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Introduction to the Columbia Human Research Protection Program

Columbia University (CU or Columbia or the University)! has developed and implemented a
comprehensive Human Research Protection Program (HRPP; hereafter referred to as the
Columbia HRPP) in accordance with the recommendations in the Institute of Medicine Report
entitled Responsible Research: A Systems Approach to Protecting Research Participants
(October 3, 2002). The program is charged with the responsibility of ensuring that all human
subjects research conducted by Columbia faculty, employees, and students is conducted ethically
and in a manner that promotes the protection of human subjects in research. Protections for
human participants in all such research must not only be in compliance with institutional policy,
state law, and federal regulations, but must also meet or exceed the standards of accreditation as
set forth by the Association for Accreditation of Human Research Protection Programs
(AAHRPP).
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The Columbia research enterprise is extensive in size and broad in the scope and nature of its
activities, including biomedical, behavioral, social science, and epidemiological research, as well
as studies in the area of health services. Subjects may include healthy volunteers as well as
patients and other individuals who may be considered vulnerable due to medical, cognitive,
emotional, economical, educational, age, or other factors. Although much of the research is
conducted in the New York City area and on Columbia campuses, researchers also actively

! Please see Appendix I for a list of all abbreviations.

2 NewY ork-Presbyterian Hospital has facilities that are affiliated with either Columbia University or Cornell
University. At Columbia, the primary facilities are Allen Hospital, Milstein Hospital, Herbert Irving Pavilion and
the Morgan Stanley Children’s Hospital of New York (MSCHONY) (collectively, “NYP at Columbia”). The
Columbia IRBs also provide IRB review for human subjects research at Lawrence Hospital and for certain such
research at Hudson Valley Hospital; both are NYP affiliates. For simplicity, all of these Columbia affiliates of NYP
will be referenced as “NYP”.
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conduct research at other sites both domestic and international. Furthermore, many Columbia
researchers collaborate on projects with investigators at other institutions. The Columbia HRPP
processed approximately 2,200 new human research studies in 2016, and manages approximately
6,000 studies that have been approved or determined to be exempt.

A. Institutional Leadership

In accordance with the organizational structure of the Office of the Executive Vice President
for Research (EVPR), the Columbia HRPP is managed by the Executive Director, Human
Research Protection Office (ED), who is also responsible for the management of all
Institutional Review Board (IRB) operations at CU. Section I of these written procedures
outline and summarize the Columbia HRPP.

The ED reports to the EVPR, through the Chief OperatingQfficer of the Office of the
Executive Vice President for Research and Vice President esearch Operations and
Policy (VPRO), and ensures that the Institutional Officials 3) designated on the FWAs of
CUMC, CU-MS, and NYP are kept apprised of all p t information. The EVPR,
reporting directly to the President of the Universi rall responsibility for the
University's research enterprise. The Office of th establishes and administers the
policies governing the conduct of research a ersity a ees the management of

its research programs. \
In 1966, Columbia established its ﬁrﬁ%der the y of the Dean of the College of

Physicians and Surgeons of Col hbja bf changes to the University

versity,
administrative structure since 06, inCluding ralization of administrative functions and
the establishment of the Offi€e ofjthe EVP ungtions of and charge to the IRB are now
under the purview of th

The EVPR is res or centra ONH f the entire Columbia HRPP and also serves
as the IO on the FW, CU-MS. Individuals with an appropriate level of authority

reporting to the Executive Vice idént and Dean of the Faculties of Health Sciences and
Medicine, and Chief Executive, bia University Medical Center (Dean, CUMC), and to
the President of NYP, are designated as the 10s for CUMC and NYP, respectively. Each IO
is responsible for ensuring that all research under his/her FWA is conducted ethically and in
compliance with all regulatory standards. Neither the EVPR, nor other Columbia or NYP
officials, may approve research involving human subjects that has not been approved by a
Columbia IRB or an IRB upon which Columbia is relying. The EVPR, together with the I10s
of CUMC and NYP, the VPRO, and the ED provide a team approach for oversight of the
protection of human subjects in research.

B. Institutional Culture

Essential to the success of the Columbia HRPP is the institutional culture or conscience that
permeates all components of the program. Research is one of the key missions of Columbia,
which prides itself on its commitment towards excellence in all research activities. Columbia
and NYP recognize that the ethical conduct of research is not only vital for the success of the
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research enterprise and the public trust in our research programs, but more importantly, that
the institutions have a moral responsibility to act accordingly. Towards these ends, the
EVPR and the 10s of CUMC and NYP lead the Columbia HRPP in many different ways,
including: 1) instilling the above described culture; 2) supporting the Columbia HRPP with
the necessary funds, resources, and intellectual support; and 3) providing the necessary
authoritative leadership and support for ensuring the integrity of Columbia’s program for the
handling of alleged noncompliance incidents.

Evaluation of resources needed for the HRPP is conducted at least annually and includes
consideration of the needs of all components of the HRPP that are under the purview of the
EVPR. In conjunction with the VPRO, leadership within each research administrative office
considers the requirements of their respective unit in terms of personnel, space, equipment,
and any other factor relevant to attainment of unit goals. In addition, resources required to
maintain regulatory review committees, including IRBs, radiation safety committees, and the
institutional biosafety committee, are evaluated at least anpwally. Financial and other
resources needed to ensure adequate education and trainin! @ vities for members of the

research community and administrative personnel, pr ion of handbooks and other
university-wide research tools, quality assurance vement activities for the entirety
of the research program, and maintenance of the of the R are also routinely
evaluated. The EVPR and VPRO assess the@ eceived iversity and external

legal counsel, and other offices that provi ch-relateyse hroughout the
University, in terms of availability, e i nd adequacy totmeet the needs of research-
related offices and functions. K 6
C. Standard Operating Pr
1. Development 0 \
Columbia U has adopt eSe, Standard Operating Procedures (SOPs) to ensure
the ethical cond researgh ang the protection of the rights and welfare of human
subjects participating in rese ducted under the authority of the University. These
procedures describe the mea hich research with human subjects will be reviewed,
approved, and monitored.

The IRB SOPs comply, where applicable, with the U.S. Department of Health and
Human Services (DHHS or HHS) and the U.S. Food and Drug Administration (FDA)
regulations on research with humans. The written procedures also comply with the
International Conference on Harmonization (ICH) “Guidance for Industry- E6 Good
Clinical Practice: Consolidated Guideline,” to the extent that they are consistent with
federal law and regulations,

Review of protocols supported or conducted by other federal agencies, such as the
Department of Defense (DoD), Environmental Protection Agency (EPA), U.S.
Department of Education (DOE), U.S. Department of Energy (DOEn), and the National
Institutes of Justice (N1J), includes consideration of compliance with the agency’s
regulations for the protection of human subjects. Similar considerations are made for
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research that is subject to additional federal policies, e.g., conducted within facilities
under the purview of the Bureau of Prisons, subject to the Family Educational Rights and
Privacy Act (FERPA), or subject to the Protection of Pupil Rights Amendment (PPRA).

Policies and procedures are developed within the IRB by one of the two standing
committees described in Section I.A.3: the Policy Committee or the Accreditation
Committee, or otherwise as necessary, under the direction of the ED.

The IRB SOPs will be reviewed regularly. Any necessary revision to these policies must
be made through the process described in the following section.

2. Process for Revising Standard Operating Procedures

a.

A proposed revision to an SOP must be submittgd to either the Policy or
Accreditation Committee for consideration.

1) More significant changes that may, ax@ er implications should be
handled by the Policy Committee.

2) Minor or less significant char@ ¢ handlel bysthe Accreditation

revision and decide w mittee ywi er the revision. The ED has the
authority to make t aldecision.

Once a propos&d r on is cofisi

Committee. \
If necessary, the Chairs oﬁ“%mmittes Jurisdiction of any proposed
O

red by either Committee, a draft is forwarded
Assistant Director, Senior Manager(s)

to the afg thé¥eldvant Direct
and, whe riate, B @hairs, the VPRO and staff for review and
consideration’! After a deSignated review period, all comments are considered by

the Committee that e proposed revision.

1) If no substantive changes have been made during the review period, the final
draft version is forwarded to the ED for approval. Approval of revised
policies is documented with signoff by the ED.

2) If substantive changes are made during the review period, a revised version is
again circulated as described above. This process continues until the final
revised policy is approved. The ED has the authority to revise and approve
the policy at a point when all remaining concerns are editorial or grammatical,
the need to release a new or revised policy is time-sensitive or the process is
not moving forward.

3) As necessary or appropriate, draft policies are circulated between CU and
NYP, and to other individuals or entities within the institution, e.g., Office of
the General Counsel (OGC), EVPR, Office of Research Administration,
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which includes the Clinical Trials Office (CTO), Sponsored Projects
Administration (SPA), and the Office of Research Compliance and Training
(RCT).

d. Approved policies and changes to these SOPs are announced via the CU
HRPO/IRB listserv, at a minimum, and posted on the CU HRPO website.
Appropriate individuals (e.g., research personnel, HRPO staff, IRB members and
Chairs, VPRO, 10s, EVPR) are notified of new policies and changes to these
written procedures.

Revisions to the SOPs may be made on a section or item basis. This process allows more
timely updates to an SOP rather than requiring re-approval of all SOPs with each revision.

At the discretion of the ED or the relevant Director, any change to the SOPs may be
implemented immediately without following this process i etermination is made by the
ED or the relevant Director that the change is necessary ft mediate protection of
human subjects or to address an urgent regulator coc concern.

D. Requirement for Submissions

All protocols for human subjects researc @nducted Co ia faculty, employees,
and students must be submitted for reva ascal, Columbrials research administration and
Q tem. No %u pt projects must be prospectively

© & olumbia’s FWAs or by an IRB

approved by the appropriately de
to which Columbia has ceded diR
determinations at CUMC ar¢
the IRB office or any IRB @Gha
by the IRB Chair ic r. It is a @olumBiafpolicy that investigators may not make the
final determinati mption, 1. ,&o that appear to meet federal criteria for
exemption must be itted ingRasdal for Confirmation of exempt status. Certain
pedagogical activities conducte ents must also be submitted for review, in

accordance with the IRB Student§dsSResearchers Policy (Reference Document #304), even
though the regulatory definition of research may not be met.

E. Definitions of Research and Human Subject

Throughout these written procedures, “human subjects research” (HSR) is defined as those
activities that meet the criteria articulated in applicable U.S. DHHS regulations to be
considered as both “research” and as involving “human subjects.”

Research: a systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge. Activities
which meet this definition constitute research for purposes of this policy, whether or
not they are conducted or supported under a program which is considered research for
other purposes. For example, some demonstration and service programs may include
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research activities. (Title 45 of the Code of Federal Regulations (CFR) Part
46.102(d); hereafter, regulatory citations will include only “CFR” and the numbers.)

Systematic Investigation: an activity that involves a prospective study plan that
incorporates data collection and analysis, either quantitative or qualitative, to answer
a study question. Investigations designed to develop or contribute to generalizable
knowledge are those designed to draw general conclusions (i.e., knowledge gained
from a study may be applied to populations outside of the specific study population or
situation).

Human subject: a living individual about whom an investigator (whether professional
or student) conducting research obtains

(1) Data through intervention or interaction with the individual, or
(2) Identifiable private information. (45 CFR 468L02(1)).

When an activity involves a drug, device, or biologic that is subject to U.S. FDA
regulations, the following definitions also apply:

Research: The FDA has defined ”cli 1 tigation g ‘investigation” to be
synonymous with "research"”. "CIj, estzgat @ any experiment that
se

involves a test article and one human d that either must meet the
requirements for prior submi on e FDA ct on 505(i) or 520(g) of the

Food, Drug and Cosmetl is not s uirements for prior submission
to the FDA under thesg of the : the Tesults of which are intended to be

later submitted to, o DA as part of an application for a
Qo isi

research or market : . The term does not include

experime ject to ons of part 58 of this chapter, regarding

nonclimc%tory studi

When the FDA Investig \Jew Drug (IND) regulations (21 CFR 312) apply,
“clinical investigation” i ed as any experiment in which a drug is administered

or dispensed to, or used involving, one or more human subjects. For the purposes of

this part, an experiment is any use of a drug except for the use of a marketed drug in

the course of medical practice (21 CFR 312.3(b)).

When the FDA Investigational Device Exemption (IDE) regulations (21 CFR 812)
apply, an “investigation” is defined as a clinical investigation or research involving
one or more subjects to determine the safety or effectiveness of a device (21 CFR

812.3(h)).

