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Human Research Protection Program (HRPP)

1.1 Policy

The Human Research Protection Program (HRPP) at Brookhaven Natlonal
Laboratory (BNL) encompasses all research involving human subjects performed at
or in conjunction with BNL. It is composed of various elements including the
Institutional Official, the Office of Research Admlmstratlon and an Institutional
Review Board.

BNL applies its expertise and world-class facilities to pressing scientific questions
about everything from the fundamental forces of nature to the complex interactions of
ecosystems and the environment. The cutting-edge explorations reveal processes
that unfold across the smallest and largest scales of time and space imaginable—
from the building blocks of matter to the edges of the universe itself. With extensive
core research capabilities and rich history of scientific breakthroughs, BNL advances
the mission of the U.S Department of Energy's Office of Science through the study of
nuclear and particle physics to gain a deeper understanding of matter, energy,

space, and time; photon sciences and nanomaterials research to address energy
problems of critical importance to the nation; and cross-disciplinary research to
understand the relationship between climate change, sustainable energy, and

Earth’s ecosystems.

BNL is operated and managed for DOE's Office of Science by Brookhaven Science
Associates, LLC (BSA), a company founded by the Research Foundation for the
State University of New York on behalf of Stony Brook University (hereinafter
referred to as SBU), the largest academic user of Laboratory facilities, and Battelle, a
nonprofit applied science and technology organization.

1.2 MISSIO“

The BNL HRPP is dedicated to maintaining the highest ethical standards for the
rights and welfare of human research subjects in pursuit of the advancement of basic
scientific knowledge of the human brain and body. -

The BNL HRPP was accredited by the Association for Accreditation of Human
Research Protection Programs (AAHRPP) from 2010 through 2014.

BNL has authorized the Central Department of Energy Instltutlonal Review Board
(CDOEIRB) as the IRB of record. This authorization is documented in an
Institutional Authorization Agreement.

1.3 Institutional Authority

The Institutional Official (10) for Human Subjects Research is the Signatory Official
legally authorized to represent BNL to assure protections for human subjects as
specified in the Federal Wide Assurance between BSA and the Department of Health
and Human Services (DHHS). The 10 is appointed by the Laboratory Director and
has oversight responsibility for all human subject research at BNL.

The Office of Research Administration‘(ORA) provides administrative support for the
BNL HRPP and reports directly to the 10.
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1.4 Definitions |
The following def nitions apply:

Research is defi ned by DHHS regulatlons at4s5 CFR 46 as "a systematic
investigation, including research development, testing and evaluation, designed to

- develop or contribute to generalizable knowledge. For the purpose of this part, the

followmg activities are deemed not to be research:

Scholarly and Journahstlc that focus directly on the specﬁ“ ¢ individuals about whom
‘the information is collected.

Public health surveillance activities conducted, supported, requested, ordered
required, or authorized by a public health authority.

Criminal justice investigations.

Authorized operational activities in support of mte]llgence homeland secunty,
defense, or other national defense m|SS|ons

Human subjects are defined by DHHS regulations at 45 CFR 46 as “a living

‘individual about whom an investigator (whether professional or student) conducting
research: 1) obtains information or biospecimens through intervention or interaction

~ with the individual and uses, studies, or analyzes the information or biospecimens; or
2) obtains, uses, studies or generates identifiable private information or identifiable

biospecimens.” : »

itis DOE policy that any DOE-funded or DOE laboratory-managed or conducted
research involving intentional modification of an individual’'s or a group of individuals’
environment, for example through installation of devices in homes and/or through
introduction of gases/chemicals to trace airflow in occupied residential, commercial,
or public settings, be managed as human subjects research and thus subject to the
requirements of DOE Order 443.1C. Such projects must be reviewed and approved

“by the Central DOE Institutional Review Board (IRB), a DOE laboratory IRB, or (if
conducted by a university) a university IRB with an approved Federalwide Assurance
of compliance, prior to the initiation of the research and after consultation Wlth the
appropriate Human Subjects Protection (HSP) program manager.

Minimal risk means that the probability and magnitude of harm or dlscomfort _
anticipated in the research are not greater in and of themselves than those ordlnanly ‘
encountered in daily life or during the performance of routine physrcal or

psychological examinations or tests )
“ Intervention |ncludes both physncal procedures by which information or
biospecimens are gathered (e.g., venipuncture) and manipulations of the subject or
the ‘subject's envnronment that are performed for research purposes !

Interaction includes communication or mterpersonal contact between investigator
and subject. : :

: Prlvate information includes information about behavior that occurs in a context in
which an individual can reasonably expect that no observation or recording is taking
place, and information which has been provided for specific purposes by an
individual and which the individual can reasonably expect will not be made public (for
example a medical record).
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. 1.5 Ethical Prmclples

. In 1974, the passage of the National Research Act established the National
Commlssmn for the Protection of Human Subjects of Biomedical and Behavioral

- Research. The Commission published the Belmont Report articulating the basic
ethical principles that guide the conduct of research with human subjects and forms
the foundation of 45 CFR 46. The report defined three principles as basic to
protecting human subjects: 1) respect, 2) beneficence, and 3) justice. All research
with human subjects at BNL is gwded by the ethical principles set forth in the
Belmont Report.

Respect for Persons: In considering respect for persons, investigators are required
to seek voluntary informed consent from potential subjects. . Voluntary informed
consent means that subjects freely decide about participating, and the study is fully
described in easily understood words. The consent form must include adequate
information about the study’s risks and benefits to help subjects decide whether to
take part in the research. Respect also means honoring the privacy of the individual,
keeping confidential the data obtained, and paying special attention to the welfare of
minors and individuals who are immature or incapacitated, perhaps even excluding
them from participating in certain research. The extent of protection depends upon
the level of autonomy the person possesses. '

Beneficence: The principle of beneficence requires that researchers maximize the
potential benefits to the subjects and minimize the risks of harm. Benefits to the
subjects, or generalizable knowledge gained from the research should balance or
outweigh the risks.

Justice: The principle of justice means that subjects are selected fairly and that the
risks and benefits of research are distributed equitably. Investigators should be
careful not to select subjects simply because of their easy availability, their
vulnerable position, or because of social, racial, gender, economic, or cultural biases.
Investigators should base their inclusion criteria on those factors that most effectively
and soundly address the research problem. : ‘

Additional justification is required for research with vulnerable populations
(individuals with a psychiatric disorder, an organic impairment, a developmental
disorder, and those suffering from a terminal illness, degenerative disease, severe
physical handicap, or dependence on drugs or alcohol). The study should be open
equally to men and women of all ages, children, and individuals from diverse
racial/ethnic backgrounds so that they receive an equal share of the benefits of -
research and that they do not bear an undue share of its burdens. Part|0|pat|on
should not be restricted without medical or scientific justification.

