





Community Diabetes Research Project Informed Consent for Volunteers

We ask you to take part in research for the Community Diabetes Project.

The Project 1s sponsored by the Tribal Health Program and IHS. We want to find out
how many people have diabetes but do not know 1t.

Diabetes means that a person has too much sugar in the blood. Many peaple in this
Tribe have diabetes. Although many people with diabetes are diagnoesed in the Clinic,
some people may not know they have it. If we know where most of those people live,
we can set up stations to screen for diabetes in those Districts.

We want to check 200 adults for diabetes who live in all parts of the Reservation. We
picked the people randomly from the Tribal Census, like picking bingo numbers out of
a drum.

We want to check your height and weight, and do a blood test for sugar.
If you agree to take part, we will ask some questions about your health and how you
are feeling. We then will check your height and weight, and get a drop of blood from
you by a finger—stick. We will test your blood for sugar right away, and tell you the
resulls All this takes about 15 minutes of your time.
When we get back to the Clinic, we will put all the results in your chart, for the
doctors to see.

If your test shows high blood sugar, we will ask you to go to the Clinic.

The test today does not diagnose diabetes. High blood sugar on the test today means
Just that you may have diabetes or tend to have it.

If the test today is high, we will make a Clinic appointment for you. You can gel the
final tests to check for diabetes there.

You and the community may benefit if you agree to lake part.
You may benefil because you will learn if you have diabetes or not. If you have

diabetes but do not know it, the Clinic can help you stay healthy. Our community
may benefit because we will be able to plan for better health services.
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We want you to know the risks for taking part, as well.

The finger—stick will sting for a couple of seconds.

some people may worry a lot if the test today is high. Bul a high test today does not
mean a person has diabetes for sure. The Clinic will do those tests. And if you have
diabetes, the Clinic can help you return to good health

If you have diabetes, you may need to have the Clinic OK your Driver's License each
year. Having diabetes also means it is more difficult to get insurance. (Bul most
insurance companies test for diabetes when people apply, anyway.)

We will keep all your information confidential.
All results go right to your Clinic chart for your doctor's use. After that, the
Community Diabetes Project will remove all names. Because there are no names, no-
one can know what your results are from the Project.

If you have questions about this Project, please call Mary Doeswell at
You may use a District or Clinic phone for the call, or you can visit her at Tribal
Headquarters. If you have a complaint, grievance, or other concernsplease call kd
Ethies at ——————_or visit him in the Tribal Office. You may use a District or
Clinic phone for the call.

Taking part in this study is voluntary.
[f you do not take part, you will have no penalty and will lose no care or services by
[HS, Tribe, or others. You may stop taking part at any time, with no penalty or loss

of any care or services to which you are otherwise entitled.

We will give you a copy of this form.

/[ aoree lo lake part i the Tribal Diabeles Communily Froject. 1t
my blood for suygar, and pul the resulls i my Chinic chart.

Volunteers Signature Jor thumb-print/ Dale
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itness to Consent Frocedures Joptional for signalure/ Late

Spenature of leam Member Lale

[Note:  The readabilily of lhis Form is 7th grade. Consen! Forms do nol need (o be un—undersiandable!/
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P.l.:

IHS Institutional Review Board (IRB) Checklist

Institution:

Title:

Primary Reviewer: Date: A

> W N

orwNE

OO

11.

12.

14.
15.

16.

4 Basic Steps of IRB Review:

Understand the protocol: science & methods, and medico-psycho-socio-cultural impacts.

Minimize potential risks: biological, medical, psychological, social, and cultural harms.

Maximize potential benefits: to the individual, and to the society [research knowledge].

Ensure that the consent process fully informs potential research participants.

Summary of findings and recommendations [fill out after completing review]:

Does the proposal involve special concerns?

Should the proposal be exempt from IRB review?

Is the proposal eligible for expedited review?

Should the IRB waive informed consent or some required elements?
Should the IRB waive requirements to document informed consent?

Are all necessary elements of informed consent included?
Are procedures adequate to inform and negotiate consent?
Are procedures adequate to administer informed consent?
If the research is = minimal risk, does scientific merit outweigh risk,

Does the research involve children and = minimal risk?

Does the research meet requirements and recommendations for trials?
Are all appropriate documents from other IRB(s) included?

Will the researchers comply with Privacy Act?

Will the researchers comply with IHS and tribal procedures?

No n/a
R . ) _ Yes nla
Are procedures adequate for confidentiality, anonymity, security, privacy?
and are benefits maximized & risks minimized? _
No n/a
Yes nla
No n/a

Additional IRB Decisions:

A. Should the IRB receive reports from and review this project at
intervals shorter than annually?

B.  Should the IRB validate reports of compliance from sources
additional to the principal investigator [PI]?
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IHS IRB Checklist

1.  Does the proposal involve special concerns? Present

Vulnerable potential research volunteers with special protections:

1) Children [Read Subpart D if research is greater than minimal risk]

Both assent of child and permission of parents required. Exemptions
from IRB review apply except for observational research (if researcher is
a participant), surveys, or interviews. Research with more than minimal
risk but no direct benefit to the child is restricted.

2) Fetuses (and pregnant women) [Read Subpart B!]

(Pregnant women are not vulnerable.) Research is severely restricted.
The IRB must assure appropriate process to select, inform, and obtain
consent of volunteers; the father's consent is usually required.