Emergency use of a test article, other than a medical device, is considered a clinical
investigation, and FDA may require data from emergency uses for a marketing
application [21 CFR 56.104(c)]. See FDA Guidance, “Emergency Use of an
Investigational Drug or Biologic - Information Sheet” for additional information.
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Test Article: any drug (including a biological product) for human use, medical device
for human use, human food additive, color, adaptive electronic product, or any other
article subject to regulation under the act or under sections 351 and 354-360F of the
Public Health Service Act (42 U.S.C. 262 and 263b-263n); (21 CFR 50.3(j)).

Human subject: an individual who is or becomes a participant in research, either as a
recipient of the test article or as a control. A subject may be either a healthy
individual or a patient (21 CFR 50.3(e)).

When the FDA IDE regulations (21 CFR 812) apply, a “subject” is defined as a
human who participates in an investigation, either as an individual on whom or on
whose specimen an investigational device is used or as a control. A subject may be in
normal health or may have a medical condition or disease (21 CFR 812.3(p)).

use situations are considered
a marketing application.
nostics and unidentified tissue

Patients who are recipients of test articles in emergg
human subjects, about whom FDA may require dafg
When medical device research involves invit.

specimens, the FDA defines the unidentifigliyti pecimens as human subjects.
F. Rascal @ %
Rascal was developed at Columbia to fa€idifate the mana review, and oversight of

Columbia research, and facilitate rescarch @@ministra and compliance. Columbia requires

that all research protocols involvj n subj 1
review by the IRB and other adiy tive of dless of whether a Columbia IRB is

the Reviewing IRB. When 4 @ olumbi
must be submitted in Rasc fifracking purp@sestand to confirm satisfaction of local
evel of accountability for all research

requirements. Th C proviles a
protocols, as it al tracking scagch,’systematic administration of reviews by the
IRBs and other co

igf€es, progessiflig and accounting of human research educational
training, and management of co

interest.
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I. Human Research Protection Program (HRPP)
A brief overview of the Columbia HRPP is provided below.

A. Institutional Review Boards and Human Research Protection Office (HRPO)

The mission of the CU IRBs and the CU HRPO, which form the core of the Columbia HRPP,
is to enhance and facilitate the ethical conduct of human subjects research that is conducted:
a) at Columbia; b) through the support of Columbia funding; and/or ¢) by Columbia faculty,
and other Columbia and NYP researchers, regardless of location of the research. The CU
IRBs perform this mission through their review of human subjects research, and are
supported in this endeavor by the HRPO educational and training initiatives, and compliance
oversight and quality improvement programs.

®

duct of such research, nor are
% ®as to what research should
ns also fall under the purview of

The IRBs are not solely responsible for the integrity and ¢
they responsible for the programmatic development or ded
or should not be conducted at Columbia. These cQnsi

the Dean of CUMC, the President of NYP, and the cach of whom have the authority
to restrict research that cannot be supported by re @ s, principles, or policies of their
respective institutions, regardless of whethe B€en appro one of the CU review
panels.

Columbia review boards and those 0%
protection of the human subjects involve
of the HRPP. A detailed descsip the Co

constitution, organization, @ ship, an §
that non-Columbia IRB fOor the HRPP, is provided in Section II.

The HRPO is th ministr. 'Ne or the Columbia HRPP. This office serves as
the central repositor. 11 infogmati@n affecting the protection of human subjects in
research. The HRPO is respons he management and oversight of all IRBs at CU-MS
and CUMC. In addition, the H responsible for ensuring that all relevant information

affecting the safety and welfare of human subjects in research, and noncompliance issues, are

reported to the IRBs, and as appropriate to the 10s, federal regulatory agencies, sponsors, and
AAHRPP.

Leadership within the HRPO is a team that consists of the ED, the Directors in the areas of
Operations, IRB Management and Compliance Oversight and the Assistant Director for IRB
Management (collectively, D/ADs) that works closely with the managers of the teams that
directly support the IRBs. The HRPO has two locations: a) on the CUMC campus, and b) on
the Manhattanville campus, (see Reference Document #160, IRB Contact Information, for
current addresses).

The HRPO convenes ad-hoc meetings that involve the heads of other HRPP units as
necessary to address any incidents or issues that may require consideration from or action by
one or more of those units. As warranted, the ED or other director sends communications of
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relevant information regarding the ethical conduct of human research and the protection of
human subjects to all heads of Columbia HRPP units. The ED participates in monthly
meetings that are convened by the EVPR and include the heads of all units under his
authority.

The ED also leads twice monthly meetings of the IRB Executive Committee (IEC). This
Committee is comprised of the Chairs and Vice Chairs of all IRBs, the VPRO, the ED, and
the D/ADs. The purpose of these meetings is to improve the quality and consistency of the
work performed by the IRBs and to address overarching issues and challenges that may face
the collective IRBs. Managers and Assistant Managers are encouraged to attend IEC
meetings. When agenda items warrant, all IRB officers are also encouraged to attend this
meeting.

Four other committees within the IRB office support initiatives to improve the ethical

conduct and review of research: 1) Education and Traini mmittee; 2) Policy
Committee; 3) Accreditation Committee; and 4) Rascal C ee. The purpose of each
committee is discussed in more detail below (Section .a-1.A.3.d). Additional
committees may be constituted as necessary to su e initiatives.

2\

1. HRPO Administrative Staff
The ED maintains overall respon@ ‘ %1 ent of all CU IRBs and the
HRPO staff. Oversight of th: ance a amggement of specific areas have been

delegated to the D/ADs:
e IRB Operatio irecto Xa ns (DO), who reports to the ED
e Dayt Qs all I the Director for IRB Management (DIM),
who the ED a ont the Assistant Director for IRB Management
(ADIM) s. Eagh IRB Chair and IRB Manager are responsible for the daily
management of their ive Board;

e Compliance Oversight'to the Director for Compliance Oversight (DCO), who
reports to the ED.

The HRPO provides sufficient professional and administrative support, and adequate
resources, to ensure compliance with federal and state regulations and institutional
policies for the protection of human subjects in research. The commitment of staffing
resources for the HRPO is evaluated internally on an ongoing basis by the ED and
D/ADs, with input from the IRB Managers, as applicable, and additional support is
provided as needed. Through regular meetings with the VPRO and CUMC 10, the ED
communicates office-wide requests for additional support as warranted.

Adequate meeting and office space are provided for the IRBs and HRPO staff. Office
equipment and supplies, including file cabinets, computers with Internet access, and copy
machines, are available to the HRPO staff.
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a. Organization
1) Administrative Support to Review Panels

Each IRB is administered by a team of staff comprised of a senior HRPO staff
member, who will generally be a Manager or Senior Manager, and at least one
other officer. A Senior Manager may oversee more than one IRB or review
committee, or have defined office-wide responsibilities in addition to managing a
team that supports a specific IRB. Each team is responsible for: a) ensuring that
all research reviewed by its IRB is in compliance with all applicable standards
and that all reviews are handled efficiently and at a high level of quality; b)
providing its IRB members with the necessary information to conduct their
reviews; and c) preparing all communications to the research teams whose
submissions have been reviewed.

Submissions (i.e., new protocols, modification @ gwals, reports of
unanticipated problems, and closure r¢ ¢ triaged upon receipt and

review (“pre-review”) utilizing a
detailed pre-review form or review tefaplafe based e type of submission. The
pre-review process is designed toghelp re that mission is complete
and can proceed for review b RB/member 8§, in se of CUMC exempt

t each study will\geceive all relevant regulatory

pre-review, it proceeds to an IRB
(for CUMC non-exe 11 CU- or to the ARC or a Chair (for
CUMC exempt stughi iew.

2) Compli@ sight Téam \

The ce OversiR—l OT) is comprised of the DCO and auditors.
in

The COTisffesponsiple for investigating, managing and tracking all allegations of
serious and/or contin compliance, concerns about research conduct, and
complaints with resp he protection of human subjects in research, and
tracking all other allegations and incidents of noncompliance. Allegations of
noncompliance, concerns, or complaints may be received from anyone, e.g., the
IRBs, HRPO staff, faculty, research staff, IOs, departmental administrators,
research subjects, federal and state regulatory agencies, the media, or the general
public, and may be reported anonymously. All such allegations, concerns and
complaints, as well as any event that must be reported to federal regulatory
agencies (e.g., serious and/or continuing noncompliance, certain unanticipated
problems, and suspension of IRB approval) are logged by the COT into a database
for tracking and reporting purposes. The DCO keeps the ED informed of all cases
through regular meetings and reports. The COT also works with the Office for
HIPAA Compliance (OHC) regarding any concern or finding of research
noncompliance with the Health Insurance Portability and Accountability Act
(HIPAA).

Section [: Human Research Protection Program Pagel-3

IRB SOP V5.0 — Dec. 21, 2017
11



Alleged incidents of noncompliance are handled in accordance with the CU
Noncompliance with Human Subjects Regulations Policy (Reference Document
#89). When a determination of noncompliance has been made by an IRB, an
appropriate corrective and preventive action plan is developed, as applicable, and
documentation of the determination is provided through IRB meeting minutes,
Notes in Rascal and/or a COT report. When a COT investigation is involved, and
under certain other circumstances, a report is filed with the respective IRB, the
appropriate 10(s), the EVPR, and when appropriate, with the relevant regulatory
agency(ies) and sponsor. The COT monitors studies where it is deemed necessary
to perform follow up reviews of corrective and preventive action plans.

The COT also conducts routine or “not-for-cause” audits as part of the IRB’s
compliance oversight initiatives. Details of the IRB Oversight Monitoring
program, which includes follow-up to allegatiomas of noncompliance, monitoring
procedures, and not-for-cause audits, are providedyin Section IX.

b. Duties

Staff members are categorized as either 0 ficets or sup staff. Duties for all staff

are described in the job description fi pecific pos 1d by each individual
(Reference Document #91).

To improve quality, perform %fﬁmen d for individual professional
development, periodic pe e eval 1 mally once per year, are
conducted for officer-lexe - and r e back is provided to support level
staff. Collective Ba @ g Agre e University guide the supervision
and employment of'§upfort staff

c¢. Educ d rainl

HRPO staff members co he same core educational program that is required for
research personnel. This es training relating to relevant laws and regulations

and the Columbia IRB policies and procedures. In addition, all officers and
supervisory staff are required to complete certain training courses required by Human
Resources. HRPO staff are provided ongoing and continuing educational
opportunities (e.g., professional development and regulatory seminars, conferences
and workshops; HRPO informational sessions; distribution of continuing education
information; and access to the HRPO website and document library). Efforts by staff
to expand their knowledge of the ethical and regulatory bases for human subject
protection by completing online tutorials, attending local and national conferences,
and obtaining Certified IRB Professional (CIP) status are strongly encouraged and
supported.

Details of education and training initiatives are provided in Section X.C of these
SOPs.
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d. Confidentiality and Conflict of Interest

All HRPO staff members are required to sign a Confidentiality and Conflict of
Interest Statement (Reference Document #76), the concepts of which are reinforced
during training sessions. The statement also articulates the need and expectation for
Board deliberations and details of the protocols that are submitted to the IRB to
remain confidential.

3. Committees within the IRB Office
a. Education and Training Committee

The Education and Training Committee, one of several standing committees
established in 2003 within the HRPO, holds regulageducational sessions for HRPO

staff, members of the CU research community, an members. The Committee is
chaired by an experienced officer on the HRPO st mmittee membership is

comprised of HRPO staff, each of whom ¢ont; 0 an active, year-round
schedule of events that includes monthly - igator meetings, IRB

conferences, “IRB 101" sessions for rese , Rascaldgaining sessions for IRB
members and researchers, orientatio 5:74- RB me utreach to the
community, and staff training se O/8 Variety&

b. Policy Committee K Q

The Policy Committegga blishedyi 2003 within the HRPO, is responsible for
the formulation and € @ g of poligi atifg'to: 1) the ethical conduct of human

research; 2) the pro e8ts 1n research; and 3) IRB review and
processes, ttee medts at le onthly and is chaired by an experienced
officer o staff. o%e embership is comprised of HRPO staff, but
may include 4 iduals n&tsi of the IRB.