1.6 Regulatory Compliance ' ‘

The HRPP protects the rights and welfare of research subjects by following the
"Common Rule" which was adopted in 1991 by sixteen federal agencies that
support, conduct or otherwise regulate human subject research. For the U.S.
Department of Health and Human Services (DHHS), the Common Rule is
implemented at 45 CFR 46, Subpart A. Subparts B, C, and D include special
provisions for the protection of vulnerable subjects including pregnant women,
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fetuses, prisoners, and children. -For the Department of Energy (DOE), the Common
Rule is implemented at 10 CFR 745 and the DOE Policy and Order 443.1C.

The HRPP contacts the BNL Counsel to provide guidance for regulatory compliance
with New.York State and any other applicable regulations governing human subjects
research.

New York State defines a child as less than 18 years of age who has not been
emancipated under a NYS court decree. The terms “legally authorized
- representative” and “guardian” are interchangeable under NYS law.

1.7 Federal Wide Assurance (FWA)
BNL maintains a Federal Wide Assurance (FWA) #00000149 with the Department of
Health and Human Services (DHHS) that lists the CDOEIRB as the IRB of record.

1.8 Activities Covered by the HRPP'

The HRPP has jurisdiction over all research involving human subjects performed at
BNL and by its employees regardless of the Principal Investigator’s (Pl) appointment
or relationship with BNL. -

Before a protocol involving human subjects is started, it must first undergo review by
- the ORA Director for'minimal risk studies or an ad hoc committee for any greater
than minimal risk study followed by IRB review and approval; thereafter, the study
must be conducted according to the approved protocol in compliance with the
guidelines in this manual and DOE policies and procedures. Compliance is a crucial
element of the HRPP process because it is here that the collective effort of mdrvrdual :
investigators ensures the integrity of BNL as a research institution.

For research conducted by an outside organization, BNL is considered engaged
when the proposed activities conducted by the outside organization require that a
BNL-affiliated individual is involved in one of the following listed below. BNL is also
considered engaged if subcontracting with an organization to do any of the below
activities:

1. performlng invasive or noninvasive procedures for research purposes (e.g.,

‘ drawing blood; collecting other biological samples; dispensing drugs; _
administering other treatments; employing medical technologies; utilizing
physical sensors; utilizing other measurement procedures); -

2. manipulating the environment for research purposes (e.g., controlling
environmental light, sound, or temperature; presenting sensory stimuli;
orchestrating environmental events or social interactions; making voice, -

,digital, or image recordings);.

3. interacting with living individuals for research purposes (e.g., engaging in

protocol-dictated communication or interpersonal contact; conducting
‘ research interviews; obtaining informed consent);

4. releasing individually identifiable private information, or permit the outside
entity to obtain individually identifiable private information, without subjects'
explicit written permission (e.g., releasing student names or e-mails to the
outside entity for solicitation as research subjects; permitting the outside -
entity to record private information from medical records in individually
identifiable form);
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5. obtaining, receiving, or possessing private information that is individually
identifiable (either directly or indirectly through coding systems) for research
purposes. '

AIternatlver, BNL is not considered engaged when the proposed activities require
that a BNL-affiliated individual only performs the following;
1. informing prospective subjects about the availability of research;
providing prospective subjects with written information about research (which
may include a copy of the relevant informed consent document and other
IRB-approved materials) but not obtaining subjects' consent or acting as
authoritative representatives of the investigators;
3. providing prospective subjects with information about contacting investigators
for information or enrollment;
4. obtaining and appropriately documenting prospectlve subjects' permission for
investigators to contact them;
5. only releasing identifiable pnvate information to the outside entity with the
prior written permission of the subject.

Research by non-BNL personnel may be performed on the BNL site after the
following:

1. The Investigator submits their IRB Approval, Protocol and Consent Form
to the ORA Director.
The ORA Director notifies the 10 and applicable Department/Division.
The 10 and Department/Division agree in writing that the research is -
appropriate to be performed at BNL.
The ORA Director informs the Investigator in writing of the approval.
The Investigator must submit yearly updates to the IRB approval and
notify the ORA of any changes to the protocol.

wnN
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1.9 Written Policies and Procedures v

The HRPP policies and procedures are maintained by the ORA. The policies and
procedures manual is reviewed and updated as needed, but no less than every other
year by the ORA Director and approved by the Institutional Official. The revised
version is posted on the ORA website with a disclaimer that it is the only official copy
‘and that before using a printed copy, investigators should verify that it is the most
current version by checking the document effective date on the website. BNL uses a
Standards Based Management System (SBMS) that disseminates information to the
.BNL community through the BNL SBMS website. .

1.10 HRPP Organization ) ‘
The Institutional Official (10) for Human Subjects Research is the Signatory Official
legally authorized to represent BNL to assure protections for human subjects as
specified in the Federal Wide Assurance between Brookhaven Science Associates,
LLC (BSA) and the Department of Health and Human Services (DHHS).

The Office of Research Administration (ORA) provides administrative support for the
BNL Human Subjects Research Program and reports directly to the 10.

The Institutional Review Board (IRB) for BNL is the Central Depar’cment of Energy
lnstttuﬂonal Review Board (CDOEIRB).
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1.11 Relationship among Components
All personnel involved in human subject research work closely to safeguard subjects’
rights and welfare. In particular:
1. All protocols are processed through the ORA. i N
2. Protocol compliance is monitored by CDOEIRB.
3. There are lines of communication with the CDOEIRB, both formal and
informal and contact is maintained on a regular basis.

1.12 HRPP Operations
¢ Institutional Official
“The Institutional Official (10} is the |nd|v1dual who is legally authorlzed to act for
- the institution who, on behalf of the institution, obligates the institution to the

Terms of the Assurance. The IO is responsible for ensuring that the Human
Research Protection Program (HRPP) functions effectively and that the institution
provides the resources and support necessary to comply with all requirements
applicable to research involving human subjects. The IO represents the
institution named in the Federal Wide Assurance (FWA). The 10O should be an
individual of sufficient rank who has the authority to ensure that all obligations of
the HRPP are carried out effectively and efficiently. The 10 should be at a level
of responsibility sufficient to allow authorization of necessary administrative or
legal action should that be required.

e HRPP Director _
The |0 has overall responsibility for the HRPP. The ORA Director has overall
responsibility for administration of the HRPP and reports directly to the 10.