3) Prisoners [Read Subpart C!, & 28 CFR 512 for Fed. Bureau of Prisons]
Research severely restricted; OPRR must review if = minimal risk; IRB
must have a prisoner or prisoner-representative.

4) People with mental impairment [no special regulations]

Because informed consent is problematic and the people vulnerable even
if ambulatory, this type of research should be limited.

B. Influence or possible coercion that unduly entices consent (e.g., excessive
compensation, unequal relationship [provider-patient, employer-employee]).

C.  Sensitive information--e.g., child abuse; violence; some infectious diseases;
drug abuse; condition could affect insurability, compensation, or litigation.
Research records are not medical records, and can be subpoenaed; they
can be protected by a Certificate of Confidentiality.

D. Screening or diagnosis of diseases with significant potential for loss of
insurance or other services, stigmatization, or self-stigmatization.
Screen for, e.g., carrier of an incurable genetic disease, HIV.

E.  The research presents more than "minimal risks."
"Risk™ means both the magnitude of harms, and the probability of
incurring them. "Minimal’ risks means risks a person ordinarily
encounters in daily life and in routine medical, dental, or psychological
exams. For research with more than minimal risk, the IRB should
ensure that the research’s benefits are maximized and risks minimized,
and compare its scientific merit with its risk.

F.  Genetic research, and research using blood and other body tissues.
Risks of genetic research include stigmatization, self-stigmatization,
family or community disruption, loss of insurance, discovered
misattributed paternity, etc. The protocol must [1] omit identifiers, or [a]
inform volunteers of all risks and [b] discard the blood/tissue without
testing beyond the protocol; and [2] either not grow perpetual cell lines
or report that prospect in consent.

G. Deception: major (e.g., mislead volunteers about their health status, the
researchers, or research purpose); minor (e.g., incompletely disclose some
purpose of the study to avoid biasing the results).

H. Radiation: may require approval by a Radiation Safety Committee; not
permitted in studies of healthy children with no benefit to them.

Yes n/a No
Does the project address all special concerns adequately?

If "No," explain.
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[-101(b)(4)]

[-101(b)(3)]

[-101(b)(2)]

[-101(b)3)]

[-101(b)(1)]

[-101(b)(6)]

If not exempt now, can the protocol be made exempt by minor changes?

IHS IRB Checklist

Should the proposal be exempt from IRB review? [45 CFR 46.101(b)]
Research subjects/volunteers are involved in only one or more of the following methods.

A.

Use only existing data, documents, records, or specimens properly obtained:
and either

Present

1)  "the information is recorded by the investigator [so that] subjects cannot be
identified™ in the research data directly or statistically, and no-one can trace

back from research data to identify a subject;
or
2)  the sources are publicly available.

Research or demonstration service/care programs, e.g., health care delivery:
and
1)  the research/demonstration is directly conducted or approved by the
head of a US Govt. department or agency, e.g., Director of the IHS;
and
2) it concerns only issues under usual administrative control (48 Fed Reg
9268-9), e.g., regulations, eligibility, services, or delivery systems;
and
3) its evaluation methods (if any) also are exempt from IRB review.

For research not involving vulnerable subjects [prisoner, pregnancy, children,
fetus, or mentally impaired], observe public behavior (including participatory
observation), or do interviews or surveys or educational tests:
and either
1)  the subjects cannot be identified, directly or statistically;
or
2)  the responses/observations could not harm the subjects if made public;
or
3)  federal statute(s) completely protect all subjects® confidentiality;
or
4)  all respondents are elected, appointed, or candidates for public officials.

In educational settings, research or evaluate normal educational practices.

For research not involving vulnerable volunteers [see "C." above], do food
research to evaluate quality, taste, or consumer acceptance: and either
1)  the food has no additives;
or
2)  the food is certified safe by the USDA, FDA, or EPA.

<
]

(If so, consider asking the PI to make those changes.)

For the IRB not to review it, the research must also meet 3 criteria:
A)

B)

C)

and

and

If potentially exempt because subjects cannot be identified, the research
indeed protects anonymity [see section "6." below];

If volunteers give information about others, inadvertent disclosure
presents no more than minimal risk to those others.

If a survey, interview, ed. test, or food research is done in an IHS
facility, the information sheet has the IHS disclaimer [section 8.S.].

Page 3 of 8 -- 10/01/99
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IHS IRB Checklist

3. Is the proposal eligible for expedited review, not by the full IRB? [46.110] Present

Expedited review (by the Chair and 1 IRB member) if the protocol is, or includes, only:

either
(er FDA)  A.  emergency use of an IND therapy for non-research care to a patient;

or
B.  minor changes in previously approved research within the approved period;

or
C. research both is not greater than minimal risk and involves only:

- continuing review, and )
either research found by full IRB to be not greater than minimal risk
or enrollment finished & all interventions completed & only long-term f/u
or no subjects have been enrolled & no new risks found, or only data analysis

- existing data, documents, records, specimens originally for nonresearch purposes ()
If from IHS records or specimens, Privacy Act may apply; see #14, last page.