0
c. Accreditation Com

The Accreditation Committee, which was established in 2004 within the HRPO, is
chaired by an experienced HRPO officer, and is charged with preparation for and
maintenance of accreditation of the Columbia HRPP. The Accreditation Committee
also has the authority to develop and draft new IRB Policies and Procedures or IRB
processes that generally do not have broader implications (e.g., policies that do not
also impact the research community). The Committee is charged with the added
responsibility and authority for the monitoring and oversight of internal IRB
processes so that accreditation by AAHRPP, originally granted in 2010, can be
maintained.

d. Rascal Committee
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The Rascal Committee was established in 2004 within the HRPO and is charged with
working with the Rascal IT Team for further development and enhancement of the
Rascal system as it relates to the Human Subject and Consent Form modules. The
Rascal Committee is the central repository of all suggestions for improvement of the
IRB module. The Committee is responsible for prioritizing all requests for Rascal
improvements with the input of the IRB Chairs and staff. Meetings are held on an ad-
hoc basis as necessary to accommodate the current needs of the Rascal system and
evaluate any new processes being tested. The Committee is chaired by an
experienced officer on the HRPO staff, and is comprised of HRPO staff. An
executive subcommittee consisting of the ED and DO meets regularly with the Rascal
development team.

B. Privacy Board

The Columbia University IRBs serve as the Privacy Boards
information that may be used by Columbia investigators, @ ensuring compliance with
the HIPAA Privacy Rule. The implementation of. oli@ processes to ensure such
compliance is the responsibility of the Chief Privae r (CPO), who directs the Office
of HIPAA Compliance and reports to the Billing @ pliance er within the Office for
Billing Compliance (OFBC). The CPO coor ich effo he ED and/or D/ADs of
the HRPO, and the COT. See Reference % t#115 (CU IR icy on Research and

the review of protected health

the HIPAA Privacy Rule) and Refere ment #116 ( C IRB Procedures to
Comply with Privacy Laws that Affe@Usé&and Discl f Protected Health Information
for Research Purposes) for additi infermatio

C. Office of Sponsored P @ Administeation

SPA, together wi L0 /describedfbelow fisffesponsible for the administration of all
sponsored resear cted by C MM SPA works closely with the HRPO staff to
ensure that all such n subjects r@search has obtained appropriate IRB approval prior to
creation of an account for resear ing and prior to execution of any data sharing or
material transfer agreements. An ntial noncompliance with the regulations for human
subjects protection that is identified by a SPA staff member is promptly reported to the ED
and/or the DCO.

D. Clinical Trials Office

The CTO is responsible for the administration of all clinical trials conducted by the College
of Physicians and Surgeons. The CTO fosters the ethical conduct of research by establishing
important provisions and policies that are relevant for the protection of human subjects. For
example, in its contract negotiations, the CTO addresses issues such as ensuring prospective
IRB review, payment for research procedures and test articles, compensation for research
related injuries, and the protection of confidentiality of research data. Any potential
noncompliance with the regulations for human subjects protection that is identified by a CTO
staff member is promptly reported to the ED and/or the DCO. The CTO also administers the
Research Pharmacy (RP), the Investigational New Drug (IND)/Investigational Device
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Exemption (IDE) Assistance Program (IAP), the Clinical Trials Monitoring Assistance
Program for FDA Regulated Human Subjects Research (CTMAP), Clinical Research
Coordinator Training (CRCT), and the Spanish Translation Center (STC). The CTO also
manages the Departmental Quarterly Monitoring Program.

1. Research Pharmacy

The RP is responsible for the storage, handling, accountability, and dispensing of
investigational drugs to research investigators. The RP is overseen by the CTO, and
research pharmacists may serve on one or more of the CUMC IRBs. The close working
relationship between the RP and the IRB not only provides pharmacy input to the IRBs,
but also helps to ensure that the handling of investigational drugs is in compliance with
federal and state regulations as well as institutional and IRB policies. Any potential
noncompliance with the regulations for human subjectgprotection that is identified by the
RP is promptly reported to the ED and/or the DCO.

2. IND/IDE Assistance Program @
The IAP was established in 2010 to assist, at es of a glinical investigation,
Columbia investigators who hold an IN “The IAP ides the following

services to the research community: nd educ@tion estigators regarding
the responsibilities of sponsors of IDEs; guidanceWin the preparation of all
documents submitted to the FDA tenance of an IND or IDE; and
consultation in all regulatory have developed institutional

policies to assist investiga ment a D or IDE for their research. Any
potential noncompliancé @ he regulations\for an subjects protection that is
identified by the IAP i tted to th ndfor the DCO.

The CTO has established a to assist Sponsor-Investigators (S-Is) in meeting
FDA requirements with respdef t® monitoring of S-I studies. From the design and
development of a monitoring plan to periodic review of adherence, assistance to
Columbia faculty and clinical research coordinators is available from CTMAP. Details
of the Program are available on the CTO website and in the Clinical Research Handbook.

3. Clinical % onitorine\imlc Program

4. Spanish Translation Center

The STC provides translation into Spanish of research documents such as consent forms,
recruitment letters, and advertisements for potential research subjects. The STC serves a
vital role in Columbia’s human research protection program because CUMC and NYP
are located in a community with a predominantly Hispanic population, many of whom
are non-English speaking. The STC works with the IRB to fulfill requirements of the
IRB Enrollment of Non-English Speaking Subjects in Research Policy (Reference
Document #101). Any document that will be translated by the STC or other acceptable
translation options must first be approved in English by the IRB. Final approval by the
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IRB of translated document(s) is granted after review and approval of the translated
document certified by the STC or accompanied by a certification of accuracy by another
translator. Any potential noncompliance with the regulations for human subjects
protection that is identified by the STC is promptly reported to the ED and/or DCO. The
STC was previously known as the Hispanic Translation Center; reference to the Center
by this name may be found on historical documents and in the STC approval stamp.

5. Departmental Quarterly Monitoring Program

On a quarterly basis, departments are required to provide a report of the monitoring of
clinical research that has been conducted during the preceding quarter. Each department
or, in the case of smaller departments, a group of departments, has a designated monitor
who conducts the reviews and generates a report that is provided to the research team,
department and the CTO. Summaries of the reports arggenerated by the CTO and
distributed to designated institutional representatives ipelading the Senior Vice Dean, the
General Counsel, the VRPO, the Vice President for Ré Administration, and the
ED.

E. Office of Research Compliance and Train

RCT develops and provides certain edu<%@ining ini& Research

Administration Offices that do not ha wn education training program, or to
supplement other training. RCT worQ he Colu %‘ RPO on an ad hoc basis to
complement the educational trai 1 R PO.

RCT also provides certain
noncompliance involving

RCT also provide Aist assidtance t
of Interest (COI) tee in acc dNi Columbia’s COI policy. All Columbia
officers must comp COI fi en they are hired and must update this form annually.
In addition, all Principal Investi ,go-Investigators, and other key personnel on human
research proposals must complet otocol-specific conflict of interest form prior to
submission of a research study for IRB approval. The Rascal system facilitates the
management of conflicts of interest by identifying any positive response for conflicts in
either the Columbia annual COI disclosure statement or the protocol specific COI form. RCT

works closely with the Columbia IRB office to foster the ethical conduct of research at
Columbia.

F. Joint Radiation Safety Committee, Radioactive Drug Research Committee, and the
Radiation Safety Office

The Joint Radiation Safety Committee (JRSC) oversees the radiation safety program for
CUMC, CU-MS, NYP, and New York State Psychiatric Institute (NYSPI). The JRSC, in
accordance with New York City (NYC) regulatory requirements, oversees the use of all
sources of radiation and licensed radioactive material, whether for research or clinical
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purposes, and is responsible for approving any individual as an Authorized User or
Responsible Investigator.

The Columbia Radioactive Drug Research Committee (RDRC) has been authorized by the
FDA to review and approve the use of radioactive drugs in certain research studies. Such use
is limited to obtaining basic information regarding human metabolism, physiology, and
biochemistry.

The Radiation Safety Office (RSO) is the professional, technical and administrative arm of
the JRSC. In accordance with NYC regulatory requirements, the RSO: assists the JRSC in
the performance of its duties; establishes, implements and maintains written policies and
procedures for the safe use of radioactive materials; and generally oversees the day to day
operations of the joint radiation safety program.

protocol review and
ing radiation procedures

with human subjects is approved by both the IRB andéthg or RDRC, working
collaboratively. Likewise, any potential noncomg aWith the regulatory requirements for
the use of radiation or radioactive materials in resg uman subjects must be
promptly reported to the: JRSC or RDRC; t wise, any potential
noncompliance with the regulations for . is identified by the
JRSC, RDRC, or the RSO is also pro orted to d/or the DCO.

G. Institutional Biosafety Ofﬁ

The Institutional Biosafety
the handling of hazardous

le for the review and approval of
h as potentially infectious tissues or
bodily samples, a S volvingdygene t er. Rascal prompts researchers to identify
potential hazard 1als durin t&ﬂ)’[l n of an IRB protocol and does not permit a
protocol that requir appraial t§ be approved by the IRB prior to IBC approval. The
ED is a member of the IBC and serves as an alternate. Any potential noncompliance
with the regulations for human subjests protection that is identified by the IBC is promptly
reported to the ED and/or the DCO.

H. Protocol Review and Monitoring Committee

The Protocol Review and Monitoring Committee (PRMC) serves as the scientific review
committee for the Herbert Irving Comprehensive Cancer Center (HICCC) on the CUMC
campus. Any research proposal involving cancer in any manner at CUMC requires review
and approval by the PRMC prior to review by the IRB. The PRMC conducts an initial
review of all cancer research, a review of all modifications to the research study, and an
annual re-review of the research. The PRMC forwards notification of its scientific reviews
through Rascal to the IRB for consideration during the IRB review of cancer-related
protocols. Any potential noncompliance with the regulations for human subjects protection
that is identified by the PRMC is promptly reported to the ED and/or the DCO.
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1. Irving Institute for Clinical and Translational Research

The Columbia Irving Institute for Clinical and Translational Research (IICTR) has been
awarded a National Institutes of Health (NIH) Clinical and Translational Science Award
(CTSA), and provides resources to foster and support new, collaborative, multidisciplinary
human subjects research at Columbia. Some of the resources provided include consultation
for biomedical informatics, research design and biostatistics, and regulatory considerations.
The Institute also administers the Clinical Research Resource (CRR) that allows investigators
to conduct both inpatient and outpatient studies involving adults and children. All research
conducted at the CRR is first reviewed by a scientific review committee called the CRR
Advisory Committee. The ED serves as an ex-officio member of the CRR Advisory
Committee. Any problems or concerns with a proposed study involving human subjects that
is raised during the CRR scientific review are forwarded to the HRPO for consideration by
the IRB, as appropriate. Likewise, any potential noncompliance with the regulations for
human subjects protection that is identified by the CRR is ptly reported to the ED
and/or the DCO.

J. NYP Pharmacy

The NYP Pharmacy works with the CUMC Pharma e HRPO to ensure that

all investigational drugs, including those C erg se, are administered in

ards, IRB and institutional

d the HRPO work together to
vestigational drugs, as well as

K. NYP and C@Doctors PYIN@r ices Administration/Office

The NYP Patient Services Admi n (PSA) and the Columbia Doctors Patient Services
Office are available to: 1) ensure atient rights are upheld; 2) assist with the resolution of
problems or concerns; 3) provide information about hospital services and policies; and 4)
connect patients with appropriate departments. As a result, these offices serve as a possible
repository of concerns expressed by research subjects. They have established a close
working relationship with the HRPO to ensure that any concerns from research subjects who
participate in human research conducted at NYP on the CUMC campus are addressed
satisfactorily. The HRPO and patient services offices will inform each other promptly of any
concerns expressed by such research subjects or any potential noncompliance with the
regulations for human subjects protection.

L. Center for Bioethics
The Center for Bioethics provides an inter-disciplinary, inter-professional forum to advance

scholarly work on, and public understanding of, contemporary issues in biomedical ethics.
One direct benefit for investigators and research administrators is that the Center provides
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educational training conferences and seminars in the area of bioethics. In 2018 the Center’s
role will be taken on and expanded by the new Department of Humanities and Medical
Ethics at CUMC currently under development.

M. Department Chairs, Investigators, and Departmental Administrators

Department Chairs and Investigators are responsible for ensuring that all research involving
human subjects is conducted in accordance with ethical principles, institutional policies, and
federal and state regulations. The leadership provided by the Department Chairs,
Investigators, and Departmental Administrators helps to ensure that research at Columbia is
conducted with high quality and in an ethical manner.

The research investigators and staff are at the forefront of human research protections, as
they are best positioned to directly ensure that research is e@nducted ethically. Principal
Investigators (PIs) have particular responsibility for condugtiag research in accordance with
the approved protocol and in such a manner that subjects %r dtected to the extent possible.
Additional information relating to PI eligibility, r les sponsibilities, and training is
provided in Section III.C and X.D.

