumstances, determined at the timeewiew, the IRB may stipulate that some type ofiew
should take place more frequently than once a yWwaen special reporting requirements are set amditioon
of approval, the investigator must submit either tbquired information or a progress report, agatdd in the
approval letter. For example, if the IRB is comszt with the recruitment rate of a study at theetiof its
continuing review, the IRB may stipulate in its eml that enroliment should be reviewed againxmsonths.
Therefore, in six months the investigator must stitaretter to the IRB informing it of the study&urrent
enrollment.

FINAL REPORTS

When a project has been completed or when the tiga¢ar's participation in a project has ended, the
investigator must submit a final report summarizafigactivity carried out through the protocol.

For a Final Review, an investigator must submitfttlewing to the IRB:
(1) Application for Final Review,
(2) Summary of Research Results, and
(3) Any publications resulting from the study.

STUDY CLOSE-OUTS

If for any reason an investigator decides to clmsea study before its completion as per prototos
investigator must submit a final report summarizatigactivity carried out through the protocol, ahe reasons
for the study’s closure.

To Close-Out a study, an investigator must submaitfollowing to the IRB:
(1) Application for Final Review,
(2) Summary of all activity carried out through the toanl,
(3) Reasons for the study’s closure, and
(4) A draft of a letter informing subjects’ of the syislclosure, if necessary.

CONFLICTS OF INTEREST

Clinical research and clinical trials pose spesialations that require close scrutiny for seveealsons. The
IRB is responsible for ensuring that human subjactsfully informed and not placed at additionakrbecause
of financial interests on the part of the invediigés). In addition, Midwest Division is obligated ensure that
the results are free from a harmful conflict oferast (or any appearance thereof); otherwise, appliy the
FDA may be jeopardized. Thus, Midwest Divisionlwilake every effort to ensure that conflicts oenatst do
not bias research conducted by investigators ambtiput research participants at risk.

Additionally, no IRB member may participate in thtial or continuing review of any research prajéc
which the member has a conflict of interest, extegirovide information as requested. It is thepomsibility
of each member of the IRB to disclose any COI stualy submitted to the IRB, and recuse him or Hiefisen
deliberations and voting.

Investigators should disclose any conflict of iettrto Midwest Division’s Division Ethics and Congpice

Officer. The Officer will send the IRB a reportlas/her assessment of the real or perceived cowofiinterest,
along with a plan regarding any real conflict dkiest.
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Investigators should also disclose any conflicindérest to the IRB at the time of the initial apgtion, its
renewal, or whenever the status of the conflichges. The IRB will review the investigator’s disslires and
the conflict of interest officer's assessment of eeal conflict of interest, taking particular natkthe impact of
the conflict on research integrity and risks teeggsh participants.

The IRB will make the final decision about the dimmtfof interest and may require the following:
(1) Pronhibition of the investigators’ participationtime research
(2) Management of the conflict of interest through:
a. Disclosure of the conflict to subjects in thasent form
b. Public disclosure in articles and presentations
c. Limiting the role of the Investigator
d. External oversight of the study
e. Investigator’s deciding to sever relationshijith whe other organization.

External Reporting Requirements

(1) EDA: The Food and Drug Administration (FDA) requiregastigators to certify the absence of and/or
disclose the existence of anyrfiial conflict of interest.

(2) NIH: The National Institutes of Health (NIH) requiiasestigators to disclose any conflict of interest
the NIH Grants Management Offiaethe NIH Institute funding the project.

(3) Other:Investigators should contact the sponsors of rekéa which they are participating to determineith
requirements regarding conflidtinterest.

Violations of COI Policy

If the IRB has reason to believe that an invesbighas failed to disclose an actual or potentiaiflcd of
interest, it shall inform the Board of Govenors,onkill inform the investigator of the basis for thelief and
allow him/her an opportunity to explain.

If, after hearing the response of the investigatod pursuing further investigation, the Board ofv&wrs
determines that the investigator has failed toldégc an actual or possible conflict of interestshill take
appropriate disciplinary and corrective action.