- non-exempt research on individual/group behavior or characteristics by surveys,
interviews, focus groups, oral histories, program evaluations, human factors
evaluation, or studies of quality assurance methods )

- collect data of adult/child by noninvasive clinical procedure, e.g., weight, hearing ()

- collect data by clinical non-radiating devices (MRI, EKG, EEG, ultrasound, infrared,
echocardiogram, thermogram, doppler blood flow, measure natural radiation) ()

- moderate testing of/by exercise, muscle strength, flexibility, or body composition ()
- research on drugs or devices not needing IND drug or IDE device application )

- venipuncture/fingerstick blood <<=2x/wk: healthy non-pregnant adult =109 Ibs
(<<=550ml / 8 wks); healthy adult <110 Ibs or child (<= 3 ml/kg or 50ml) ()

- noninvasively collect hair, nail clippings, deciduous or permanent teeth, gingival
dental plaque/calculus, sweat, saliva, amniotic fluid, sputum, placenta [cultural
issues?], skin/mucosal/buccal cells (See detailed list for acceptable methods.) )
- collect data from voice, video, digital, or image recordings made for research )
Yes n/a No
If not expeditable now, can it be made expeditable by minor changes?
(If so, consider asking the PI to make those changes.)

NOTE: ‘expedited" protocols must meet all IRB requirements, i.e., checklist must be filled out.

Page 4 of 8 -- 10/01/99
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IHS IRB Checklist

4. Should the IRB waive the reguirement to obtain informed consent, or

A.

[.116(c)]

[.116(d)]

waive some or all elements of informed consent? [46.116(c) or (d)] Present

Does this project qualify for possible waiver of requirements to obtain, or to
include all essential elements of, informed consent?
The research could not feasibly be carried out without the waiver: ()
and either
1)  itis a research or demonstration project )
)
)

that
(@) is directed or approved by state, local, or tribal governments,
and
(b)  concerns only administrative/regulatory issues in service programs;
or
2)  itis research (e.g., an activity for which consent usually not obtained, or
involves deception of the research volunteer, etc.)

that

(@ involves no more than minimal risk, )
and

(b)  will give volunteers pertinent information at the end if appropriate; ()
and

(c) the waiver will not adversely affect volunteers® rights or welfare. )
If IHS records/specimens are obtained, Privacy Act may apply; see #14, last page.

If waiver of some or all informed consent elements is permitted, Yes No
should the IRB still require the project to obtain full informed consent? .

5. Should the IRB waive requirements to document informed consent? [46.117(c)] Present

A. s either characteristic present in this project that permit waiver of the
requirement of documenting informed consent?
either
[.117(c)(1)] 1)  The existence of signed informed consent forms itself would place the
research volunteer at major risk (e.g., potential loss of confidentiality or
anonymity of people interviewed about extremely sensitive behavior). )
or
[.117(c)(2)] 2)  The research )
both
(@  presents only minimal risk, )
and
(b)  involves no procedures which normally require written consent. )
B. If a waiver of documenting informed consent is possible, Yes No
should the project still either
1)  document fully informed consent? L
or
[.117(c)] 2)  offer each volunteer a written fact sheet? L
6.  Are confidentiality, anonymity, security, and privacy maintained? Yes n/a No
A. Are all computer & non-computer data be held in a secure manner?
B.  If sensitive identifiable data, is there a Certificate of Confidentiality? .
C. Do the procedures protect against the risks sufficiently? L
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IHS IRB
7. Are all necessary elements of informed consent included?
@ Items required by regulation [45 CFR 46.116(a)] Yes

@ (@]  A.

@ [@)()]

[(b)©)]
@ [@)()]
@ [@))]
@ [@)3)]
@ [(@)2]

[LYD]

@ [@)()]
@ [(@@] J.

(@1 K.

(b))
()]

(E] L.

@ [(@®] M.

@

@

@ [@)©E)&(7)]

@[@m N

@[@E] O

@ [@m]  P.
G Q
[.1090b)] R

@ [@@®] T.

I 0omMmUoOw

A clear statement that the study is "research™
All the research purposes [i.e., protocol's objectives] clearly stated
How, why, & how many prospective volunteers are selected

Expected duration of the volunteer’s involvement

Procedure(s) or treatment(s) to be done

Reasonably expected benefits to volunteer and others

Reasonably foreseeable discomfort and risks

Especially for experiments, a statement that the treatment(s) or
procedure(s) "may involve risks that are currently unforeseeable™

Which procedure(s) or treatment(s) are experimental
The alternatives to the research’s diagnostic method or treatment

Procedure for the orderly termination of a volunteer’s participation

1) Consequences of a volunteer's withdrawal from the research

2) When may the researcher terminate a volunteer’s participation
without the volunteer's consent

Plans to inform volunteers of significant research findings during or after
the study relevant to their continued participation or treatment

If = minimal risk: "In case of injury or severe adverse affect..."

1) will medical care for adverse affects be given? who? where?

2) is compensation for adverse affects available? how?

3) whom should a volunteer contact with injury or adverse affect?
Who will answer guestions about the research itself?

How confidentiality () or anonymity (__) are maintained
Who on IRB will answer other concerns, complaints, or grievances?

Checklist

Financial factors (extra costs of, or compensation for, participation)

Other elements a reasonable person would want to know

If a Certificate of Confidentiality, an appropriate description

Non-coercion disclaimer. E.G., "Taking part is voluntary. You may
refuse to take part without any penalty or loss of care or services by IHS
or others. You may stop taking part at any time, without penalty or loss
of care or services to which you are otherwise entitled."

Page 6 of 8 -- 10/01/99

Appendix lll — Page 37



@ [.117(a)]
@ [.408(b)]
@ [.408(a)]

[(@1)&(2]

[.405]

[.406]

[.407]

8.

9.

10.

11.