Department Chairs are notified whenever se or conti ncompliance with
human subject research policies or regulati urs Wlth hei artment. Likewise, any
potential noncompliance with the regulati or hum rotectlon that is identified
internally is promptly reported to the or the
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II. Institutional Review Boards

A. Columbia IRBs and Administrative Review Committee

1. Guiding Principles, Regulations, Statutes, Standards, Policies

All CU IRBs are governed by the principles of the Belmont Report, applicable statutes,
standards, and policies, and the federal regulations for the protection of human subjects in
research as codified by:

a.

=H

Fo®

—

the U.S. DHHS regulations, 45 CFR Part 46, Subparts A (Common Rule), B, C, D
and E;

the U.S. FDA regulations, 21 CFR Parts 50, 56, 312

, 600, and 812;

FR 97 including the Family
99, the Protection of Pupil
onal Institute for Disability and

the Department of Education (DOE) regulatio
Education Rights and Privacy Act (FERP
Rights Amendment, 34 CFR 98, and t
Rehabilitation Research, 34 CFR 350

the U.S. Department of Defense regulati ns%D Directive (DoDD)
3216.02; %

the U.S. Environmental P& Agenc regulations, 40 CFR 26
Subpart A;

the U.S. Natlon ute of Ju c ons, 28 CFR 46;

the U.S. De rt usticeYBulea f Prisons regulations, 28 CFR 512;
the U! ment of N n) regulations, 10 CFR 745;
New YorK State Pub € th Law Article 24-A (Protection of Human Subjects)

and_Civil Rights Law le 7, Section 79-1 (Confidentiality of Genetic Tests);
the HIPAA Privacy Rule of 1996, 45 CFR 160 and 164;

Columbia institutional policies; and

the AAHRPP Accreditation Standards.

The IRBs are subject to regulation by federal oversight agencies, including the FDA and
the Office for Human Research Protections (OHRP). Other federal, state and local

agencies may have authority to oversee specific aspects of individual research projects or
the research program in general.

2. Structure
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There are seven review panels in the Columbia HRPP. Six IRBs (commonly referred to
as “Boards”) are responsible for the review of non-exempt human subjects research
conducted by faculty, employees, and students at CUMC and NYP, and one IRB is
responsible for human research (exempt and non-exempt) conducted by faculty,
employees, and students at CU-MS. Of the six CUMC IRBs, one is designated to review
cancer-related research that initially requires review at a convened meeting (also referred
to as a “Full Board” review) (IRB 4), one is designated to review research for which next
generation sequencing is the primary aim and that initially requires review at a convened
meeting, as well as limited cancer-related research (IRB 5), and one manages all research
that initially qualifies for expedited review (IRB Exp).

Exempt research and projects that do not meet the regulatory definitions of research or

human subject are reviewed at CUMC by HRPO staff with sufficient expertise or by IRB
Chairs; collectively they comprise the IRB ARC. Additional IRBs or specialized review
committees may be added as necessary to ensure adeq and timely review of research

proposals.

3. Scope of Authority @

All CU IRBs are charged with the respo ity*Of providi icw, approval, and
oversight monitoring to ensure that a esearch Bader uspices of the
Columbia HRPP is conducted: 1) ethi ; 2) in a manher¥hat protects human subjects,
and 3) in accordance with the ab 1oned rns, aws, policies, and standards.

The Boards have the resp @and the @uthofity, to:

e review all human s 'e: researchide kd in Section II.A.5. for prospective IRB
approval;

e review progtess 0f non-exenipt studies at least annually and more often when deemed

necessary;
e observe or have a third papfy, Wwhom the Boards determine is qualified and
appropriate, observe the consent process or any aspect of the research;

e suspend or terminate approval of any study that has an unanticipated problem
involving risks to human subjects or others, serious or continuing noncompliance
with any federal regulation, or serious or continuing noncompliance with the
requirements or determinations of the IRB; such actions will generally be determined
at a convened meeting of the full Board with a quorum present and will be
incorporated into the minutes of the meeting;

e restrict any study it determines to warrant such action, including situations in which
one aspect of a study fails to comply with federal regulations or Board requirements
or determinations; and

e review research that was initiated without IRB approval for compliance with federal
and state regulations and/or institutional policy.
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4. Autonomy

The IRBs act independently and consider research proposals from the perspective of the
protection of the subjects who may be involved. While approval from other CU offices
or committees may be necessary per institutional policy, the decision whether to approve
or disapprove a submission is made autonomously by the IRBs and is not influenced by
potential funding, prestige, or other benefit that may accrue to the University. Individuals
who are responsible for business development at Columbia or NYP are not permitted to
serve as IRB members or ex-officio members or carry out day-to-day operations of the
review process.

IRB members and staff who experience or become aware of efforts to influence IRB
decisions are expected to report such situations to the ED, who will in turn notify the
EVPR and VPRO. If attempts to unduly influence the originate with the ED,
notification should instead be provided directly to the B& or VPRO. Efforts to unduly
influence IRB outcomes will be addressed directly b? he EVPR or designee.

Consultation with appropriate institutional pagties OGC or RCT, will be included in
the process when necessary.

Copies of meeting minutes that docume 1ons are y forwarded to the 10s
who represent CUMC, CU, and NYP fer ational fpurp nd also for their
consideration of whether the appr i optiately be conducted under the

ies may,

auspices of these institutions. 6

5. Research Conducte @mbia FXlTy Employees, and Students
y

d responsibility to take appropriate action,

Columbia has given th s the author
in accordance% terms of th&? rotect all human subjects involved in
i

research that cted by in rs'Who are affiliated with Columbia, and in all
other activities whigh even im parfjinvolve such research, regardless of sponsorship, if one
or more of the following ap&

1. the research is sponsored by Columbia;

2. the research is conducted by or under the direction of any employee or agent
(faculty/student/staff) of Columbia, in connection with his or her institutional
responsibilities;

3. the research is conducted by or under the direction of any employee (i.e., faculty
or staff), student, or agent (e.g., visiting research scientist/scholar appointed as an
officer of research or instruction, contractor, business associate) of this institution
using any property or facility of Columbia; or

4. the research involves the use of Columbia’s nonpublic information, e.g., to
identify or contact human research subjects or prospective subjects, for data
review or analysis.

Section II: Institutional Review Boards Page Il - 3

IRB SOP V5.0 - Dec. 20, 2017
22



“Agent” in the preceding statements is defined as an individual or entity that has an
agreement or obligation with the University to perform specific tasks or provide defined
services and is not an employee.

For some activities that do not meet the federal regulatory definition of research, review
by the IRB may be required per state law or institutional policy. These activities include
student projects as described in the IRB Students as Researchers Policy (Reference
Document #304), and genetic testing on anonymous samples as described in the IRB
Policy on Research Involving Genetic Testing Under Section 79-1 of the New York State
Civil Rights Law.

Reliance by Columbia on the review by a non-Columbia IRB is appropriate in some
situations. Submission in Rascal is required in these situations, for tracking purposes and
if applicable, to satisfy the terms of the reliance agreemagnt. The role of non-Columbia
IRBs in the review of research that falls under the sco authority defined above is

described in detail in Section II.B.
ge @ proposes to conduct human
@ rom th ropriately designated
0 the initi such research. All
rt eral regulations must

(10
human subjects research that qualifie % ption u
also be submitted in Rascal for co n of the exempMgtatus. Approval in Rascal
denoting satisfaction of local re s is req Q en Columbia is relying on a
non-Columbia IRB. é
6. Constitution of the @ bia I \
The system o @ect prot@gtion lumbia functions with the number of IRBs
necessary to uality anK reviews of all human subjects research.

Columbia will perigdically xalu e the number of Boards, and their composition, and

Any Columbia faculty, employee, student, or 2
subjects research must obtain prospective apy
Columbia IRB under the applicable FW 4

make the necessary modific cluding constitution of additional Boards, or
outsourcing to independent IRBsMo ensure adequate review.

Each IRB will ascertain the acceptability of proposed research in terms of institutional
commitments, federal regulations, applicable laws, and standards for professional
conduct and practice.

Once a Board has reviewed a protocol, all additional oversight and actions (i.e.,
continuing review, review of modifications, and unanticipated problem considerations)
will, whenever feasible, be performed by that same Board. The Board may delegate
compliance oversight activities for alleged serious or continuing noncompliance
situations to the COT for purposes of conducting an inquiry, in accordance with the
Noncompliance with Human Subjects Regulations Policy (Reference Document #89), but
will receive and act on the COT reports as discussed in Section IX.F.

Section II: Institutional Review Boards Page Il -4
IRB SOP V5.0 - Dec. 20, 2017


https://research.columbia.edu/sites/default/files/content/HRPO/StudentresearchPolicy031612FINAL.pdf
https://research.columbia.edu/sites/default/files/content/HRPO/GeneticTestingPolicyrevised3117.pdf
https://research.columbia.edu/sites/default/files/content/HRPO/GeneticTestingPolicyrevised3117.pdf
https://research.columbia.edu/sites/default/files/content/HRPO/GeneticTestingPolicyrevised3117.pdf
https://research.columbia.edu/system/files/HRPO/NoncompliancePolicy030116FINAL_000.pdf

Each Board will be distinct and completely separate from the other Boards in that it will
act independently on protocols assigned to it. If an issue affects more than one Board
(e.g., an investigator with studies open under more than one Board is failing to comply
with regulations), each Board may address the issue separately or defer the issue to the
IEC. The ED and/or DIM will provide guidance in such situations.

Each Board has its own Chair. The Chairs on the CUMC campus are administratively
responsible to the Senior Vice Dean, who is the IO at CUMC, and to the EVPR; the Chair
on the CU-MS campus is administratively responsible to the EVPR. The Chairs have
direct access to the EVPR, IO-CUMC (as applicable), and the Dean of CUMC for
discussion of IRB issues.

The EVPR is responsible for providing adequate support and resources for the overall
operation of the HRPO and all IRBs. Coordination of igter-Board activity is achieved by

the IEC.

Each Board is constituted to meet the reg @ requir ts mandated by DHHS
%

a. Membership

and the FDA, and institutional needs ‘-v bership s individuals with the
necessary expertise to evaluate t € and volum Is submitted for
review. Alternate IRB memb 1.%Znsulta y e these roles in addition to
regular IRB members. Amon istent membership and
involvement as a Votmg y at le e is supported.

b. Qualification of @

The mem 1p B oa d1v1duals with varying backgrounds who
possess t riate pro petence to review the diverse types of
protocols th receiv pro 1de awareness of considerations of the local
community. Examples 1 ) cardiologists are involved in the review of
innovative cardiac surger dev1ce protocols; b) psychology faculty are assigned
as reviewers or asked to consult on research procedures that may result in participant
stress requiring intervention; and c¢) investigators who are experienced in the design
and conduct of community-based participatory research are available to provide
consultation during IRB review of such research protocols.

Each IRB includes among its membership at least one individual who has no
affiliation with CU (and no immediate family member with an affiliation with CU)
other than his/her IRB membership, at least one scientist, and at least one non-
scientist. One member may fulfill more than one requirement. There is at least one
voting member at every meeting whose interests and background are primarily non-
scientific (lay person). One IRB member may fulfill both non-scientific and
unaffiliated criteria. In addition, each Board that reviews FDA-regulated products
(drugs, biologics, and devices) has at least one member who is a physician present at
meetings.
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A prisoner advocate is on the roster for CUMC IRBs 1, 2, 3, and Exp, and the CU-
MS IRB, either as a full member or as an alternate who counts towards quorum and
as a voting member for prisoner research only. When reviewing prisoner research, a
majority of the IRB members have no association with the prison involved, apart
from their membership on the IRB.

Experienced IRB officers may serve as alternate members of the IRB but may not
generally conduct expedited reviews, other than for those submissions that have been
determined to qualify for administrative review. For example, Columbia policy for
administrative approval of translated documents permits an IRB staff member to
verify that the appropriate English version of a document is the basis for the
translated documents, confirm that there is an attestation of accuracy, and review the
qualifications of the translator. When such requestg,are submitted in Rascal as a
modification, an experienced IRB officer who has appointed as an alternate IRB
member may review and approve the submission xpedited review process.

c. Membership Diversity

Membership is selected to assure ap i versity, ing representation by
multiple professions, appropriat% disciplirjes an. cialties, varied ethnic

backgrounds, and both gender
members. K

include Tth sctentific and non-scientific
d. Alternate Membe @ (L
One or more altern bers exist for each regular (i.e., primary) member of each
IRB. Suc e members fhust b e same category of membership (i.e.,
t the

scientific cientific), an afore-mentioned guidelines. Alternate
scientific m s need@ot Dg of the same discipline as the primary member(s) for
whom they may serve. members may be necessary for quorum purposes or

to provide requisite expertie Wse of alternate members for quorum purposes is
separate from review assignments, which are based on area of expertise.

e. Use of Consultants

The Boards may, at their discretion, invite individuals with specific expertise or
experience to assist in the review of complex issues that require expertise beyond or
in addition to that available on the Boards. Consultants may provide their assessment
and recommendation to the Board in written format, participate by tele- or
videoconference, or attend the convened meeting. If participating in the meeting,
these individuals may not vote with the Boards, unless they are appointed as an
alternate to the respective Board and are serving in that capacity for a regular Board
member.
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Consultants will be required to sign a Confidentiality/Conflict of Interest Statement
(Reference Document #76). Conflict of Interest information, including current
policies, definitions of “financial interest” and “family member”, and disclosure
forms, may be found on the “Conflict of Interest and Research” page of the RCT
website.