¢ ‘Selection, Supervision and Evaluation of HRPP Staff |
HRPP staff must have extensive knowledge of human subjects research
regulations. .

1.13 HRPP Financial Support
The ORA has a dedicated budget through the Director’s Office. The budget covers
~ salaries, travel and office supplies. The budget is reviewed and updated annually.

1.14 HRPP Resources
The ORA has dedicated office space including room for all applicable HRPP files.

1.15 Undue Influence

In order to avoid influence from the research departments the ORA is part of the
Director’s Office and reports to the Institutional Official, who is the Laboratory Deputy
Director for Science and Technology and not otherwise involved in human subject
research.

BNL Management may subject protocols that have been approved by the IRB to
further review and approval but may not approve an activity that has not been
approved by the IRB.

2 Protocol Submission Process. -
2.1 Policy '
“All protocols involving human subjects research (HSR) that are to be conducted at BNL
or by BNL employees off-site must be approved by the IRB before beginning work.

6
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Final HSR/not-HSR determinations for studies that may constitute HSR, mcludmg
exempt HSR determmatlons are made by the Central DOE IRB and/or Central DOE
IRB Office, in coordination with the ORA Director. That determination is made by
following the federal definitions of human subjects and research, as well as DOE
definitions. The protocol will be processed as described below if the activity is
determined to be human subjects research. A memo will be sent from the Central
DOE IRB and/or the ORA to the Pl if the activity is determined not to be human
subjects research. '

DOE Order 443.1C requires notification to the DOE HSP Program Manager prior to
initiation of any new HSR project, even if it meets the regulatory deflnltlon of exempt
HSR as outlined in 10 CFR Part 745.104, involving:
(1) an institution without an established Institutional Review Board (IRB);
(2) a foreign country;
(3) the potential for significant controversy (e.g., negative press or
reaction from stakeholder or oversight groups);
(4) research subjects in a protected class (prisoners, children, individuals
with impaired decision-making capability, or DOE/NNSA federal or
DOE/NNSA contractor employees as human subjects, who may be more
vulnerable to coercion and undue influence to partlmpate) that is outside
of the reviewing IRB’s typical range/scope; or
(5) the generation or use of classified information.

2.2 Procedures for BNL/Central DOE IRB (CDOEIRB) Review for all HSR

Every protocol that may involve HSR that is to be conducted at BNL or by BNL
employees off-site, or that uses BNL employee data, must receive an HSR/not HSR
determination by the CDOEIRB (and if HSR, IRB approval) before beginning work.

For a new protocol, the Pl must submit the following forms to the CDOEIRB:
1. Research Protocol
Informed Consent Form
CDOEIRB application forms
Questionnaires/surveys (if applicable)
Advertisement for subject recruitment (if applicable)
Approval(s) and consent form(s) from collaboratmg institution(s) (if
appllcable) _ \

IR R

All forms are loaded into IRB10, the protocol processmg system used by the
CDOEIRB. v ’,
¢ BNL Pre-IRB Submission Process:
ORA Review
- The ORA Director reviews the package for completeness. The review mcludes
verification that all current forms have been used. This will ensure that all
revisions to be made to the protocol, consent form template and/or funding
documents have been implemented. If required, the protocol will also be
reviewed by an ad hoc committee formed by the Biology Chair.
e |IRB Submission
1. The ORA Director ensures the application is submitted in IRB10. The ORA
Director acts as a liaison between the CDOEIRB and the Investigator.

7
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2. The ORA Director is notified along with the Pl of any modifications required
for approval and reviews and submits the PI's response to the CDOEIRB.

e BNL Post-IRB Approval Process:

1. The CDOEIRB sends the Pl and the ORA Director through IRB10 the
approval memo and stamped and dated consent form(s).

2. BNL has no plans to perform emergency research, but if the occasion arises,
the CDOEIRB policies and procedures would be followed.

. C_ontinuing Review Process: Procedures to assure that continuing reviews
are done in a timely manner and that studies are not conducted beyond the
. approval period are as follows: :

1. The CDOEIRB, through IRB10, informs the Pnnmpal Investlgator
approximately two months in advance of a protocol’s expiration date to
submit a continuing review package. The package consists of:

e the CDOEIRB Continuing Review form :
e Current approved consent form(s)
e Current approved protocol

~ e Advertisements/scripts

2. The ORA Director is notified by the PI that the contmumg review package has
been uploaded to IRB10. After the continuing review is approved, the
CDOEIRB notifies the Pl and the ORA Director.

2.3 BNL and CDOEIRB Review for all Exempt HSR Certain studies involving
human subjects research are exempt from most or all of the specific requirements of
the Common Rule, or 10 CFR 745, To qualify as exempt HSR, proposed research
must be limited to one or more of the following categories:

(1) Research conducted in established or commonly accepted educatlonal settings,

 that specifically involves normal educational practices that are not likely to adversely
impact students' opportunity to learn required educational content or the assessment
of educators who provide instruction. This includes most research on regular and
special education instructional strategies, and research on the effectiveness of or the
comparison among_.instructional techmques curricula, or classroom management
methods.

(2) Research that only includes interactions involving educational tests (cognitive,
diagnostic, aptitude, (achlevement) survey procedures, interview procedures, or
observation of public behavior (including visual or audltory recordlng) if at Ieast one
of the followmg criteria is met: :

(i) The information obtained is recorded by the investigator in such a manner
that the identity of the human subjects cannot readily be ascertained, directly or
through identifiers linked to the subjects.

~ (ii) Any disclosure of the human subjects' responses outside the research would
not reasonably place the subjects at risk of criminal or civil liability or be damaging to
the subjects' financial standing, employability, educational advancement or
reputation; or .



HRPP 12/2023

- (iii) The'information obtained is recorded by the investigator in such a manner
that the identity of the human subjects can readily be ascertained, directly or through
identifiers linked to the subjects, and an IRB conducts a limited IRB review to make
the determination required by §46.1 11(a)(7).