IHS IRB

Yes

Are the procedures adequate to inform and negotiate consent?

A.

Does the project adequately describe the process of consent:

1)

2)
3)
4)

Is

informing prospective volunteers (skilled negotiating,
unhurried time, setting facilitates information transfer)

assessing prospective volunteers® comprehension _
assessing prospective volunteers® autonomy (1A + 1B above)
documenting the consent _
the consent form included? _
Are all other relevant documents included? (e.g., parental
permission form___, assent script or form___, telephone
script___, introduction or approach letter _, etc.) _

Are the procedures adequate to administer informed consent?

A.
B.

Give an information copy of the consent form to all volunteers

For children age 0-17, a form and process of parental permission

1) For minors old enough, a process of their assent

Checklist

n/a  No

If more than minimal risk, does scientific merit outweigh risk, and are
benefits maximized and risks minimized? [46.111(a)]

A.

D.

Is

Is

If yes, are benefits maximized and risks minimized?

If yes, does the research’s scientific merit outweigh its risks?

the research "indeterminate risk," e.g., Phase I, I, or 1l
vaccine or Investigational New Drug/Device [IND] trials?
If yes, the research by definition is "more than minimal risk."

the research more than minimal risk?

If research involves children (age <18) and = minimal risk: [46.405-408]

A.
B.

C.

Does the research present the prospect of direct benefit to child?

Is

If yes, local IRB may approve. If no, go to "B."

it both only a minor increase over minimal risk, and will it give
vitally important knowledge about child’s disorder?

If yes, local IRB may approve. If no, go to "C."

Does it present opportunity to understand, alleviate, or prevent a

serious problem affecting children? _
If A. and B. are "no" but C is "yes," protocol must be sent to OPRR

for review. If A, B, & C are "no," it is not approvable.
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12.

[-111(2)(6)]

13.

14.

15.

16.

[(b)(@)(iD]

[(b)(@)(iD]

IHS IRB Checklist
Yes n/a No

Does the research meet requirements and IHS recommendations for trials?
A. A monitoring committee for safety (Phase II) or data (Phase I11)?

B. If a controlled trial, will all eligible volunteers be offered the proven
treatment after proof of effectiveness is obtained?

Are all appropriate documents from other IRB(s) included?

Is an entity with an IRB (e.g., state, university, CDC, NIH) involved?
If "yes," does the protocol have

A. Form 596 or letter with MPA #, effective date, and conditions?
and

B. Is the approval still valid, i.e., effective date << 1 year old?

Will the researchers comply with Privacy Act?
The Privacy Act applies when a non-federal government researcher wants confidential
identifiable information from government records [e.g., IHS medical records] without
consent of the person. Such records may be disclosed for research, after DHHS:
a) determined that the use or disclosure does not violate law or policy;
b) determined that the research 1) could not be accomplished without providing records
with individual identifiers; & 2) warrants the risk to privacy;
c) required the receiving researcher to
1) establish reasonable administrative, technical, & physical security of all data,
2) remove or destroy the identifiers of the individual at the earliest possible time, and
3) make no non-emergency use/disclosure of the data or information without approval;
d) secured a written statement by the researcher that she/he understands and will abide by
the provisions a) through c) above.

Does the Privacy Act apply?
If "yes,”
A. Has the researcher complied with the Privacy Act?

Will the researchers comply with tribal and IHS policies?

A.  Will OMB or the tribe(s) approve the questionnaire(s), if indicated?
B.  Will the researchers report timely results to the tribe(s) and IHS?

C.  Will the tribe(s) and RPC review and approve all publications?

=
<
(D
1]

Additional IRB decisions: [46.103(b)]
A. Should IRB require reports from this project sooner than annually?

If "Yes," reason(s):

B.  Should IRB validate compliance reports from sources other than the PI?

If "Yes," reason(s):

C. s this protocol greater than minimal risk?
(This assessment is necessary for annual reviews.)

Page 8 of 8 -- 10/01/99
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|HS Guidédlines for implementing and complying with |HS Policy on specimens
preliminary draft: September 18, 1998

Objectives

The objectives of these IHS Guidelines are simultaneously to:

[1]

[2]

[3]

[4]

[5]

support fully informed Tribal and IRB review and approval of research that will save
specimens for future research, or that will use saved specimens,

support fully informed consent by each potential volunteer participant of the research that
obtains specimens to be saved;

support future use of specimens that is based both on the merits and soundness of the
science, and by the concerns and health priorities of the Tribe[s] involved; and

support the proper obtaining, retention and use of saved specimens that observe the limits
and intents of the informed consent by the people from whom the specimens were
obtained, and of the approval by the IRB[s] and Tribal government([s].

ThelHS Guidédlines

All researchers who obtain or use, and all entities that store, specimens obtained with IHS
involvement must agree to these Guidelines. IHS will distribute to researchers, specimen
banks, and IRBs both the Guidelines and model consent forms for specimens.

If blood or tissue will be obtained directly from volunteer participants under aresearch
protocol, both the protocol and its consent process and form must specify:

the tests to be done under the protocol;

if any specimens will be saved.

If any specimens will be saved, both the protocol and consent form must state the nature of
future "secondary uses," and the process to seek approval of the future uses:
whether the stored and maintained specimens will included identifiers;
clasgeg] of tests or procedures that may be done on the saved specimens, including
DNA tests, or other genetic tests, or growth of perpetual cell lines;
if volunteer participants may be contacted in the future by the PI or other
researchers;
location, duration, and procedures of storage and of disposal;
if the specimens are from placenta or umbilical cord, other tissues with strong social
meaning or value, or other aspects about which the AI/AN community may be
concerned, e.g., patenting specimens or material derived from them.