EDUCATION REQUIREMENTS

OHRP strongly recommends that Institutions anddbsignated IRB establish educational training tsues
that research investigators, IRB members and staffl other appropriate personnel maintain contguin
knowledge of, and comply with, relevant ethicahpiples, relevant Federal Regulations, OHRP guidaoiher
applicable guidance, state and local laws, andtutishal policies for the protection of human sedip.
Furthermore, OHRP recommends that a) IRB membeatsstaif complete relevant educational training befo
reviewing human subject research; and b) researsdsiigators complete appropriate institutionaloadional
training before conducting human subject research.

Therefore, to satisfy this federal recommendatan to provide the greatest protection to our mesea
participants, Midwest Division encourages all irtigegtors, research staff, and IRB members to
complete training in human research protectiongnutfhe submission of a new study for IRB
consideration. This can be satisfied by succdgsttdmpleting the Office of Human Protections
(OHRP) online trainingHuman Research Protectionshétp://ohrp-ed.od.nih.gov/CBTs/Assurance/login.asp
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In addition to the OHRP program, Midwest Divisiomynconduct educational presentations for IRB mesjber
investigators, and research staff. We may offehsmorkshops as Ethical Decision Making, Fundanisrdh
Human Research Protection, Advanced Topics in Humasearch Protection, HIPAA for Researchers,
Responsible Conduct of Research, and Mock IRB Rewaenong others. A listing of the upcoming workgéo
is posted on Midwest Division's web site. Additidly, IRB staff members are often available to meih
investigators and their research staff to discR&policies and procedures.

Investigators, Research Staff, and IRB Membersse encouraged to gain knowledge of the following:
(1) Principal Investigator's Procedure Manual for tmet€ction of Human Subjects in Research
(2) Midwest Division’s IRB Policies and Standard OpergtProcedures
(3) OHRP regulations regarding the protection of huswjects in research, 45 CFR 46.
(4) FDA regulations regarding the protection of humaljeacts in research, 21 CFR 50 and 56
(5) FDA regulations regarding investigational new drijsCFR 312
(6) FDA regulations regarding investigational devicerptions, 21 CFR 812
(7) Belmont Report
(8) Other State and Federal regulations and relatedrrabas applicable.

Materials relating to the above education prograay tre obtained in the IRB Office.

INVESTIGATOR NOTIFICATIONS

Initial submission The investigator will be notified in writing ohé IRB’s decision as soon as possible after the
meeting (within one week of the approval of the timgeminutes). For expedited reviews, investigsitaill
receive written notification within three days bktreview. If the approval is pending upon recaipd review

of requested materials or responses from the iilpatet or Sponsor, the IRB must receive the respovithin

60 days of the date of notification; however, thieriod may be extended if the investigator/sponsor
communicates a need for an extension.

Renewals and revisionfnvestigators will be notified in writing as so@as possible as to action taken by the
IRB for any continuing reviews or revisions (withime week of the approval of the meeting minutdsyr
expedited reviews, investigators will receive veritinotification within three days of the review.

Notification of approval Investigators will be notified in writing of thepproval (including the risk
determination and period of approval) and providetth an IRB-approved version of the consent forithe
IRB-approved consent form will be dated with theige: of approval, and initialed by the Chairpergonthe
IRB Administrator for the Chairperson). The Inigator will also be provided with a document enti|
“Principles to be Followed by Principal Investigatd which outlines the responsibilities of the éstigator.

Disapproval Correspondence will provide the reason(s) foapisoval and instructions to the investigator for
appeal of this decision.
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INVESTIGATOR APPEAL OF IRB ACTION

Investigators may appeal the revisions requirethkylRB in the protocol and/or informed consentrfoiT his
appeal must be in writing and submitted to the IR@mninistrator. Investigators may also appeal aB IR
decision to disapprove a study. Any such appedl Ibgain writing or in person and must be reviewgdhe
full IRB at a convened meeting. If the appeal isidd and the study disapproved, the institutiomoaverride
the IRB’s decision.

SUSPENSION AND TERMINATION PROCEDURES

The IRB has the responsibility and authority topsuml or terminate approval of research that isbedng
conducted in accordance with IRB requirements ar llas been associated with unexpected harm tectsabA
list of the reasons for any suspension or termonatvill be provided to the investigator, all appiaje
governmental agencies, and Midwest Division’s tosithal Official will be notified.