Efforts are made to select consultants who do not have a conflict of interest with the
issue being considered. If present at the meeting or participating by tele- or
videoconference, the Board may ask consultants questions related to the protocol
prior to completion of the discussion, after which the consultant will disconnect the
call/connection or leave the room for the remainder of the discussion and vote.

When consultants are utilized, the terms of the service that will be provided,
description of deliverables (e.g., written report, verpal presentation, review of
investigator responses), and explanation of confideaffality agreements (e.g., whether
name of consultant will be provided to the PI, whefl e consultant’s report will be
released to the PI, whether the PI may contact nsultant) should be documented

in writing.

Consultants will usually be identifie spective imor HRPO staff, although

in some cases, the PI or his/her d may be asked ggest an individual

with appropriate expertise. A L nsultants will b&maintained by the HRPO.
% Chairs, Vice Chairs, and

7. Appointments, Terms, onsibili
Members

a. Chair/Vice& (L\

1) S@n Appoifitriie

The IO listed on the or CU-MS FWA, as applicable, appoints the Board
Chairs and Vice Chaifgf after consultation with the ED, DIM and/or DO, and for
Vice Chairs, the relevant IRB Chair. CU faculty who are Officers of Research or
Officers of Instruction, and have sufficient expertise and experience, will be
considered for these IRB positions. Other experienced IRB members will be
considered on a case by case basis, taking into account their expertise and
suitability for the position. A curriculum vitae will be required upon appointment,
and a request for an updated version will be made periodically by the IRB.

An appointment memo is prepared by HRPO staft for approval and signature of
the appropriate 10. Copies of the signed memo are sent to appropriate individuals,
including the 10, ED, DIM, DO, ADIM when relevant, and Manager of the
relevant IRB. A copy is retained in the IRB member file.

A letter that documents the appointment and describes member responsibilities is
generated, signed by the ED, and sent to the appointee. Copies are sent to
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appropriate individuals, including the 10, ED, DIM, DO, ADIM when relevant,
and Manager of the relevant IRB. A copy is retained in the IRB member file.

2) Length of Term/Service

Board Chairs and Vice Chairs are generally appointed to serve a three-year term,
which may be renewed. The terms correspond with the University’s fiscal year
(July 1 to June 30). If a Chair is appointed mid-year, his/her term will be
calculated from the following July 1. The IO and/or the ED, considering input
from Board members, investigators, and other administrators, will evaluate the
Chairs on a regular basis (see Reference Document #113 for process) and renew
terms accordingly. Shorter terms may be considered in special circumstances.
Chairs may be granted an extended leave due to medical, personal, or professional
reasons, then return to complete their term.

Board Chairs and Vice Chairs receive substant pensation for their service.
In accordance with the “Recognition of S y IRB Members” memo
(Reference Document #109), IRB Chaus ce Chairs will receive a token of
appreciation upon completion of thei @

Recognition by other means (e.g. -

e, or as @therwise determined.
&t letters ciation for service, or
appreciation events) may also, ered.

3) Duties K Q

Each Board Chair ha @sponsi \lity tg ensure the compliance of the Board
with all federal r¢ @ ons, and_manages #S/her Board and the matters brought
before it accor (@ DHHS afid HD A\gegulations pertaining to the rights and
welfarg/&Fresearglt sub ject&ér icable statutes, and institutional policies.
Each I%hair is gespousible Tor conducting the Board’s meetings, as well as
processing, in Rascal issions that are assigned to his/her respective IRB.
Assignment of prima iewers and distribution of submissions to those
reviewers is performed by the Chairs or Vice Chairs, unless delegated to a HRPO
senior officer. Decisions to use consultants when specific expertise is not

available among Board members are made by the Chair, generally in consultation
with the respective Manager.

A Vice Chair will be appointed for each Board, and will run the meeting and
process submissions in the absence of the Chair. In the event of the temporary
and short term absence of both the Chair and the Vice Chair, an experienced IRB
member will be selected by the ED or designee to serve in this role. An IRB may
have more than one Vice Chair; a hierarchy for serving as Acting Chair in the
absence of the Chair will be established when there is more than one appointed
Vice Chair.
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Approvals by an expedited review process may be issued by a Chair, Vice Chair,
or other experienced IRB member as explained in the next section, after
designation of the submission as eligible for expedited review. Chairs and Vice
Chairs may also make exempt determinations, although reviews of exempt
research at CUMC are generally conducted by HPRO staff.

Chairs and Vice Chairs are members of the IEC and accordingly are expected to
attend semi-monthly IEC meetings or to make arrangements to be apprised of IEC
discussions and decisions.

4) Resignation/Removal

Resignation from the Board may occur at the end of or during a term. Notice
should be provided to the DO, DIM and ED as far in advance as possible to

facilitate identification, appointment, and trainimghef a qualified replacement.
After consultation with the ED, the E designated on the applicable
FWA may remove a Chair or Vice Ch m (i.e., at any time during the
appointed term).

Prior to the start of each fisca @ EVPR ctive IO, in
consultation with the ED rmine t 01ntment of any Chair or

Vice Chair whose terrn 1s should

Individual terminai s are p red by, IRB staff and signed by the IO.
Once signed, copigs ate distrib riate individuals, including the 10,

the IRB Chair € Chair b ng e nated ED, DIM, DO, ADIM if relevant,

and e@ re eva& py is retained in the IRB member file.
5) Educatigh and T

Chairs and Vice Chak expected to participate in initial (i.e., one or more
orientation sessions) and continuing education initiatives to understand relevant
institutional policies, laws and regulations, and the Rascal system, and to keep
abreast of changes to or evolving interpretation of such policies, laws, and
regulations. Details of education and training initiatives and requirements are
provided in Section X.B.

6) Liability Coverage for IRB Chairs and Vice Chairs
IRB Chairs and Vice Chairs are protected from personal liability under the
Columbia insurance policy, which protects individuals serving on all University

committees.

7) Confidentiality and Conflict of Interest
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All Board Chairs and Vice Chairs are required to sign a Confidentiality and
Conflict of Interest Statement (Reference Document #76), the terms of which are
reinforced during the orientation session. The statement also articulates the need
and expectation for Board deliberations and details of the protocols that are
submitted to the IRB to remain confidential.

Chairs and Vice Chairs who have a real or perceived conflict of interest with a
particular protocol, event, or issue that is reviewed by the Board must recuse
themselves from relevant Board deliberations and may not participate in related
voting.

a) For convened meetings, this means that the Chair or Vice Chair may
remain to answer relevant questions asked by the Board, but must leave
the room during relevant Board deliberations related to decision, including

the vote; the Chair will not count towar orum for that review. HRPO
staff, during preparation of the agenda Board meetings, will
identify those submissions for ghi ir or Vice Chair who is

expected to be in attendance has: ct; this helps to ensure compliance
with the need for any such me @ »to leav room during discussion
of the protocol for which g', exists. I%ﬂﬂicted Chair or Vice
Chair is presiding ovegthd «6 ing, thisftgle be covered, as
previously describ ,%g the dis smd vote.

b) In the case of ited reviews; ho has a conflict of interest in
relation to protoc expected to distribute the protocols to a

different Ber or ask ice ir to do so. HRPO staff who conduct
the admaistidtive revielv and 1dentify a conflict will include that
i fi

tign in'the Netes protocol.
c) F h full Boardyreviews and expedited reviews, Rascal will not allow

an individual iS\named as Study Personnel on a submission or as an
Approver to ag¢fin'a Chair, member, or reviewer capacity.

d) To the extent possible, IRB staff will not assign a protocol, for which an
IRB Chair is the PI, to the IRB of which the PI serves as Chair.

Conlflict of Interest information, including current policies, definitions of
“financial interest” and “family member”, and disclosure forms, may be found on
the “Conflict of Interest and Research” page of the RCT website.

b. IRB Members

1) Selection and Appointment

The Chairs and/or 1O, in consultation with the DIM, DO and, when relevant, the
DIM (or ED when necessary), recommend candidates for appointment as IRB
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members and the IO named on the FWA makes the appointment to the Board via
signature on an appointment memo. Members will be selected in a manner that
will ensure that all requirements of these IRB procedures and federal regulations
are met. A curriculum vitae, which is generally reviewed during the recruitment
process, will be required prior to appointment, and a request for an updated
version will be made periodically by the IRB.

A letter of appointment is prepared by HRPO staff for approval by the appropriate
I0. Upon being signed, copies of the appointment memos and letters are
distributed to appropriate individuals, including the 10, ED, DIM, DO, ADIM
when relevant, and Manager of the relevant IRB. A copy is retained in the IRB
member file.

2) Length of Term/Service

Members are generally appointed to a term of u% ree years, which may be
renewed, and will be evaluated period' al Reference Document #114 for
process). If a member is appointed mi - s/her term will be calculated from
the following July 1. Shorter terms onsideged in special circumstances.
Board Members may be granted d ed leave edical, personal or

professional reasons, then re % plete th
IRB members are compe 1 their s¢ % In accordance with the
)

“Recognition of Serv B Me b (Reference Document #127),
IRB members wil e ~ o0 token preciation upon completion of their
service, or as ot determi ecQghition by other means (e.g., mid-term

letters of appreCiati®ff for servige, Or a
2oHY N
Members independe uate project submissions that require full Board
review prior to the IR eting, participate in appropriate discussions, and vote
to approve, disapprove, defer to Chair (i.e., require specific changes, Rascal status
“pending”), defer to Board (i.e., substantive revision required, Rascal status
“return”), or defer (table) each submission during the IRB meeting. These actions

apply to: (a) initial reviews, (b) continuing reviews, (c) modifications
(amendments), (d) protocol deviations; and ) closure requests.

reciation events) may also be considered.

Members also review and vote on other pertinent business, including compliance
oversight activities, which is included on the agenda.

Experienced members may be assigned by the Chair or Vice Chair to review
research activities that qualify for expedited review. An “experienced IRB
member” means a voting member or alternate voting member who has received
training relative to the expedited review categories and institutional policies
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governing human subjects research, and possesses the expertise needed to review
the proposed research.

4) Attendance Requirements

Members are usually provided with notice of meeting dates several months in
advance and are expected to regularly attend meetings of the IRB to which they
are appointed. Members are expected to notify IRB staff affiliated with their
respective IRB sufficiently in advance of known absences for the staff to
substitute registered alternates, at the discretion of the Chair and Manager,
whenever possible; use of an alternate member is a requirement if the absence
will affect quorum. When a situation arises that will result in an unanticipated
absence, the member is expected to notify the staff at the earliest opportunity.

At the discretion of the Chair and in consultatiQ
on the applicable FWA, excessive absences b
that affects the functioning of the Boatd (
unscheduled), may result in removal.

ith the relevant IO designated
gmber, or a pattern of absences
¢ consecutive, or frequent

5) Removal, Resignation

Resigning members must % Board amor the ED, or designee of
their intentions in writin % (orE notity the appropriate 10.

Prior to the start o al year, air of each IRB, in consultation with
the ED, DIM, a when ective Vice Chair(s), and/or
respective IRB er, may detefming that the appointment of any regular or
altern emberWhose te& wing should not be renewed.
Meml% be removed in mid-term by the 10 designated on the applicable
FWA, or the EVPR. endations for removal by the Board Chairs, other
members of the Boar stigators, or other university officials will be
considered.

Individual termination letters are prepared and signed by either the ED, or an 10O.
Once signed, copies are distributed to appropriate individuals, including the 10,
respective IRB Chair, ED, DIM, DO, ADIM when relevant and Manager of the
relevant IRB. A copy is retained in the IRB member file.

6) Liability Coverage for IRB Members

IRB members are protected from personal liability under the Columbia insurance
policy, which protects individuals serving on all University committees.