The researchers of the original protocol must not permit others to engage in, and must not
themselves engage in, secondary use of specimens until they comply with all steps.
"Secondary use" includes the following:
tests or other uses not explicitly mentioned, either by name or asaclass, in the
origina protocol and consent; or
giving or loaning specimens to anyone else. (This does not include other
laboratories doing allowed tests for the original researchers; it does include
laboratories retaining specimens or doing their own tests.)

Researchers of the original protocol, and of a new protocol receiving specimens, must
track and comply with the limits on the use of each specimen imposed by the consent of
the person from whom it was obtained, even if the specimen is anonymous or if the person
from whom the specimen was obtained has died.

1
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[6]

[7]

[8]

[9]

All proposed secondary uses of specimens must be reviewed for scientific value by an
independent group. The original protocol that stored the specimens must include such
review and approval in its procedures. As anonrenewable resource, specimens should be
used up only by research with high scientific value; scientists other than the researcher
should judge the scientific value of the proposed use. Specimens a'so must not be hoarded
(to benefit aresearcher's career, for instance) but must be shared if it benefits a volunteer
or family, Tribe, or society. Those two obligations are especialy important for specimens
not easily obtained, e.g., by surgery or biopsy.

All proposed secondary uses of specimens must be reviewed and approved by the Tribal
government[s] with jurisdiction. The original protocol that stores specimens must include
such review and approval in its procedures.

All proposed secondary uses of specimens must be reviewed and approved by all
participating institution that hold, send, or receive the specimens, using their SPA IRB or
MPA procedures. The researcher of the new protocol must send the consent forms under
which the specimens were originally obtained with the protocol for review.

Many "anonymous" specimens have clinical or demographic information about the people
from whom the specimens were obtained. |IRB review must assess if true anonymity is
achieved and maintained, i.e., that identification of some people cannot occur due to
combination of demographic or clinical data or linkage to other databases.
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[10] If al proposed uses are within the original truly informing consent, see Table 1. Within
the original truly informing consent means the consent cited the uses as aclass (e.g., "kidney
function tests") or by name. Related to original study means the stated purposes for which the
specimens were obtained. (These two criteriamay be different; see Section 111, Additional
information.) Proposed uses are exempt from further IRB review if they are within the original
consent, and related, and anonymous; the determination that they meet al three criteriais by the
institution's MPA procedure or SPA IRB, not by the researcher. All other proposed uses within
the original consent require "expedited” or full IRB review.

TABLE 1

When all proposed uses of specimens are within the original truly informing consent:
Related to | Anonymous|Standard conditions for the new research protocol or plan:
original study

Scientific merit review and approval (i.e., "review, then either
yes yes approval or veto, of the protocol™); and

each institution's review and approval; and

notification of Tribe; and

publications identify the community only with Tribal consent.

Scientific merit review and approval; and

IRB review and approval of the protocol's modification; and
yes no notification of Tribe; and

researchers not contact individuals without their consent; and
publications identify the community only with Tribal consent.

Scientific merit review and approval; and

yes, IRB review and approval; and

no or no formal Tribal review and approval; and

informed [re]consent by each volunteer participant, unless
excepted by the IRB for anonymous specimens; and
publications identify individuals only with their consent; and
publications identify the community only with Tribal consent.

[11] Proposed uses may be outside the original consent, usually for one of three reasons.
The original consent did not include future use at all.
The original consent was too broad--a blanket consent to do any test--and thus was
not truly-informing by today's standards. (These two consents are frequent in
clinical care or older research.)
The future use is beyond a reasonably detailed truly-informing consent.
Future possible uses or protocols are so varied that atable of standard conditions is not
feasible. Every proposed use must be approved by all Tribe[s] and IRB[s] involved, and
by an independent scientific group.

[12] Many new tests, like genetic tests, require pre-test counseling. If the protocol will do new
tests with clinical relevance to people from whom the specimens were obtained, and if the
specimens are identifiable, the researchers must specify how and when they will obtain the
informed consent of each person to receive--or to not receive--the test results. (Many new
tests are not CLIA approved; generally the results of non-CLIA approved tests are not
given directly to the volunteer participants or their physicians.)
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[13]

The entities retaining specimens, and Pl and co-investigators of every protocol, that obtain,

store, test, or use the specimens must sign a copy of one of the following. The signed
agreements extend these Guidelines to laboratories, specimen banks, and researchers that
receive, hold, test, or secondarily use any specimens; the original researcher must obtain the
same written agreement from them. The originals are sent to the IRB[s] and Tribe[s] involved.
If the new protocol is receiving specimens for secondary use, copies of the signed forms are sent
to the original researcher.

[14]

[15]

[16]

[17]

[18]
1.

All researcherswill comply with the following for specimens and data in this project:

1. NOT use the specimens and data received for any purpose other than those stated in
this protocol and approved by the Tribe[s] and IRB[ 5] ;

2. NOT release the specimens, or their associated raw data, to any other person or
study, without the prior approval by the IRB[s] and Tribe[s] involved,;

3a. If the specimens or data are supposed to be anonymous, NOT attempt in any way to
establish the identity of the subjects of the specimens or data received.