(3) (i) Research mvolvmg benign behavioral interventions in conjunction with the

" collection of information from an adult subject through verbal or written responses
(including data entry) or audiovisual recording if the subject prospectively agrees to
the intervention and information collection and at least one of the following criteria is
met: ~

(A) The information obtained is recorded by the investigator in such a manner
that the identity of the human subjects cannot readily be ascertained, directly or
through identifiers Imked to the subjects;

(B) Any disclosure of the human subjects' responses outside the research would
not reasonably place the subjects at risk of criminal or civil liability. or be
damaging to the subjects' financial standing, employability, educational
advancement, or reputation; or

(C) The information obtained is recorded by the investigator in such a manner
that the identity of the human subjects can readily be ascertained, directly or
through identifiers linked to the subjects, and an IRB conducts a limited IRB
review to make the determination required by §46.111(a)(7).

(i) For the purpose of this provision, benign behavioral interventions are brief in
duration, harmless, painless, not physically invasive, not likely to have a
significant adverse lasting impact on the subjects, and the investigator has no
reason to think the subjects will find the interventions offensive or embarrassing.

~ Provided all such criteria are met, examples of such benign behavioral
interventions would include having the subjects play an online game, having
them solve puzzles under various noise conditions, or having them decide how to
allocate a nominal amount of received cash between themselves and someone
else.

(iii) If the research involves deceiving the subjects regarding the nature or
purposes of the research, this exemption is not applicable unless the subject
authorizes the deception through a prospective agreement to participate in
research in circumstances in which the subject is informed that he or she will be
unaware of or misled regarding the nature or purposes of the research.

~ (4) Secondary research for which consent is notrrequired: Secondary research
uses of identifiable private information or identifiable biospecimens, if at least one
of the following criteria is met:

(i) The idehtifiable private information or,identifiable biospecimens are
publicly available; . '

(ii)'lnformation, which may include information about biospecimens, is
recorded by the investigator in such a manner that the identity of the human

o



HRPP 12/2023

subjects cannot readily be ascertained directly or through identifiers linked to the
subjects, the investigator does not contact the subjects, and the investigator will
not re-ldentlfy subjects;

(i) The research involves only information collection and analysis involving
the investigator's use of identifiable health information when that use is regulated
under 45 CFR parts 160 and 164, subparts A and E, for the purposes of “health
care operations” or “research” as those terms are defined at 45 CFR 164.501 or
for “public health activities and purposes” as described under 45 CFR
164.512(b); or

(iv) The research is conducted by, or on behalf of, a Federal department or
agency using government-generated or government-collected information
obtained for nonresearch activities, if the research generates identifiable private
information that is or will be maintained on information technology that is subject
to and in compliance with section 208(b) of the E-Government Act of 2002, 44
U.S.C. 3501 note, if all of the identifiable private information collected, used, or
generated as part of the activity will be maintained in systems of records subject
to the Privacy Act of 1974, 5 U.S.C. 5523, and, if applicable, the information used
in the research was collected subject to the Paperwork Reduction Act of 1995, 44
U.S.C. 3501 et seq. |

(5) Research and demonstration projects that are conducted or supported by a
Federal department or agency, or otherwise subject to the approval of
department or agency heads (or the approval of the heads of bureaus or other
subordinate agencies that have been delegated authority to conduct the research
and demonstration projects), and that are designed to study, evaluate, improve,
or otherwise’examine public benefit or service programs, including procedures

- for obtaining benefits or services under those programs, possible changes inor
alternatives to those programs or procedures, or possible changes in methods or
levels of payment for benefits or services under those programs. Such projects
include, but are not limited to, internal studies by Federal employees, and studies
under contracts or consulting arrangements, cooperative agreements, or grants. -
Exempt projects also include waivers of otherwise mandatory requirements using -
authorities such as sections 1115 and 1115A of the Social Security Act, as
amended. v

(i) Each Federal department or agency conducting or supporting the
research and demonstration projects must establish, on a publicly accessible
Federal Web site or in such other manner as the department or agency head
may determine, a list of the research and demonstration projects that the Federal
department or agency conducts or supports under this provision. The research or
demonstration project must be published on this list prior to commencing the
- research involving human subjects. '

(6) Taste and;foo.d quality evaluation and consumer acceptance studies:
(i) If wholesome foods without additives are consu_med,\ or

)

10
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(u) If a food is consumed that contains a food ingredient at or below the level
and for a use found to be safe, or agricultural chemical or environmental
contaminant at or below the level found to be safe, by the Food and Drug
Administration or approved by the Environmental Protection Agency or the Food
Safety and Inspection Service of the U.S. Department of Agriculture.

(7) Storage or maintenance for secondary research for which broad consent is
required: Storage or maintenance of identifiable private information or identifiable
biospecimens for potential secondary research use if an IRB conducts a limited
IRB review and makes the determinations required by §46.111(a)(8).

(8) Secondary research for which broad consent is required: Research involvihg
the use of identifiable private information or identifiable biospecimens for
secondary research use, if the following criteria are met:

(i) Broad consent for the storage, maintenance, and secondary research use -

of the identifiable private information or identifiable blospeCImens was obtained in
accordance with §46.116(a)(1) through (4), (a)(6), and (d);

(i) Documentation of informed consent or waiver of documentation of
consent was obtained in accordance with §46.117;

(iii) An IRB conducts a hmlted IRB review and makes the determination
required by §46.111(a)(7) and makes the determination that the research to be
conducted is within the scope of the broad consent referenced in paragraph
(d)(8)(i) of this section; and (iv) The investigator does not include returning
individual research results to subjects as part of the study plan. This provision
does not prevent an investigator from abiding by any legal requirements to return
individual research results. -

Investigators must complete and submit an application as described in Section 2.2.
above. The CDOEIRB and/or CDOEIRB Office, in coordination with the ORA
Director, shall determine whether the application meets federal guidelines for exempt
HSR using DHHS policy 45CFR 46.104(d) and the HRP-503 Template. Approval of
exempt HSR or determination that the work is not HSR is documented in a letter to
the PI with a copy to the ORA Director. If the protocol is determined to be exempt
HSR, the Pl will be required to document completion of CITI and HIPAA training.

Exempt HSR activities require the same subject protections and ethical standards as
those outlined in The Belmont Report. Research conducted under exempt review is
subject to all applicable BNL institutional policies, appropriate state laws and possibly
the Health Insurance Portability and Accountability Act (HIPAA) regulations. The
investigator is responsible for assuring that the exempt research is carried out in an
ethical manner that includes appropriate subject protections. Protocols that raise
ethical issues may require additional subject protections as determined by the ORA
Director, who may consult with the 10 for such decisions.