7) Education and Training
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Members are expected to participate in initial and continuing education initiatives
to understand relevant institutional policies, applicable laws and regulations, and
the Rascal system, and to keep abreast of changes to or evolving interpretation of
such policies, laws, and regulations. Details of education and training initiatives
and requirements are provided in Section X.B of these written procedures.

8) Confidentiality and Conflict of Interest

All Board Members are required to sign a Confidentiality and Conflict of Interest
Statement (Reference Document #76), the terms of which are reinforced during
the orientation session for new members. The statement also articulates the need
and expectation for Board deliberations and details of the protocols that are
submitted to the IRB to remain confidential. IRB members should not disclose the
results of IRB reviews to investigators or othergywithout the expressed permission
of the IRB Chair, IRB Manager, or the ED.

Board members who have a real or pegcei 3-" gnflict of interest with a particular
protocol, event, or issue that is reviewedibythe’Board are expected to recuse
themselves from relevant Board delib gns and not participate in related

voting. @

a) For convened meﬁt&] means that the'Board member may remain to

d%¥ the Boatd, bat must leave the room during
i : isions, including the vote; the

n atendance forfthe has a conflict; this helps to ensure
jance with¢hd'n any such members to leave the room during
sion ofghe pyotocol for which a conflict exists.

staff, du paratio the agenda for full Board meetings, will
identify thoS&Submissi@ns for Which a Board member who is expected to
. et
r

b) In the case of ited reviews, a Board member who has a conflict of
interest in relation to a specific protocol is expected to notify the Chair if a
submission for that protocol is assigned to the member for review. IRB
staff who conduct the administrative review and identify a conflict will
include that information in the Notes for the protocol.

c) For both full Board reviews and expedited reviews, the RASCAL system
will not allow an individual who is named among study Personnel on a
submission or as an Approver to act on submission in a member or
reviewer capacity.

d) Whenever possible, HRPO staff will not assign a protocol, for which an
IRB member is the PI, to the IRB on which the PI is a member.

Section II: Institutional Review Boards PageIl- 13

IRB SOP V5.0 - Dec. 20, 2017
32



Conflict of Interest information, including current policies, definitions of
“financial interest” and “family member”, and disclosure forms, may be found on
the “Conflict of Interest and Research” page of the RCT.

Primary reviewers are assigned by the Chair or Vice Chair based on expertise and
availability. No investigator has any authority to appoint an IRB member as a
primary reviewer.

B. The Role of Non-Columbia (External) IRBs in the Columbia HRPP
1. Reliance Agreements

Columbia University may enter into an IRB Authorization Agreement (IAA) with other
entities to delegate IRB review to a non-Columbia IRByor to conduct the review for non-
Columbia entities. Reliance relationships include reliane@on a non-Columbia IRB for
review of multiple projects meeting defined criteria, 1o @ by Columbia on a central
IRB, reliance of one or more non-Columbia entiti cview by a Columbia IRB,
Columbia serving as a central IRB, and relian mbia on a non-Columbia IRB for
a single project.

The decision to enter into an agreem other inBtituti r reliance of both
institutions on one of the IRBs is pendin the Tigks of the study, after
consideration of one or more of thg, fo ing:
= evaluation of the nes -@stitutio 'SIRB policies and procedures (when CU
will delegate re @
C

= whether atomy, C6 tandards may be upheld through the

reviews;

mpliance’an
relatigfish
= analysis ether as e\ient ocess may be implemented to conduct the

= discussions between dministrators from each institution;
= the level of risk from study procedures;

= description of a funding agency’s determination of a reviewing IRB for all sites;
and/or

= consultation with IO0s and/or the OGC.

The agreement through which the reliance agreement is documented will describe the
division of responsibilities between Columbia and the other institution.

a. Reliance on a Non-Columbia IRB

Prior to executing an IAA in which Columbia will rely on the review of another IRB,
the ED and/or D/ADs will determine that the quality of their reviews and system of
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regulatory compliance is appropriate for Columbia’s HRPP, and that the reviewing
IRB complies with applicable federal and state statutes in their reviews and operating
procedures. These determinations may be made through various means, including
review of operating procedures, attendance at IRB meetings, discussions with IRB
administrators, assessment of whether federal regulatory agencies have restricted or
suspended the IRB’s operations, CTSA status, and consideration of accreditation
status.

When Columbia relies on an external IRB, processes are in place to ensure that
Columbia requirements are satisfied prior to commencement of the research. The
administrative review by HRPO staff includes these considerations although
individual agreements may also require additional levels of review, e.g., by a member
of the IRB or by a team comprised of an HRPO staff member and an IRB member.

CUMC and NYP, collectively, have multiple-projcet ‘ As with numerous
institutions, including NYSPI, Weill Medlcal Coll ge ofCornell University, the

National Cancer Institute (NCI) Central ; both adult and pediatric) and
CU-MS, to rely on their IRBs’ reviews fi pes of research projects.
Agreements with Weill Cornell Medlcal

and N¥8P]I also include their
reliance on reviews conducted by C

The CU HRPO leadership (E ) meets_on a adshoc basis with
representatives from external c0n51de relevant to the review of human
subjects research at Colu ) afless all are the responsibility of
Columbia, per the re reemen

Columbia may lso nto agr rsuant to which Columbia relies on
another 1 eV1e e project.

Except for r ch revi the YSPI IRB, Columbia IRB approval is requlred
before implementation o earch involving human subjects, including review of
records, tissues, or other detived materials. Depending upon the terms of the reliance
agreement, the review at Columbia may be purely administrative (e.g., verification
that PI eligibility criteria are met, that training requirements are satisfied, or that
approval by the PRMC, IBC, or JRSC has been issues), or may require facilitative
review by an IRB member.

b. Reliance on a Non-Columbia IRB for a multicenter study, consortium, or
study program

Columbia and (as applicable) NYP may enter into agreements through which the
reviews of multiple projects are delegated to the IRB(s) of another institution that is
serving as the central IRB for multiple institutions. For each such case, details of the
review processes and responsibilities of each institution will be described within the
agreement. Examples include the NeuroNext Consortium for which the Partners IRB
is the IRB of Record, and certain studies for which the Fred Hutchinson Cancer
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Center IRB is the IRB of Record. Note that the terms Single IRB, Central IRB and
Reviewing IRB all refer to an IRB that has been designated to review a study or
group of studies for more than one study site, and may appropriately be used
interchangeably in many situations.

Unless otherwise directed by the ED in writing (other than the NYSPI, NCI, NCI-
Pediatric, or the Weill Cornell IRB), the following procedures will be followed for
every Columbia protocol that will be reviewed by a central IRB. The protocol must
be submitted in Rascal and the submission must specify the designated IRB of record
(reviewing IRB). The Columbia IRB will review the submission to ensure
compliance with all institutional policies related to the protection of human subjects
(e.g., conflict of interest, radiation safety, institutional biosafety committee, etc.).

The processes that the HRPO will follow to ensur
protocol are provided in Section VI. The HRPO m
procedures/processes that will be applied to speci
rely on IRB review by a non-Columbia I
internal protocols reviewed by these proc
existing not-for-cause audit program.

propriate review for each

velop additional

ies or research programs that
will establish a QA process for
ding but not limited to the IRB’s

¢. Columbia Serving as I rd for D n-mmbia Entities

Q' RB of Record for a non-

The situations in which may se¢
Columbia institution ya#g Y, rangikff overage of collaborating
alysi

investigators who wil @ perfo is @f1dentifiable specimens or data, to
serving as the cent B for multiplejprojects at multiple institutions.

In situati eby Colu i%r ers collaborate with researchers from other
institutions, bia act as IRB of record for the collaboration for certain low
risk research. The ED or 1 review each such situation and make a
determination that such r e on the Columbia IRB is appropriate.

Decisions to enter into agreements that are broad in scope, and/or involve research
that presents greater than minimal risk of harm to subjects, require consultation with
relevant 10s, the VPRO, the EVPR, and/or OGC. All IAAs must be signed by the
appropriate 10.

Coverage by Columbia and/or NYP of collaborating individuals who will be engaged
in non-exempt research but are not affiliated with an institution that has an IRB must
be formalized through execution of an Individual Investigator Agreement (IIA).
Through the terms of the IIA, the collaborator agrees to abide by specific ethical
principles while engaged in the Columbia-directed research.

2. Research Conducted at CU by Investigators Affiliated with Other Institutions
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Columbia University officials and faculty are often approached by investigators at other
institutions for cooperation in their research, e.g., through assistance with recruitment, or
to perform specific tests or analyses. In addition, investigators at other institutions may
propose a study to be conducted, all or in part, at Columbia.

The need for review by the CU IRB will depend upon the nature of the involvement of
the individual who is affiliated with CU in the former situation, and the proposed use of
CU facilities, resources, and/or non-public data in the latter circumstance. All clinical
research conducted at CUMC must be covered by a Columbia IRB protocol with a
Columbia PI. Therefore, the protocol and supporting documents for the proposed
research should be submitted to the ED or DIM for administrative review and a
determination as to whether formal CU IRB review (i.e., review by a CU IRB in
accordance with these SOPs) is also needed. Supporting documents include: a) the
informed consent document(s) or justification for waiver of consent; b) study instruments
if applicable; and c) a copy of the IRB approval from t ternal IRB.

CU IRB review is not generally required if, i the@) proposed collaboration, the

individual who is affiliated with CU is not engage uman subjects research, i.e., the
individual will not: a) intervene or interact w @ ing indivi
b) obtain individually identifiable privatg @ mation for

a direct federal award. For example, Ep ttment Chairgher D
séafc

als for research purposes;
purposes; or c) receive
ay be asked to assist

in the distribution of surveys to fa

be considered to be engaged in theye h, IRB
offices or officials to inform '@:"- of the \
with information about coatactingfinvestigators if they wish to participate. A detailed

explanation of when an ion 1s engaged\in arch can be found in the OHRP

the Columbia Jods ph 050%
However, even h “fo 1’&1 review may not be required because Columbia

1s not engaged in the researc ministrative review by the ED or DIM will be
conducted to ensure that the ch has been appropriately reviewed by an external IRB
for the protection of subjects at Columbia or NYP.

For those protocols that the ED or DIM determine will require review by the CU IRB,
submission in Rascal is required, and a collaborator at CU who meets the University
criteria to serve as a principal investigator must be identified.

CU IRB review of research by investigators from other institutions is generally required,
(i.e., the research falls under the jurisdiction of the CU IRB), if:

1. University officials, faculty, staff, or students are actively engaged in or actively
cooperate with or encourage participation in the research;

2. University officials, faculty, staff, or students intend to use the findings or results
of these studies for their own purposes;
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3. private, confidential information about members of the Columbia University
community will be released for purposes of the research; or

4. the research is sponsored by Columbia University.

The ED and DIM serve in an advisory capacity to University officials and faculty with
regard to research conducted by investigators from other institutions at Columbia

University that does not fall under IRB jurisdiction (i.e., the ED can provide advice on
such matters as the risks and benefits of the proposed research, informed consent, etc.).
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I11. Preparation of Submissions to the IRB

This section describes the types of information and documentation that must be submitted to the
IRB for the review of new protocols, modifications, unanticipated problem reports, renewals,
closure (i.e., voluntary termination) requests (each of the foregoing, an “Event”), and varying
types of research (e.g., drug study, international trial, collaborative project). It also describes the
particular information that is required when vulnerable populations are involved in a study.

Each variable is described individually and is provided as guidance for use in the preparation of a
submission. If, for example, a submission is for a new protocol that involves an investigational
drug administered to children, the information described in each of the relevant sections (i.e.,
background, drugs/biologics, and subjects pages) should be reviewed and the relevant materials
included in the submission.

A. Preparation of Event Submissions

Researchers create protocols electronically in the n web-based research
administration and compliance IT system, Rascal Mafigus§ options exist in the Rascal IRB
module for incorporation of pertinent informatio @ it the resgaich proposal, to
accommodate the various types of documen\% at are nee eview. Information

may be entered in fields that appear on a

jte Data Sheet, ents may be attached
electronically (e.g., scanned copies 0{( rms or electronigudocuments), and there is also

a feature that facilitates construction ofistnt docu the “Consent Form Builder,” via

the Consent Forms module in Ra@

Rascal accommodates the vé vents t \o 1 during the active life of a protocol.

Information and 1albeing enteredifor ne ents is accessible for edit only to study
personnel listed tocol wh hNit rivileges and only while the Event status is
“creating”, i.e., prio itial sybmisgion of the respective Event to the IRB or when the
Event has been returned to the s by the HRPO/IRB.