INCIDENTS OF NON-COMPLIANCE

Failure to report an adverse effect, or protocoliatéon, or not submitting a Progress Report farengal of
approval in a timely fashion are breaches of theditions under which IRB approval is granted, aondld
result in suspension of approval. Continuing,@esior multiple incidents of non-compliance mayutes an
IRB decision to monitor some or all protocols afi@n-compliant investigator at more frequent timeiivals.
If non-compliance continues, the protocol(s) mayaleninistratively terminated so that the researcistrend.
The letter of Administrative Termination will berggo the investigator, Institutional Official, OHR and any
other sponsoring Federal department or agency néNwsubjects may be recruited and all existingestibjin
the study will be withdrawn from the study, as lamythere are no safety issues. If follow-up dfjects for
safety reasons is necessary, the subjects maynaentin the study until such time that a safe atere is
found. The subjects should be informed of the testion of the protocol and any adverse eventstonés
should be reported to the IRB and the sponsor.

It should be understood that any use of human stgoyeithout an approved protocol constitutes seriethical
misconduct. Moreover, should a subject be injuredlen such circumstances, the investigator may face
significant legal exposure.

REPORTING REQUIREMENTS OF THE IRB OFFICE

The Prinicipal Investigator will report promptly tbe IRB, appropriate institutional officials, OHR&hd any
other sponsoring Federal department or agency:
(1) Any injuries to human subjects or other unantia@pagiroblems involving risks to subjects or others,
(2) Any serious or continuing noncompliance with thgulations or requirements of the IRB, or
(3) Any suspension or termination of IRB approval fogsearch due to continuing or serious
noncompliance with the regulations or requiremenhtbe IRB.
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MAINTENANCE OF IRB RECORDS AND FILES

The IRB Office maintains the following IRB records:

(1) Current list of IRB membership and qualifications,

(2) Minutes of meetings, including information regaglimember attendance, discussions held, decisions
made and voting results, and

(3) All materials submitted to the IRB for initial arwbntinuing review of each protocol/study including
IRB applications, protocols, submitted and finalormed consent forms, adverse reaction reports,
protocol deviation reports, proposed protocol amesrats/addendums, annual progress reports, copies
of the Certificate of Confidentiality (if one is t@ned), and all correspondence generated between t
IRB, the investigator(s) and, where applicable,nspoing agencies. This information is retaineddor
period of three years following the inactivationdénation of the project, regardless of study site.

IRB AUTHORIZATION AGREEMENTS

The IRB may enter into joint review arrangemen&dy upon the review of another qualified IRB, orkaa
similar arrangements for avoiding duplication dbefas allowed and upon entering into an IRB Auidetion
Agreement as provided for by OHRP.

When Midwest Division’s IRB determines that it willly on another institution’s IRB review of a syuadr vice
versa, Midwest Division’s IRB Administrator will eate an IRB Authorization Agreement. Midwest Diwss

Institutional Official, and the other institutionssgnatory official will sign the document, and &pwill be kept
on file at both institutions. The IRB Administatwill also amend the FWA accordingly, when appiaie.

COLLABORATING INDIVIDUAL INVESTIGATOR AGREEMENTS

The IRB may extend, for one or more research podéothe applicability of its FWA to cover two typef
collaborating individual investigators: collabongt independent investigators and collaboratingitutgonal
investigators.

OHRP notes that some human subjects research deddoyg an assured institution may involve the follgy
two types of collaborating individual investigators

1. A collaborating independent investigator is:
a. not otherwise an employee or agent of Midwest Dovis
b. conducting collaborative research activities otttk facilities of Midwest Division, and
c. not acting as an employee of any institution wigspect to his/her involvement in the research being
conducted by Midwest Division.