11



"HRPP 12/2023

3 Documentatlon and Records
3.1 Policy ‘
‘All HRPP records are malntalned electronically in the ORA Administrative Ofﬁce share
drive. Inactive records are filed in the BNL Record Holding Area where they are held
for a minimum of 75 years per DOE regu!atlons HRPP protocol records consist of
protocol submissions, HRPP poI|C|es and procedures, and copies of audits and
reviews.

3.20RA Records and Documentation ’
Protocol Specific Records. Records for each protocol are maintained in IRB10; including
‘the protocol, consent form, approval memos, continuing review forms, unanticipated

~ problem/adverse event forms and all correspondence relating to the protocol.
Consent Forms: Forms include the initial approval date, the expiration date, and the
corresponding protocol number. All subjects get a copy of their signed consent form.
Exempt Protocols: The CDOEIRB reviews all requests for Exempt HSR determination.
Reviews/Audits: The ORA maintains files of all internal and external reviews of any
portlon of the HRPP

3.3 Investigator Records and Documents

Pls are responsible for the following: ‘ :

1. To ensure all Subject Records and Investigator Flles are kept conﬂdentlal and
maintained current in accordance with federal guidelines. This may include safe
storage of private, identifiable information (Pll) (file cabinets, computers) and
encryption of data to be transferred. -

- 2. To comply with the Records Management Subject Area reqmrements for human
subjects research records. All records must be maintained according to an
approved DOE retention schedule, or in accordance with sponsor requ1rements »

- whichever is longer.
3. To immediately notify any |nC|dent(s) involving potential compromlse or loss of
Pll data to the ORA and IRB.
4. Ensuring there is no use or disclosure of the PII except when approved by the
respon3|ble IRB(s)-and DOE, where applicable, and then only:
In an emergency affecting the health or safety of any individual;
» For use in another research project under these same conditions and with
DOE written authorization;
» For disclosure to a person authorized by the DOE program office for the
purpose of an audit related to the prOJect or
e When required by law..
5. Report unanticipated problems/adverse events to BNL and the IRB accordlng to

' policy. o

4. Unanticipated Problems/ Adverse Events
4.1 Definitions as per DOE Order 443.1C:

Unanticipated Problem. In general, to be classified as an unanticipated problem,
any incident, experience, or outcome should meet all three of the following criteria:
(1) Unexpected (in terms of nature, severlty, or frequency) given (a) the research
procedures that are described in the protocol-related documents, such as the IRB-
approved research protocol and informed consent document; and (b) the
characteristics of the subject population being studied (2) Related or possibly related
to participation in the research (possibly related means there is a reasonable
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possibility that the incident, experience, or outcome may have been caused by the

procedures involved in the research) (3) Likely to place subjects or others at greater

risk of harm (including physical, psychological, economlc or social harm) than was
previously known or recognized.

. Adverse Event. Any unfavorable medical occurrence in a human subject, including
any abnormal sign (for example abnormal physical exam or laboratory finding),
symptom, or disease, temporally associated with the subject’s participation in the
research, whether or not considered related to the subject’s participation in the
research (Unanticipated Problems Involving Risk and Adverse Events Gwdance
OHRP, 2007).

Significant Adverse Event. A significant adverse event is an adverse event that is
unexpected and substantively impacts the human subjects.

‘Serious Adverse Event. A serious adverse event (Unanticipated Problems lnvolvmg
Risk Adverse Events Guidance, OHRP, 2007) is any adverse event temporally
associated with the subject’s participation in research that meets any of the following
criteria: a) results in death; b) is I|fe-threaten|ng, c) requires inpatient hospitalization
or prolongation of existing hospitalization; d) results in a persistent or significant
disability/incapacity; e) results in a congenital anomaly/birth defect, or f) based upon

- appropriate medical judgment, may jeopardize the subject’s health and may require
medical or surgical intervention to prevent one of the other outcomes. llsted in this
definition..

The following are examples of events that must be reported: - Serlous adverse
events that are both unanticipated and related to the study - An event that exposes
the subject or others to potential risk - Incarceration of a subject enrolled in a
protocol that is not approved to enroll prisoners - Any change to a protocol that was
taken to eliminate an immediate hazard - Any protocol violation or deviation - Any
suspension imposed by a sponsor - Loss or compromise of private, |dent|flable
information i

4.2 Policy

- The Department of Health and Human Services (DHHS) requires that institutions.
have “written procedures for ensuring prompt reporting to the IRB appropriate
institutional officials, and the [Department or Agency head or FDA as applicable] of
(i) any unanticipated problems involving risks to subjects or others or any serious or
continuing noncompliance with this policy or the requirements or determinations of .
the IRB; and (ii) any suspension or termination of IRB approval” [45CRF 46.103(b

)(5) & 21 CFR 56.108(b)].

DOE Order 443.1C requires reportlng within 48 hours to the DOE HSR Program
Manager, SC-23 (and the DOE HSR Program Manager, NA-1 for NA sites), and
coordination with and approval from the HSR Program Manager(s) in determlmng
plans to correct any sngnlflcant adverse event.

4.3 Procedures
4.3.1 Analysis of Events
Any event that occurs after the consent is S|gned until follow up is completed
must be reported. The reporting can be initiated by any study staff member while
the subject is undergoing the study. All events must be reported by the Principal
Investigator or designee and reported to the ORA and IRB. The report must
provide a description of the event in sufficient detail to allow for a complete
assessment of the case and allow for an independent determination of possible
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causality. The report will also capture information regardlng other possible
causes of the event. The IRB will review the incident and process it according to
policy. The review outcomes are sent to the Pl and ORA.