3b. If the specimens are not anonymous, NOT try to contact any individual or family
other than as stated in this protocol, without the prior approval by the IRB[s] and
Tribe[ 5] involved.

3c.  If the specimens are not anonymous, NOT try to obtain clinical or other information
from anyone's medical or other records other than as stated in this protocol, without
the prior approval by the IRB[s] and Tribe[ ] involved.

Storage of all specimens must provide physical security from unauthorized or
inappropriate access. The disposal of specimens must be respectful.

Researchers of the new protocol to use existing specimens have the same obligations as do
the researchers of the original protocol. Those obligations generaly include:

to present the results of the research to the Tribe[s] involved; and

to seek Tribal review of publications.

Research teams must insure "ingtitutional memory" to comply with requirements after the
Pl hasleft. Research teams should also have written agreements with their institutions to
define control and responsibility over the storage and disposition of the specimens. The
Tribe[s] and IRB[s] involved may need to know those agreements.

IRB[s] and Tribal government[s] may notify funding agencies, supporting institutions, and
publishers or editors of violations of these Guidelines that are not resolved.

These Guidelines must be re-examined, and may be modified, as experience develops.

Discussion

The IHS has five special considerations, circumstances, and concerns.

Confidentiality and anonymity are more difficult to maintain in small rural communities,
as are most IHS sites, than in large urban areas.

Because clinical care datain the IHS are computerized, true anonymity is difficult to
achieve, due to possible combinations of computerized clinical data elements.

Al/AN communities have been stigmatized by recent research, which reinforces the fears
and distrust that many AlI/AN and other people have about research.

Many AI/AN people have specia cultural values and concerns related to the use of blood
and other tissues.

Tribal governments legally control research done within their jurisdiction. 1HS Guidelines
must work with each Tribe's Codes and procedures to control research.
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Secondary research on blood or tissue specimens is increasingly sophisticated and frequent.
Such research may have future benefit to the people and communities whose specimens are
tested. For specimens that both are anonymous and exist before the research use, 45 CFR 46 8
101(b)(4) permits research on them without the informed consent of the people from whom they
were obtained, because the research appears to carry no risk to them even if the tests are
sensitive. However, individual members of a community may be harmed even though the
specimens are "anonymous for individuals," if the specimens retain the community's
identification or are known to come from that community. The community at risk may be a
specific Tribe, agroup of Tribes (e.g., "Tribesin the Northwest"), or ethnicity (e.g., "American
Indians'). Specimens for which IHS was or isinvolved in the collection or storage are not
anonymous for community because they are known to be from Al/AN people, with the group of
Tribes also known. Inthe IHS policy, therefore, "anonymous’ specimens means "anonymous
only for individuals'; the specimens are identifiable for the larger AI/AN community at least.

The term "anonymous for individuals' means that it isimpossible for the researcher to identity
individuals either:

directly (e.g., by name); or

by a combination of data elements.
The term also means that it isimpossible for the researcher to identify individuas either:

from only the data at hand; or

with other information (e.g., medical records) to which the researcher has access; or

with information from other people (e.g., people who have access to medical records).
For specimens to be anonymous for the individual, therefore, the researcher must neither have
any data, nor have access to any data with the possible cooperation of others, that alone or in
combination identify one or more people from whom the specimens were obtained.

A special consideration applies once specimens are in research, i.e., specimens either obtained
directly from volunteer participants under a research protocol, or gathered originally by a process
of care and now obtained under a research protocol. The original IRB[Ss] must review and
approve every modification of a protocol, by either expedited or full review; see 45 CFR 8s
46.103(b)(4) and 46.110. Later activities modify the research protocal, if they were not stated in
the original protocol. Such activitiesinclude: giving or lending the specimens to another
researcher; using them for tests other than those in the obtaining protocol; or seeking a patent.
The origina IRBs, therefore, must review and approve such activities as modifications to the
original protocol. The IRBs must also determine if the proposed modifications are within the
limits of the original informed consent.

There are three basic approaches for informed consent to store specimens.

[1] One approach is ablanket consent, that permits all future uses of specimens. It maximizes
future testing and flexibility, which benefits future progress in science; however it does not
recognize possible harms to communities or individuals, e.g., tests for stigmatizing
conditions. For example, a protocol and consent form that leftover blood will be stored for
"future tests about diseases of importance to AI/AN people’ is a blanket consent. It covers
too much, from otitis media to alcoholism, from non-stigmatizing to highly stigmatizing
conditions. Potential participants being asked to consent to such future use would be
uninformed about the risks and benefits.

[2] Another approach is a detailed consent. At the time the specimen is obtained, each
volunteer participant decides whether to permit saving a specimen, what future tests can
and cannot be done, and whether to be contacted about results of future tests. The
approach maximizes participant control; however the control is exercised when
participants lack needed information about the future. That is, detailed consent has three
major problems: future tests are too unknown and too varied to list; risks and benefitsin
the future may differ from those at present; and the current circumstances and values of
potential volunteer participants may change in the future, rendering a decision based on
current circumstances and values invalid for that future person.
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[3] These Guidelinestake athird approach. Each participant decides to permit or not only
future use related to the current research to which g/he is consenting--uses with values,
risks, and benefits likely similar to those of the current research. For instance, consent
about specimens |eft over from in avaccine trial would ask for narrow future uses, e.g.,
"future tests about infections important to AI/AN children." As acheck, the Tribes and
IRBs must also approve al future uses when they are proposed. As a second check, if the
future tests use identifiable specimens for purposes beyond the original consent, the
volunteer participants may be asked for consent for the new use.