All actions related to a specific submission, including information entered, material
submitted, correspondence generated, internal IRB notes and documents, history and status,
are stored together electronically within the Rascal “protocol file” for each project. HRPO
staff and IRB members may view all entries and attachments for a given Event once the
Event has been submitted, and at any time thereafter, and may attach documents to the
submission, but may not otherwise modify the submitted material, i.e., cannot revise text that
has been entered into fields on Rascal screens or change options on Rascal screens that were
selected by the researcher. Staff and members can attach updated or additional documents,
and these are clearly labeled with the name of the individual who attached the document, and
the date they were attached. If the HRPO modifies an attached document (e.g., to decrease
returns by making changes that involve standard text), the document attached by the
researcher will be designated as inactive but will remain attached, the revised document will
be given a new filename and, when the revised document is attached, Rascal will document
that the HRPO staff member attached it and the date on which it was attached. In such
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instances, HRPO staff will contact a member of the study team to explain that the document
has been revised, and advise the study team that they should immediately advise the IRB if
the changes are not acceptable.

The researcher has access to all parts of the Rascal file for each of his/her protocols except
the internal IRB notes and documents, the identity of the reviewer(s), Meeting History (i.e.,
minutes of convened meetings), and correspondence transmitted between HRPO staff and/or
between IRB members and HRPO staff. The submission is locked against changes by the
research team at any time that it has been submitted and is in an IRB queue.

IRB review is based on the material submitted electronically by the researchers via Rascal.
Literature reviews by members and notes entered by staff or IRB members to document
conversations with members of the research team may also be considered during the review.

Annual financial conflict of interest statements and evide
Columbia-developed training courses in the Rascal Traini
electronically in accordance with Rascal proceduges cted on the Data Sheet of the
submission. Completion of required training mo e online Collaborative IRB
Training Initiative (CITI) program is documente scal an ears on the Data Sheet,
when appropriately accessed via the Rascal “Designat O staff have the ability

to manually upload training results if aut. load fropa, CI ascal does not occur.
Training requirements are described @n Section X.D.
intere & is also required for the PI, all

i»
ﬁ‘ gulatorygceordinators and any other engaged
approvalsprogess

satisfactory completion of
ter are documented

An electronic protocol-specific cg
co-investigators, study coordinatd
personnel as part of the sub @

B. IRB Abbrevi sion Prdgess
The IRB supports a reviate su%sio process for studies that have a stand-alone

protocol. The process requires ¢ n of all Rascal fields that provide information
regarding local implementation study, for multicenter studies, or information that is
not covered in the stand-alone protocol. However, entering study information into the
relevant Rascal fields is not required, as the Columbia IRBs will rely on the attached stand-
alone (e.g., sponsor's) protocol for review of the overall objectives.

The abbreviated process eliminates the need to summarize the complete protocol on various
pages in Rascal. If a researcher selects the Abbreviated Submission checkbox in Rascal, and
a section is not covered by the submitted stand-alone protocol, the researcher must go back
and provide this information on the appropriate page(s) in Rascal.

C. Personnel

The Rascal Personnel page solicits information about the individuals who will be involved in
with the conduct of the study. It is important that accurate information about each
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individual’s role is entered, because of related eligibility and training requirements. Non-
Columbia collaborators should generally not be listed in the Personnel section.

1. Principal Investigators
a. Eligibility

A Columbia Officer of Instruction, with a full-time appointment at the rank of
instructor or higher, may serve as a Principal Investigator (PI) on a protocol. Full-
time Officers of Research at the rank of Research Scientist (or equivalent) or higher
may also serve as a PI. Exceptions will be considered by the appropriate authority on
the relevant campus (Reference Document #13). Criteria for serving in the role of PI
are determined by Columbia and articulated in the Faculty Handbook, Principal
Investigator section.

For research that will be conducted at NYP by an ee of NYP who is not also
affiliated with Columbia, clearance from NY mistration is required in lieu of
satisfaction of the criteria articulated in th andbook. IRB staff facilitate the
review by NYP Administration.

Rascal will permit only one indivi @e named Jag PI: C requires that
oncology studies managed thr Clinical Protocal & Data Management Office
name an individual (Investiga will pr linical coverage for when the PI
is traveling or otherwise ilable. Th ¢ Investigator who will ensure

this coverage should besgxplaified in the respectiye Role & Experience field of the
Personnel section in4 @ . The I d ine that for other, e.g., higher risk
studies, the study t alSo designate @ covering Investigator for similar reasons.

A studen serve as eNa rotocol. Appropriately qualified students
may have a antial rle iM\a research project, but supervision by a faculty advisor
is required. In most cas culty advisor also serves as the PI for the project.

When this is not the case er qualified individual must be identified to serve in
this role.

b. Research and Human Subject Determinations

No research involving human subjects may be conducted without IRB approval or
determination of exempt status, the latter in accordance with 45 CFR 46, and by
designated HRPO staff or IRB Chairs. Exempt research is human subjects research
that falls into designated categories that are exempt from the requirements of the
federal regulations. Although a PI may make a determination of “Not Human
Subjects Research” (i.e., the regulatory definitions of “research” and/or “human
subject” are not met) on his/her own without submission to the IRB, the PI will be
responsible for any noncompliance that results, if that decision is later found to be
incorrect. Consultation with IRB staff or submission of the protocol to the IRB via
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Rascal is recommended whenever it is not clear if the regulatory definitions of
“research” and “human subject” are met.

2. Roles and Responsibilities

Responsibility for the ethical conduct of all study procedures conducted under the
auspices of Columbia University, from initial recruitment efforts, through completion of
data analysis and closure, rests with the PI, who may delegate tasks but retains
responsibility for them. IRB correspondence that provides the outcome of IRB reviews
or decisions, e.g., approval letters and notifications of suspensions, whether sent through
the Rascal correspondence queue or in hard copy, is addressed to the PI. Rascal
correspondence requesting clarification or changes to submitted Events is sent to the PI
as well as to those members of the research team designated per Rascal procedures
(Reference Document #95).

ole. Careful consideration
1C responsibilities, have additional
idual before the protocol can be

Personnel who are named on a protocol must be assigng
should be given to role assignment as some c3
requirements for training, or require signoff by:th
submitted. If an individual is listed in one ro % , as an ipdividual who is Non-

Engaged Personnel), and duties for the s ge such he will be performing

duties beyond that role (e.g., movin -Engag@d Pe el to Other Engaged-
Personnel, Coordinator, etc.), a mogd n should.be‘submitted to revise his/her role.
Research personnel who will
engaged in human subjectssig
be appointed as an Offi

parameters for the positign'as described infthe'\Columbia University Faculty Handbook.
cedures for 3 months or less, usually for

Individuals w il serving figsearc
training purp st adhere t@ the fequitements of the University’s Guidelines for
Short-Term Visi n Research-Related and Clinical Activities (Document #306).

3. Training

Before a protocol will be approved by a CU IRB, the PI must complete required training
as described in Section X.D. Study personnel must complete applicable training prior to
participation in the research.

e Most required training modules must be accessed via the Rascal Training Center;
for these courses, evidence of completion is maintained electronically within
Rascal.

e Security Essentials training that is required annually for the CUMC workforce
and anyone named on a CUMC protocol is managed outside of the Rascal system.
HRPO staff do not monitor completion, but access to Rascal and certain other
electronic systems will be restricted if this training is not completed within the
specified timeframe. This training, while not targeted specifically to research
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personnel, provides information about data security requirements that helps to
reduce the risk of breaches of confidentiality of research data.

D. Documents/Information Needed for Each Type of Event

1. Submission Materials: New Protocol

When a new protocol is being created, Rascal screens solicit core information about the
study, including Attributes, Background, Exempt/Expedited; Funding, Locations,
Personnel, Privacy and Data Security, Procedures, Recruitment and Consent, Research
Aims and Abstracts, Risks, Benefits and Monitoring, and Subjects, Responses to
questions on these screens may initiate a requirement to complete additional screens, e.g.,
Drugs/Biologics, Devices or Analysis of Existing Data

The following information or documentation should b ded or attached for new

protocols: @
a. list of personnel (members of the Col i arch team) involved in the

research;
b. request for exemption, if applica@s is opti&%
C.

research objectives and h es), as applicable;
d. description of the antici study po cluding demographic
information regardin@pated a 1 and gender;

tal permission form, assent form,

e. consent documes @ consent forl, p
information shdgt, dmal script) and description of the consent process, or request
i on
r the

nd/om writt cumentation of informed consent, with
waiver(§);

of the supported rese €., sponsor’s protocol, investigator’s brochure,
template consent docifnents;

for wajyew o
f. funding 1 ation gd, r supported projects, the grant, or other documentation

g. any other information or material pertinent to assessment of the potential risks and
benefits of the proposed research, e.g., mechanisms incorporated to minimize risk;

h. plans for maintaining privacy of participants and confidentiality of data, as
applicable;

1. data and safety monitoring plan, as appropriate to level of risk presented by study
procedures;

j. completion of the Analysis of Existing Data and/or Prospective Record Review
page if existing data and/or prospective data collected for non-research purposes
will be utilized;

k. completion of the Biological Specimens page if any tissue or fluid will be
obtained from subjects or stored specimens will be used;
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1. completion of the Drugs/Biologics or Devices page, if a drug, device, or biologic
is under investigation as part of the research; ! ;

m. recruitment material, if applicable (e.g., recruitment flyer or letter, letter to
clinicians to notify their patients about the study, text for Internet advertisement);

n. the location where study procedures under the purview of Columbia researchers
will take place;

o. study instruments, if applicable (e.g., survey, focus group guide, interview script,
questionnaire);

approvals from other institutions, if applicable and available;

Data Use Agreements, Material Transfer Agreements and other ancillary
agreements (collectively, “Ancillary Agreements”) if applicable and available;
and

r. documentation of the investigational product r ry status.

The IRB needs a detailed description of all s dures in order to meet regulatory

review criteria. If there is no separate compls gscriptio the research (e.g.,
sponsor’s protocol, NIH grant apphca‘uo@ atlon) th cher must provide this
1

a

information on the appropriate page

As described in Section II1.B, th ports a ev1ated submission process
when there is a separate com r1pt10 - rch available. In these cases,
the “[ ] Abbreviated Sub - is g es1gnat1 1 be selected on each applicable page,

and the stand-alone pr ust be a ther pages that do not allow for the
n must bg co pl ed. In addition, if any of the information

abbreviated subrnls 10

required in th not incladed 1 attached document, or differ from the
stand-alone p each page l: &; include this missing information. The
abbreviated pro escrib e eliminates the need to summarize many elements of
a stand-alone protocol withi scal application. Additional information related to
the Abbreviated Submission ss 1s posted throughout the IRB application in Rascal.

Additional information and/or documentation may be required for specific types of
research (e.g., drug studies, research with pregnant women). Details are in the applicable
subsection presented later in Section III.

2. Submission Materials: Modification

Any proposed change or modification to a protocol that was approved by the IRB must
first receive prospective IRB approval, unless such a change is necessary to eliminate or
minimize an imminent harm to subjects.

! The FDA considers an investigational product to be one that is the focus of a clinical investigation. Accordingly, if
a drug, device, or biologic that is already approved by the FDA is the focus of the protocol being submitted, it
should be described in the Investigational Products section.
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If the protocol was eligible for expedited review, and the proposed change(s) are such
that the protocol remains eligible for expedited review, the modification may also be
reviewed under an expedited review process.

If the overall protocol requires review by the convened IRB, and the change is non-
substantive in nature, the IRB may approve such a change by expedited review. Full
Board review of the modification is required if the proposed change(s) are substantive in
nature (e.g., increase risk, add a treatment arm, expand the study population to include
vulnerable subjects, etc.).

If it is discovered during the course of a study that there is the potential for imminent
harm to subjects, and changes must be made to eliminate or mitigate the risks, but there is
no time to obtain IRB approval, the investigator should implement any change(s)
necessary and subsequently submit a modification to the IRB so that such change(s) are
documented and approved by the IRB for all subsequeptgsearch activities under the
protocol. This modification must be submitted to the IRB atthe earliest possible
opportunity after the change is made. Submisgion Unanticipated Problem report in

Rascal may also be necessary if the criteria, a d in Section II1.D 4., are met.
Any change in the protocol that is neces e enroll a specific subject (e.g.,
deviation from the approved inclusio jon criteri@)or ress a temporary

prospective IRB approval. If a
olled, even if the sponsor has

criteria %
be congs da protocol deviation (if the study
r
a

subject who does not meet the en
agreed to such enrollment, thi
team identified and submijie
before enrollment) or viéla (if the s
obtain IRB approval foft, §€tore enrallm

situation (e.g., a temporary drug && also need
|
O

ange fi eyiew, and IRB approval was issued,

not [both] identify the change and
t)%y the IRB. Protocol deviations and major
violations tha ur'during the stuy sho so be submitted as modifications, unless
the violation an unantigi M lem involving risks to subjects; the latter
should be submi sing the unanticipated problem event module. Minor violations may
be submitted at the time of r: See Section II1.D.6 for additional information
regarding submission of rep deviations and violations.