4.3.2Reporting Requirements
Serious Adverse Event.
i. Timing of notification. The Pl is required to |mmed|ately notify the ORA by
telephone if the event is serious. A written report must be filed within 24 hours. If
the SAE occurs at night or on the weekend, the ORA must be notified by phone
at the start of the next business day.
ii. Method of Notification:
Format: Notification is accomplished by completrng the CDOEIRB Report
New Information (RNI) Form.
Process: The ORA will form an ad hoc committee assess the situation and
document review of the situation.
Follow up. The ORA will review these reports prior to filing other agenmes
iii. Records Management. The Pl or designee shall file a copy of the UP/AE’
Report in the subject record, Case Report Form and in the applicable Investigator
File.
iv. Collaborating Institutions. Copies of the UP/AE Reports should be forwarded
to collaborating institutions for their information. Similarly, collaborating
institutions must be requested to forward event reports initiated by them to BNL
for our records and reporting requirements.
IRB reporting: Unanticipated serious adverse events must be reported by the PI
to the IRB as they occur using CDOEIRB Report New Information Form (RNI).
Anticipated serious adverse events are reported during the protocol’s continuing
review.
DOE reporting: Any significant adverse events must be reported within 48 hours
- to DOE by the ORA/CDOEIRB.
Unanticipated Problem
i. Timing of notification The Pl is requrred to notify the ORA/CDOEIRB
immediately. Reporting to the DOE/NNSA HSP PM is required within 48 hours
for unanticipated problems. If the unanticipated problem involves loss/breach of
PIl it must also be reported immediately to DOECIRQ. UP Reports will be
followed up in the same way as SAEs and reported to ORA wrthln 30 days.
ii. Method of Notification
~ Format: Notification is accompllshed by filing a CDOEIRB Report New
Information (RNI) Form.
Process: The ORA will assess the situation and document review of the
situation.
Follow up. The ORA will review these reports prior to filing with the other
agencies.
- iii. Records Management. The PI shall file a copy of the RNI in the subject
record, Case Report Form and in the appllcable Investigator File. The original
shall be maintained by the ORA.
iv. Collaborating Institutions. Copies of the UP/SE Reports should be forwarded
to collaborating institutions for their information. Similarly, collaborating
institutions must be requested to forward event reports initiated by them to BNL
for our records and reporting requirements.
v. IRB reporting: Unanticipated events must be reported by the Pl to the IR as
they occur using the CDOEIRB Report New Information (RNI) Form. ~
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vi. DOE reporting: Any unanticipated risks, including loss or compromise of
private, identifiable information, must be reported |mmed|ately to DOE/NNSA
HSP PM by the PI/ORA. '

Anticipated events

IRB/DOE reporting: Anticipated events are not reported

'Regulatory and funding Source Reporting Requirements
The Principal Investigator is responsible for complying with reporting as required
by the funding source or regulatory agencies related to their research. Please
note that these requirements are in addition to those required by BNL.

5. Protocol Deviations/Non CompllanceICompIamts
5.1 Policy
Subjects, researchers and others who have human subjects research related
complaints, concerns, recommendations, or reports of violations are required to -
report to the ORA Director. All reports will be reviewed and acted upon accordingly.
Research investigators shall not implement any change to an IRB approved protocol
without first receiving IRB approval of the addendum to the protocol, except where a
protocol change is necessary to eliminate an immediate hazard to a study subject.

45 CFR 46.113 authorizes the IRB to suspend or terminate approval of research that
is not being conducted in accordance with the IRB’s requirements or that has been
associated with unexpected or serious harm to subjects.

ICH Guideline 4.5 states that the investigator should not implement any deviation
from or changes of the protocol without prior review and documented approval from
the IRB except where it is necessary to eliminate an immediate hazard(s) to a study
subject or when the change(s) involve only logistical or administrative aspects of the
study.

If a change to a protocol is made for emergency reasons, the change should be
written out and signed by the subject if possible, as documentation that the subject
consented.

5.2 Protocol DeV|at|onN|oIat|on

Definitions A protocol violation is any change from the IRB approved protocol that
results in actual or potential harm to the subject and is reportable to external
regulatory agencies. All protocol deviations must be reported immediately to the
CDOEIRB in accordance with CDOEIRB SOPs.

“ 1. A protocol deviation does not harm or potentially harm a subject and does not
require a report outside BNL. It is generally associated with administrative
inconsistencies or minor errors in the implementation of the protocol.

2. The Biology Department Chair may alter the categorization of a protocol
violation or deviation following review.

Procedures

1. Any individual noting an actual or potential deviation from the IRB approved
protocol shall report to the ORA Director and the Principal Investigator (PI) of
that protocol.

2. The PI shall review the protocol and relevant documentation and notify the
ORA Director of the findings. The PI shall also notify the CDOEIRB as
required. The Pl and ORA are notified of all CDOEIRB actions regarding the
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~deviation.

3. The ORA Director, with assistance from appropriate staff, shall evaluate the
significance of the deviation and categorize the event based on the criteria
above. The Pl is responsible for developing a corrective action plan for the
deviation. The corrective action plan must be submitted to the ORA Director
for review and approval and should consider training or other means to
prevent recurrences. The protocol may be suspended by the Biology _
Department Chair, ORA Director or CDOEIRB and remain suspended until
the corrective action plan is reviewed and approved.

4. If the deviation is not considered serious, the Pl may still be requested to
submit a corrective action plan to ensure that the deviation is corrected and
does not reoccur.

5. The ORA Director will work with the Biology Department Chair to periodically
evaluate the effectiveness of corrective actions. A pattern of continued
_deviations - or a serious protocol violation may result in suspension of the
protocol and possible disciplinary action by the Department Chair.
6. The ORA Director will notify the CDOEIRB immediately of any non-compliance
regardless of whether serious or continuing.

5.3 Non-Compliance

Definitions

Non-compliance is defined as failure to foIIow or comply with federal, state, Iocal
and IRB regulations and policies.

Serious non-compliance is defined as non- comphance that affects the rights or
welfare of subjects.

Continuing non-compliance is defined as a pattern of non- compllance that
indicates the non-compliance may continue without intervention or has continued
due to lack or response or cooperation from the investigator.

All non-compliance is processed according to CDOEIRB policy. The Pl and ORA are
notified of all CDOEIRB determinations.

Disciplinary Action

When considering protocol devnatlons non-comphance or employee misconduct in

the performance of human subject research, the Biology Department Chair, in

consultation with the Institutional Official, Human Resources, and others, should use
the following process and guidelines to determine the appropriate disciplinary action.

Guidelines for assessing responsible person(s)

The Principal Investigator (PI) is ultimately responsible for the proper conduct of
each of his/her protocols. The Pl will be held accountable for actions taken by other
members of the team in the implementation of the protocol. Consequently, the PI's
staff privileges may be affected as part of the response to instances of misconduct
by members of his/her research team in the implementation of the protocol.

Responsibility for Recommending and Implementing Disciplinary Action

The Biology Department Chair, in consultation with the Institutional Official as
necessary, has the authority and responsibility for categorization of the incident
severity and for recommending and administering the disciplinary action associated
with the conduct of human subjects research. The Biology Department Chair is also
responsible for notifying the supervisor of the Pl or individual responsible for the
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) .

protocol deviation or misconduct so that consideration can be given to employment
related disciplinary action.