2. A collaborating institutional investigator is:
a. not otherwise an employee or agent of Midwesgision,
b. conducting collaborative research activitietsimie the facilities of Midwest Division,
c. acting as an employee or agent of a non-assusttilition with respect to his/her involvementlire
research being conducted by Midwest Division, and
d. employed by, or acting as an agent of, a nsorad institution that does not routinely condugnin
subjects research.
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Midwest Division will extend its FWA to cover a talborating independent or institutional investigato
provided that all of the following conditions arisfied:

(1)

(2)

3)
(4)

()

(6)

(7)

(8)

(9)

(10)

(11)

(12)

(13)

(14)

The principal investigator at Midwest Division dite and appropriately supervises all of the
collaborative research activities to be performgdthe collaborating individual investigator outside
Midwest Division.

The extension of the coverage of the FWA is puplace by use of an appropriate written agreement,
such as the sample Individual Investigator Agredpfen each collaborating individual investigatohov
will be engaged in the research being conductedhbyassured institution. Midwest Division will
maintain the Individual Investigator Agreement, ather written agreement used by the assured
institution, on file and provide copies to OHRP npequest.

For collaborating institutional investigators, @ygpropriate authorities at the non-assured ingtitgtate

in writing that the conduct of the research is géed at their institution.

Midwest Division and the responsible IRB designatedier the FWA approve the extension of the
assurance through either the Individual Investigagreement or other written agreement used by
Midwest Division.

The following documents are made available to tb#aborating individual investigator: (a) The
Belmont Report: Ethical Principles and Guidelifasthe Protection of Human Subjects or Reseatth; (
the HHS regulations for the protection of humanjetts at 45 CFR part 46 and the FDA regulations at
21 CFR 50, 56, 312, and 812, when appropriatethe)WA and applicable Terms of the FWA for the
assured institution; and (d) the relevant instituiél policies and procedures for the protectiohuwhan
subjects of Midwest Division.

The collaborating individual investigator understarand accepts the responsibility to comply with th
standards and requirements stipulated in the dootsmeferenced in the preceding paragraph and to
protect the rights and welfare of human subject®lired in research conducted under the Individual
Investigator Agreement or other written agreemesetiby Midwest Division.

The collaborating individual investigator agreesomply with all other applicable federal, inteipagl,
state, and local laws, regulations, and policies$ thay provide additional protections for humanjecis
participating in research conducted under the Iddaf Investigator Agreement or other written
agreement used by Midwest Division.

The collaborating individual investigator agreesatnide by all determinations of Midwest Division’s
IRB and agrees to accept the final authority andisitens of the IRB, including but not limited to
directives to terminate participation in designatedearch activities conducted under the Individual
Investigator Agreement or other written agreemesetdiby Midwest Division.

The collaborating individual investigator agrees domplete any educational training required by
Midwest Division and/or the IRB prior to initiatingesearch covered under the Individual Investigator
Agreement or other written agreement used by Mid\Rassion.

The collaborating individual investigator agreed twenroll subjects in research under the Indialdu
Investigator Agreement or other agreement usechbyassured institution, prior to the research being
reviewed and approved by the IRB.

The collaborating individual investigator agreesdport promptly to the IRB/IEC any proposed change
in the research conducted under the Individual dtigator Agreement or other agreement used by
Midwest Division. The collaborating institutionaivestigator agrees not to initiate changes in the
research without prior IRB review and approval,eptovhere necessary to eliminate apparent immediate
hazards to subjects.

The collaborating individual investigator agreesréport immediately to the IRB any unanticipated
problems involving risks to subjects or others @search covered under the Individual Investigator
Agreement or other agreement used by Midwest [@iNisi

The collaborating individual investigator, when pessible for enrolling subjects, agrees to obtain,
document, and maintain records of informed con$entach such subject or each subject’'s legally
authorized representative as required under HHJatgns at 45 CFR part 46 and stipulated by tH& IR
The collaborating individual investigator acknowded and agrees to cooperate with the IRB’s in its
initial and continuing review, record keeping, repw, and certification for the research covergdhe
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Individual Investigator Agreement, or other agreetngsed by Midwest Division. The collaborating
institutional investigator agrees to provide afbimation requested by the IRB in a timely fashion.

When Midwest Division decides to extend, for onemmre research protocols, the applicability ofFWA to
cover collaborating individual investigators Midwesivision's IRB Administrator will create an Indiual

Investigator Agreement. Midwest Division’s Institnal Official, and the individual investigator lwsign the
document, and copies will be kept on file at botitutions.
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