Five examples will help clarify Table 1. Consider serafrom a community project screening
adults for diabetes (DM), stored with identifiers; the consent permitted future tests to help
diabetes or related conditions such as atherosclerotic heart disease or chronic renal failure.

[1] First row. Researcherswant to use the sera (but anonymized), to determine the prevalence
in the Tribe of a newly found risk factor for DM.

[2] Second row. Researcherswant to run the same test on the same sera but with identifiers,
to match results with each person's chart whether or not they have DM.

[3] Third row--anonymous, direct public health implications to the Tribe: CDC wants to test
the sera anonymously for antibodies to a newly-discovered fatal infection that broke out in
the Tribe, to seeif there have been subclinical infectionsin the past. (The Tribe and IRBs
must approve the research; reconsent will not be not necessary.)

[4] Third row--anonymous, disease of small importance to the Tribe. Researchers want to test
anonymously for the prevalence of a possible new Alzheimer disease genein this Tribe
with rate of Alzheimer disease one-tenth the U.S. rate, to seeif the genedsoisless
prevalent. (The requirements are the same asfor [4].)

[5] Third row--with identifiers, disease of great importance to the Tribe. A new blood test to
detect early cancer of the cervix has been proven in non-Al/AN women but not in AI/AN
women. Researchers want to run the test on the same stored sera, and get from each
women's chart who had cervical cancer. The Tribe's rate of cervical cancer is 10 times the
U.S. rate. (The Tribe and IRBs must approve the research; reconsent by each volunteer
participants may be necessary. It may be possible, however, to link clinical information
about cervical cancer to specimens without seeking reconsent while satisfying the
concerns and requirements of the Tribe and IRBS.)

PLEASE GIVE COMMENTS, SUGGESTIONS, OR CRITIQUESTO:

William L. Freeman, MD, MPH

IHS Research Program, and Chair, National IHS IRB

5300 Homestead Rd NE

Albuquerque, NM 87110-1293

505-248-4141 fax 505-248-4384 wil Liam.freeman@mail.ihs.gov
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THEREFORE, the parties hereto agree as follows:
1. Definitions.

1.1 *“Confidential Information” means proprietary financial and other
information of either party to this Agreement and information about
persons, including names, addresses, mental and physical health data,
family history and other like information of a private or confidential
nature.

6. Standards; Indemnities.

The Project shall be developed in accordance with an established work plan and
project schedule as described in the NARCH application. This application sets forth
roles, duties and responsibilities in connection with ITCA. The subcontract will also
set criteria for the measurement of quality and results of joint efforts, including
without limitation, the standards that will be applied to determine acceptance with
Section 3.

The Research Intensive Partner represents that the Services performed by its
employees, agents and subcontractors, will be of a high quality and performed in a
professional manner in accordance with industry standards and practice and in
compliance with all relevant federal, state and local laws and regulations. The
Research Intensive Partner also represents that the products and services will meet the
requirements of this Agreement.

The Research Intensive Partner represents that any and all work of Research
Intensive Partner, and all other material resulting from the Services performed by
Research Intensive Partner, if not expressly licensed to Research Intensive Partner or
reprinted with permission, shall be its original work, has been developed by Research
Intensive Partner, its employees, agents and subcontractors, and does not infringe
upon or misappropriate any third party’s copyrights, patents, trade secrets or other
intellectual property rights or the terms of any license or contract applicable to
Research Intensive Partner.

Research Intensive Partner shall, to the extent allowed by law, indemnify, defend
and hold harmless ITCA for all losses, damages, claims, actions, and costs (including
attorneys’ fees) caused by or arising from negligence or willful misconduct of
Research Intensive Partner, its employees, agents or subcontractors, in any way
connected to the Project, the Services, or this Agreement, including a breach of this
Section 6.

7. Confidential Information. ITCA and Research Intensive Partner may
choose, from time to time, in connection with work contemplated under this
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Agreement, to disclose confidential information to each other (Confidential
Information). All such disclosures must be in writing and marked as
Confidential Information. The Parties will use reasonable efforts to prevent
the disclosure to unauthorized third parties of any Confidential Information of
the other Party and will use such information only for the purposes of this
Agreement, and for five (5) years after the termination of this Agreement;
provided that the receiving Party’s obligations hereunder shall not apply to
information that:

a. isalready in the receiving Party’s possession at the time of
disclosure

b. is or later becomes part of the public domain through no fault
of the receiving Party; or,

c. isreceived from a third party with no duty of confidentiality to
the disclosing party; or,

d.  was developed independently by the receiving party prior to
disclosure; or,

e. isrequired to be disclosed by law or regulation.

It is understood by ITCA and Research Intensive Partner that the exceptions a., b., c.,
and d. above do not apply to identifiable medical and/or personal information
developed or acquired during the performance of this Agreement. It is also
understood by ITCA and Research Intensive Partner that the exceptions a., b., c., and
d. above do not apply to cultural information identified by the participating Tribes as
confidential cultural property and information. The participating Tribes and the
Research Project Investigators will jointly develop policies and procedures for
resolving questions of confidentiality will regard to cultural property. These policies
and procedures will be included as an addendum to the subcontracts by June 30, 2002.

Any information that is transmitted orally or visually, in order to be protected
hereunder, shall be identified as such by the disclosing party at the time of disclosure,
and identified in writing to the receiving party, as Confidential Information, within
thirty (30) days after such oral or visual disclosure.