Categorization of Incident Severity

Due to the nature of the work involved in human subject research, protocol
deviations or misconduct may be reported in at least three possible contexts. Any
incident may be considered in the context of one, two, or all of these categones
1..The actions of an individual.

2. The aggregate actions of members of a team workmg ona partlcular protocol

3. The accountability of the Principal Investigator who is responsnble for both
contexts mentioned above.

The following are the three seventy categories used in assessmg appropnate -
d|SC|pI|nary action:

'SIGNIFICANT: is a procedural violation or instance of misconduct that immediately
jeopardizes the actual physical, ethical, or emotional safety and welfare of a subject.
This category includes actions that are considered serious and are reportable to the
~ IRB, DOE, OHRP and other government and funding agencies.

Examples: A physical safety issue might involve exposing a subject to excess
radiation or medication dosages well beyond protocol limits that are likely to have
damaging effects. A significant ethical/emotional violation would be the participation
of a subject in a study procedure without having obtained a signed informed consent.

MAJOR: is a procedural violation or instance of misconduct that creates a potential
to jeopardize the actual physical, ethical, or emotional safety of a subject. This is a
threat that is not immediate’in nature.

Examples: A potential phyS|cal threat would result from the Iack of physman
coverage in a situation where one is required by the protocol. A potential,
ethicallemotional threat could be a breach of confidentiality involving disclosure of
medical information without the subject’s permission. A similar violation would occur
if a member of the study team were to be disrespectful to a subject's
physical/emotional needs in a way that would lead to embarrassment. The BNL
policy on conflict in the workplace would also be applicable. Acts or threats of
violence, verbal abuse, and any other behavior meant to intimidate others directed at -
the subject or enacted in the subject’s presence are examples of prohibited actions.

- MINOR: is a procedural violation or instance of misconduct that does not involve an
actual threat to the physical, ethical, or emotional safety of a subject. This category
demonstrates a carelessness or indifference to proper protocol implementation or to
adherence to appropriate guidelines or procedures concerning the conduct of clinical
research. '

'Example: Failure to consistently complete a subject chart or case report form

paperwork in accordance with procedures through either repetltlve errors or lack of
timeliness. :
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Disciplinary Action:

Disciplinary Actions instituted by the Biology Chair may range from a request for
corrective action to the suspension of the study and/or termination of staff privileges,

depending on the seriousness of the violation and the frequency of its occurrence. In
determining the specific disciplinary action, the following guidelines will be employed:

Willful violation of a subject’s rights or welfare, fraud (including intentional use
or omission of data to manipulate statistical results), or willful misconduct will
result in termination of the protocol and/or termination of staff privileges and
will automatically be reported to the individual(s) supervisor to consider
appropriate employment related disciplinary action.

Unintentional violation of the above requires a written corrective action plan
by the Pl and could result in suspension of the protocol for up to 30 days.
Minor violations require protocol revision and/or a written corrective action:
plan. Repeated minor violations will result in the suspension of the protocol
pending corrective action. Those violations, which could result in- the
suspension of a protocol or the suspension or termination of staff privileges,
will be reviewed with the Human Resources Division.

Additional actions may be taken by the CDOEIRB.

5.4 Complaints

R

All complaints/concerns regardmg the protocol appllcatlon process or
activities of the CDOEIRB should be directed to the ORA Director and/or the
Institutional Official. The Pl and/or ORA Director must communicate to the
CDOEIRB lmmed|ately any complaints received about an ongomg HSR
study.

If there are complaints/concerns with the ORA Director, investigators and
staff should contact the 10 directly.

If the complaint meets the definition of an unanticipated problem mvolvmg risk
to subjects or others, it will be handled according to adverse
event/unanticipated problem reporting policies. -

If the ORA Director determines that the complaint involves possible scientific
misconduct, the 10 will be notified, and appropriate action will be taken in
accordance with BNL policies and procedures.

Issues of subject safety will be forwarded to the CDOEIRB.

Subject concerns brought to the attention of the CDOEIRB regarding BNL
staff or facilities are sent to the ORA Director by IRB staff.

‘All consent forms include the name and phone number for the Principal

Investigator and the CDOEIRB. Subjects are given a copy of their consent
form for their records.

All reports/allegations regarding human subject research activities made to
the ORA and/or 10 will be held confidential to the extent allowed by law.
Research investigators and staff are encouraged to contact the ORA Director
to ask questions, make suggestions or express concerns regarding any
aspect of the BNL HRPP. The ORA Director will communicate any concerns

. with each and to the 10, if warranted.

5.5 Reporting

DOE Order 443.1C requires reporting W|th|n 48 hours to the DOE HSR Program
Manager, SC-23 (and the DOE HSR Program Manager, NA-1 for NA sites) any
complaints about the research, with a description of any corrective actions taken
and/or to be taken.
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6. Investigator Responsrblhtles
6.1 Policy
All Pls must follow all appllcable federal, state and local regulatrons including good
clinical practice guidelines. In designing and conducting studies, Pls must protect
the rights and welfare of subjects. :

¢

Al

6.2 Investlgator Responsibilities
Role: Propose, plan and execute scientific investigations involving human subjects in
pursuit of scientific excellence.

Respons:bllltles :

1. Know and adhere to rules and regulations governing research involving
human subjects including the federal regulations and BNL and DOE policies.

2. Complete required training for conduct of human subjects research priorto -
start of protocol.

3. Prepare initial clinical research protocol and any addendum thereto that
defines a research program that justifies the use of human subjects and is
compliant with regulatory requirements.

4. Submit the initial clinical research protocols and any modifications of the
approved protocols to the IRB for approval prior to starting any work retain
copies of all correspondence with the ORA/IRB.

5. Submit substantive annual reports to the IRB including a presentation of
research findings and accurate subject accrual information.

6. Ensure no deviations from the approved protocol occur by the research team
conducting work under that protocol.

7. Ensure that all investigational drugs and/or dewces are used only under an
IRB approved protocol by providing plans for control, management and
storage of devices according to DOE policy.

. 8. Ensure that all personnel working on an approved protocol are appropriately
qualified for their duties and that their training is kept up to date (facility
specific and human studies specific training).

9. Ensure that all personnel working on an approved protocol have access to
and knowledge of the most current version of the approved protocol.

10. Report any unusual or adverse event, or unant|C|pated problem in
‘accordance with the reporting policy.

11. Prepare investigator records, subject records and case report forms
according to funding agency requirements and federal guidelines.

12. Keep all human subject records confidential. Investigators are required to
maintain and protect the privacy and confidentiality of all personally .
identifiable information on subjects, except as required by law or released
with the written permission of the subject. Certificates of Confidentiality
should be applied for when data about sensitive information (illegal behavror
drug use, etc.) is collected about a human subject.

Y
s

7. Trammg for all Personnel Involved in Human Subjects research
7.1 Policy
BNL management and staff are commltted to the protection of human subjects In
order to maintain a safe and effective research environment, all individuals working
with human subjects shall participate in training and educational programs
appropriate to their duties and aSS|gnments
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7.2 Definitions

Principal Investigator: Has overall responsrblllty for proposing, planning and
executing scientific investigations involving human subjects in pursuit of scientific
excellence.

Administrative staff: Has responsrbrhty to provide admmlstratlve suppon for the
HRPP.

Institutional Official: Has responsibility to provide overS|ght for the mstlfutron S
human subjects research program

7.3 Mandatory Training '

All personnel working with human subjects must take human sub]ects training and
any other training required by their BNL position. DOE requires DOE document
review and courses through the Collaborative Institutional Training Initiative (CITI)
instructional program for the Protection of Human Research Subjects. This is
required for all research staff upon initial appointment and is followed by a refresher
every three years. CITI training includes HIPAA training. Pls working on Exempt
research are required to take CITI and HIPAA training. All Pls conducting HSR
‘submitted to the CDOEIRB must also take DOE-required HSR training. All training
courses are tracked in a central training database maintained by BNL'’s Training and
Qualifications Office. BNL'’s policy is that the supervisor is required to ensure that all
training and qualifications are maintained for their assigned staff. As with all BNL
training, line management is notified of outstanding training via monthly reporting
from the Training and Qualifications Office. The ORA verifies that all quallflcatlons
are maintained current. The lO is requured to take OHRP IO training:

In addition to core training reqwrements, continuing education is offered via eeminars
and meetings with administrators from the DOE on human subjects research topics.

7.4 Renewal Process
For all staff the CITI refresher training must be taken every three years. Additional’
DOE-specific HSR refresher training must be taking in accordance with CDOEIRB
requirements. All required training is tracked through the BNL Training Database.
Reminders of training expiration are sent at 60 and 30 days prior to expiration.and -
line management is notified of outstanding training via monthly reporting from the

- Training and Quialifications Office. . . :

Personnel who do net complete required training in the correct time frame are
notified they may not participate in studies until their training is complete.
BNL abides by CDOEIRB policy on Pls whose training Iapses

8. Quality Assurance and Quality Improvement in Human Subjects Research
8.1 Policy
BNL maintains a quality assurance/improvement plan to measure and improve the
Human Research Protection Program effectiveness, quality, and compliance with
organizational policies and procedures and applicable federal, state, and local
laws. v

8.2 HRPP Quality Assurance

The HRPP is assessed by a variety of program assessments by both internal and
external means. Some are regularly scheduled, and others are conducted on
a more casual basis.
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e The Department of Energy performs reviews of the program. The most
recent DOE Consultation took place in 2023.

¢ Informal self-assessments are conducted by the ORA Director to prepare
for the internal and external assessments.

« HRPP policies, procedures, forms and approach to community outreach
are constantly scrutinized to evaluate their effectiveness, efficiency and
suitability and to ensure that they reflect current regulatnons gundance .
and mstltutlonal requirements. -

The ORA Director is required to perform a self—assessment annually by DOE Order
443.1C. The following are revnewed

a) Assess the unanticipated problem’/adverse event reporting process by
ensuring all reports have been completed and reported as appropriate;

b) Review ORA files to assure appropriate documentation according to current

policies and procedures;

c) Other monitoring or auditing activities deemed approprlate by the 10.

If required, a corrective action plan will be developed. The ORA Director will
have responsibility for implementing the corrective action plan, the success of
which will be evaluated by the IO.

Systemic issues will involve meeting with relevant individuals and deciding on a
course of action. Changes may involve updating the SBMS. All applicable
personnel are notified through the SBMS system.

The ORA receives feedback on CDOEIRB interactions informally on a regular
basis from researchers.

The 10 meets with the ORA Director on an ad hoc basis to discuss whéther
resources allocated to the HRPP are sufﬁgient.

9. Sponsored Research

9.1 Policy

BNL'’s sponsored research program (Work for Others) allows the Laboratory to make
its highly specialized or unique capabilities and facilities available to support the
missions of other.Federal agencies and the needs of non-Federal sponsors.
BNL's Work for Others (WFQ) processes have been developed to be in
compliance with DOE O 481.1 (Work for Others) and all proposed WFO projects
are reviewed and approved by DOE. If a proposed WFO project involves human
subjects, this is indicated in the Proposal Information Questionnaire (PIQ) and
the approval of the Institutional Review Board (IRB) must be obtained and
submitted to DOE prior to DOE approval of the project. All WFO projects that.
involve human subjects must be approved by the IRB and DOE in order for BNL
to receive authorization to conduct work.

9.2 Procedures
The Manager of the Sponsored Research Program reviews sponsored research
agreements to determine the following:
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The Sponsor will pay for the medical expenses of reasonable and necessary medical
treatment if a study subject is injured during a research study and the injury is a
direct result of (i) the effects of the study drug or (i) the performance of study
procedures pursuant to the protocol.

For research monitored by the Sponsor, the Sponsor shall submit a written plan for
reporting to BNL findings that could affect the safety of participants or their
willingness to continue participation, influence the conduct of the study, or alter the
IRB’s approval to continue the study. The plan must address how such findings will
be communicated to study participants. :

The Sponsor must submit plans for disseminating findings from the research and

- defining the roles that the investigators and sponsors will play in publication or :

dlsclosure of results.

The Sponsor must submit plans to communicate findings from a closed research
study to the researcher or BNL when those findings directly affect subject safety.
The plan must specify a time frame after closure of the study during which the
Sponsor will communicate such findings based on the appropriate time frame for
each individual study. ’

Indemnification of the Study lnvest|gators and institution agalnst claims for damages

- arising out of a Research Injury, the design of the Study, or the specifications of the

Study protocol, but not from:
— Failure to follow the Protocol & written mstruc’uons
— Regulatory requirements

- negligence or willful misconduct

Slight deviations that do not contribute to the i mjury or jeopardize the validity of the

- study are not considered a failure to adhere to the protocol.

10.
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