8. Researchers. Confidential Information may be acquired from individuals,
state or federal agencies, or other sources (collectively “Sources”). The
parties acknowledge that acquiring, reviewing or otherwise having access to
Confidential Information requires discretion and sensitivity, and a
commitment not to disclose the information or use it for any improper
purpose. Accordingly, Research Intensive Partner represents that:
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a. All persons employed or otherwise retained on the Project who contact
Sources for Confidential Information, or who review or otherwise
have access to Confidential Information (each a “Researcher”) shall be
fully qualified to do so. Before any such contact, review or access, the
parties shall agree to the minimum qualifications that all Researchers
will be required to meet.

b. Research Intensive Partner shall, at its own expense, cause a current
criminal background search for any conviction or release from
incarceration that occurred within the past seven (7) years to be
conducted on each Researcher. For purposes of this Section,
“conviction” includes any disposition adverse to a person. Written
results shall be provided to ITCA before a Researcher commences
services. ITCA, in its sole discretion, shall determine whether to
accept the services of such Researcher. The decision of ITCA to
decline the services of such Researcher shall not be deemed or
construed in any way as a directive to terminate the employment of
such person.

c. Before a Researcher contacts a Source, or reviews or otherwise has
access to Confidential Information, he/she shall sign a confidentiality
and nondisclosure agreement in a form satisfactory to both parties.
Research Intensive Partner shall provide ITCA with a copy of each
such executed agreement upon request.

9. Grant Application. The parties acknowledge that future funding for the
ITCA AIRCH and tribes may be sought through other grants/organizations. Each
party shall use its best efforts to review, comment on, and assist in the preparation of
any grant application concerning the initial and future research project(s) and training
activities. Each party acknowledges that time is of the essence in performing its
obligations under this section.

10.  Taxes. Research Intensive Partner shall be solely liable for and shall pay all
applicable sales, use, and other taxes or charges incurred in connection with the
Services by it. Research Intensive Partner shall be solely liable for and shall pay all
costs of conducting its business, including but not limited to any applicable city,
county, state or federal licenses, permits, taxes or assessments of any kind. Research
Intensive Partner shall, to the extent allowed by law, indemnify, defend and hold
harmless ITCA from any of the foregoing.

Appendix IV — 3



ARIZONA TRANSLATIONAL RESEARCH ON COMMUNITY-BASED PARTICIPATORY RESEARCH

11. Term; Termination.

111

11.2

The term of this Agreement (the “Term”) shall commence on the
Effective Date and shall expire August 31, 2006, unless sooner
terminated as provided in Section 11.2.

Notwithstanding the Term, this Agreement may be terminated by
either partner, Research Intensive Partner or ITCA, at any time before
the Expiration Date by giving sixty (60) business days’ written notice
to the other party. Upon receipt of notice of termination from ITCA,
the Research Intensive Partner shall not incur any additional expense
or perform any Service without the prior written approval of ITCA.
Should ITCA terminate this Agreement, the Research Intensive
Partner shall be entitled to payment for Services satisfactorily
performed by it to the date of termination.

12. Ownership to Materials and Information

121

12.2

ITCA and the participating tribal governments shall hold and maintain
all rights to the information, products, data, and all other materials
created or produced under the American Indian Research Center for
Health. Because of the nature of the collaboration between the
Research Intensive Partner and the participating tribal governments
and among the Research Intensive Partner, the participating tribal
governments and ITCA, it is not likely that the Research Intensive
Partner will solely create Products and Materials, as defined herein. In
the event that the Research Intensive Partner does solely create
Products and Materials, Research Intensive Partner shall grant to
ITCA and the participating tribes its rights in those Products and
Materials.

It is understood among ITCA, the participating tribal governments and
the Research Intensive Partner that no subject inventions, as defined in
37 CFR 401.14, shall result from the participation of the Research
Intensive Partner in the Research Services Agreement to establish an
American Indian Research Center for Health.

13. Publication

131

The personnel and students of the Research Intensive Partner and
personnel of the participating tribal governments shall collaborate with
each other and ITCA on publication or other dissemination of
information concerning the American Indian Research Center for
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Health. Research Intensive Partner and the participating tribal
government or Research Intensive Partner and ITCA shall jointly
author such publications and other dissemination of information.
ITCA may waive its joint authorship rights if the publication or other
dissemination of information does not concern the administration of
the American Indian Research Center for Health.

13.2 Research Intensive Partner graduate students conducting research
under the Research Services Agreement to gather information for use
in their theses or dissertations shall, with the assistance of their
research advisers, negotiate with the participating tribal government(s)
to define the scope of their research and the nature of the information
that can be published in their theses and dissertations before they
begin their research. These negotiations shall result in a written
agreement between the graduate student and the participating tribal
government(s) to specify as precisely as possible the nature of the
graduate student’s research topic and the information that will be
published in the resultant thesis and dissertation.

14, Independent Contractor. The Research Intensive Partner is an independent
contractor of ITCA. This Agreement shall not create the relationship of employer
and employee, a partnership, or a joint venture between ITCA and Research Intensive
Partner. Subject to the terms of this Agreement, Research Intensive Partner shall
determine the number of days and hours of its work. Research Intensive Partner shall
be solely liable for the wages, employment taxes, fringe benefits, work schedules, and
work conditions of its employees and agents.
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