The Modification Information page (Reference Document #69) must be completed in
Rascal when changes to the approved protocol are requested. This form solicits the
following information:

a. summary of and explanation for the requested modification or addendum to the
approved protocol;

b. if the submission includes a protocol violation, and if so, how many of each are
included;

c. checklist to designate the pages that are being revised as part of the modification
submission;

d. designation of the modification as an administrative change, if applicable;
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e. study enrollment status (e.g., enrollment ongoing, study closed to enrollment) and
a summary of information needed to explain the study status; and

f. if the consent form has been revised as a result of the protocol change.

The following information or documentation must be attached or included:

a. clean and highlighted copies of revised documents, or a clean copy with a clear
explanation of what has changed, if documents have been revised;

b. supporting documentation of modification from the sponsor, if applicable;
updated Personnel page in Rascal, if personnel change is involved;

d. updated Subjects page in Rascal to reflect the current number of enrolled subjects;

e. updated pages in Rascal as appropriate, e.g. if 2 €
suggested, revision to the Recruitment and Co S

hange in recruitment is
page is required to reflect the

change;

f. updated Procedures page in Rascal to cedure change (e.g. biological
specimens, imaging); and

g. plans to obtain updated consent rolled S %w information that
may affect their willingness part101 olved, or justification

for not obtaining updatedg hen nQrm ion is available.
3. Submission Materials: a (Contl ui
Notification that conti QICW is fequiredywill be sent automatically by the Rascal
system to inve a d ysgprior to the exp1rat10n date of the current
Ras

IRB approvalf I notification of an “expired” status on the day

that the IRB approyv, explre rene l has not yet been submitted and approved, and
will send reminders every 3 ntil a current IRB approval status has been obtained.
Investigators are required to it renewal requests in Rascal and are strongly

encouraged to submit appropriate reports for ongoing research activities no fewer than 60
days prior to the expiration date of the IRB approval for the study. Expiration date
reminders are a sent as a courtesy to researchers. It is the responsibility of the study team
to ensure that renewals are submitted in time to allow for appropriate review by the IRB
prior to expiration. Researchers relying on an external (non-CU) IRB must comply with
the specific timeframe for that IRB.

The Renewal Information Page (Reference Document #61) must be completed in Rascal.
This form solicits the following information:

a. study enrollment status, (e.g., enrollment ongoing, study closed to enrollment)
and summary of information needed to explain the study status;
b. list of relevant literature, interim findings, and publications;

c. report of subjects who were enrolled utilizing the Short Form consent process;
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d. inquiry regarding recent Data Safety and Monitoring Committee (DSMC) or
Board (DSMB) or other relevant multi-center trial reports, if applicable;

e. request for recent Progress Report, if applicable and available;

f. if the renewal includes a modification, a summary of the proposed change(s),
checklist to designate the pages that are being revised as part of the included
modification and if the consent form has been revised as a result of the protocol
change; and

g. if the submission includes a protocol violation, and if so, how many are included.

In addition to completing the Renewal Information page, the Subjects page in Rascal
must be updated to reflect, at a minimum:

original number of participants anticipated;

a
b. number of participants enrolled/accrued to date aCU site;

c. number of participants enrolled/accrued lastyes U site;

d. number of participants who complete e® at CU site;

e. number of participants expected to bﬁme ne ar;

f. number of participants who rema tudy an */ho are off study;
g. number of, and explanatio @wmant at CU site;

h. number of, and expla partlc ed by the PI;

—

—

number of, and e for part 1pa o withdrew from the study;
number of part

. who di n study;
k. demo atlon ' enrolled at CU site;

1. subJect popudation justifi tlon
m. subject compensatio justification, if applicable;
n. consent waiver or alteration requests, if applicable; and

o. recruitment URL, if applicable.

The following information or documentation must be attached:

a. asummary of all Unanticipated Problems that occurred during the review period
and since the beginning of the study; details of the elements that should be
included in the summary are articulated in the Columbia Reporting to the IRB of
Unanticipated Problems Policy (Reference Document #02), as are options for
submitting a monitoring entity report in lieu of the summary;

b. recent Data Safety Monitoring Board (DSMB) or other relevant multi-center trial
reports, if applicable;
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c. for studies that are open to enrollment, a copy of the current informed consent
document(s), and any newly proposed revisions to the consent document(s);

d. documentation to support changes to the protocol, consent document(s), study
instrument(s), or other study-related material, if a modification is submitted with
the renewal,

e. reporting of any withdrawal of subjects from the research or complaints about the
research since the last IRB review;

f. any other relevant information, especially information about change in risks
associated with the research, notifications to research participants of new findings
which may affect their willingness to continue participation, and continuing
protection under a Certificate of Confidentiality (COC), if applicable; and

other externally funded project
Progress Report. For all
funding have occurred, the
priate documentation attached.

g. for federally funded, multiple year projects, or
for which one is produced, a copy of the most
sponsored projects, if changes in the terms
Funding section should be updated andyth

should be detached (if they are Rascal-g d consent f r deleted (all other
forms). Exceptions are HIPAA fo € appro e protocol at any phase

When preparing a renewal submission, obE! % uperse tudy-related documents
e
of the research, which should be ed'from thgsHllPA A¥age in Rascal and attached
e, whether o Q ey are still being used.

through the “Attach Documentg

4. Submission Materi t of Un %ﬂ Problems Involving Risks to
Subjects or Othe: (L

The Unanticipate m (UPR, N( erence Document #188) in Rascal must be
completed to réport gncidents, experiendgs, and outcomes that are UPs in accordance with
the CU Reporting*®o the IR nticipated Problems Involving Risks Policy

(Reference Document #02). rm collects information pertinent to the incident,
experience, or outcome beingreported, including the following:

a. evaluation of whether the UP was unanticipated, related to participation in the
study, and suggests an increase in risk to subjects or others;
b. if the incident/experience/outcome occurred at an external site;

c. 1if the monitoring entity determined that the event was unanticipated, at least
possibly related, and places subjects or others as a greater risk of harm than was
previously known or recognized;

d. subject identifier and UP keyword;

e. date, location, and description of the UP;

f. relationship of the UP event to the study;

g. date and means by which the PI became aware of the UP;
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h. entities to which the UP has been/will be reported;

1. if the submission includes a protocol violation, and if so, how many are included,
and

j. evaluation of whether changes are required to the protocol and/or consent
document(s).

Supporting documentation may be attached electronically to the Report. If changes to the
consent form or protocol are required, a modification must be submitted as a separate
event in Rascal. A modification can be submitted concurrently with the UP Event.

Protocol violations that result in UPs should be submitted via the Unanticipated Problems
Report module.

The report of a change that was implemented without @ gctive IRB review, to
eliminate an immediate hazard to subjects, should 45 tted to the IRB as a UP (to
report the UP), and also as a modification (if chan the consent form and/or protocol
are required as a result of the UP).

Reports of UPs for protocols reviewed inja€cdrdance with t

Authorization Agreement, when Co% not the I ccord, should be submitted
to the IRB as designated in Reference ument “Proeesses for Review and
Monitoring of Protocols Subj @ Authgj reements”’.

5. Submission Materi osure

A Closure Re fo fefencefocu 67) must be submitted when all study
procedures a eted, inclugdi lySis by a Columbia investigator of identifiable
data collected fr: e study, andyIRB oversight of the project is no longer required. For
multicenter studies, terminatiohis appropriate: a) when all study procedures are
completed at CU, if CU is n ead institution with responsibility for other sites; or b)
when all study procedures are completed at all sites, if CU is the lead institution with
responsibility for other sites.

The Closure Report form requests the following information:

a. changes or amendments since the most recent approval (including changes in
personnel since the most recent approval and additional information about risk
associated with the study);

b. why the study is being closed

c. if any research-related activities were conducted after the date of expiration, if the
study is expired,

d. confirmation that all requests and/or requirements as requested by the IRB have
been addressed;
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number of participants enrolled to date at CU site;
number of participants enrolled last year at CU site;

number of participants expected to enroll next year;

5 @ oo

number of participants who remain on study

number of participants who completed the study at CU site;

—

number of participants expected to enroll next year;

~

number of, and explanation for participant complaints at CU site;

f—

number of, and explanation for participants removed by physician;

m. number of, and explanation for, participants who withdrew from the study;

n. number of, and explanation for participants removed by the PI;

o. number of, and explanation for participants lo llow-up;

p. number of, and explanation for participan gve died while on study;
q- number of, and explanation for partici mlaints at CU site;

number of participants enrolled t

=

@ d

.@

6. Submission Materials: @f Protocg e pn or Violation
All deviations from and 2 of Columbi ifies or IRB determinations, including

the requirement for a
protocol deviation 1 m the approved protocol, IRB

as a divergente
icies for subjéct or to address a temporary situation that is
resgarch team atd appteved by the IRB before implementation. A
o 8

s. demographic information for

protocol violatiof1s defined vergence from the approved protocol, IRB
determinations or IRB polici t Was implemented without prospective approval by the
IRB and was not implemented to avoid or minimize imminent harm. Protocol violations
may be considered as non-compliance with the federal regulations for the protection of
human subjects. Information on submission materials required for Deviations or
Violations when Columbia University is the Reviewing IRB and when a non-Columbia

IRB is the Reviewing IRB is detailed in Columbia University IRB Guidance for Protocol
Deviations and Violations (Reference Document #364).

The IRB recognizes that some deviations (e.g., inclusion/exclusion criteria) are identified
shortly before the subject is scheduled for randomization or entry into the study and that a
quick review by the IRB is important for the study. For funded studies, the sponsor’s
concurrence that the individual may be enrolled should be provided with the submission.
In time-sensitive situations, the investigator should follow his/her submission to the IRB
with an e-mail outside of Rascal to the Manager of the IRB that approved the study.

If a Protocol Violation is unexpected, at least possibly related to the research, and
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involves risks to subjects or others, it is considered an UP and must be reported to the
IRB within one week (5 business days) using the UP functionality in Rascal. The
description of the circumstances surrounding the deviation/modification should be clearly
stated in the Unanticipated Problem Report (Reference Document #188). If the UP results
in a modification to the protocol, consent form or other study related documents, those
changes should be submitted as a Modification. Protocol violations related to medication
dose errors should also be discussed with the subject, in accordance with the underlying
philosophy of NYPs Disclosure Policy (Policy #E145).

Protocol Violations that are not UPs are categorized as Minor or Major Violations.

Major Violations are those that violate the rights or welfare of subjects, negatively affect
the integrity of the study or result in the need for a change to the protocol or consent
document(s). In most cases, they will be reported to the IRB as a Modification and should
be clearly stated in the summary section of the Modifieation Information form (Reference
Document #69). However, when reporting of the majo lation coincides with
submission of a Renewal, the violation may be report in the Renewal application
(Reference Document #61). Modification submissfons g0 report Major Violations should
include the PI’s assessment that the event doessfiQ the UP criteria and must be
reported to the IRB promptly, generally withi @ eek (5 business days) of occurrence
or, if it is not known to the PI at that timg Q overy by to provide an
opportunity for the IRB to assess, withi «4 sonable tilefr: elative to protection of
subjects, whether the study shoul e and whether changes to study procedures are
required.

Minor violations are viol are not 0 not meet the criteria to be
considered major violati

ese sho ed to the IRB at the time of
continuing review, in a'% og that cl de ll UPs, deviations, and violations. The
log should re v dual mis§iefts of each UP, deviation, or major violation
were made.

The following information s 1ncluded for deviations and violations:

a complete description of the deviation/violation;
b. an explanation of why the deviation is necessary, or why the violation occurred;

c. whether the deviation affects, or the violation affected, the risk/benefit ratio for
subjects, integrity of the research data, and subjects’ willingness to continue study
participation; and

d. for protocol violations, a description of the corrective measures that will be taken
to prevent a recurrence of the same or similar violations.

Supporting documentation may be attached electronically, and should be provided
whenever available or pertinent.

7. Submission Materials: Expanded Access, Including Emergency Use
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Expanded access, including emergency use, is the use outside of a clinical trial of an

investigational medical product (i.e., a drug/biologic or device that has not been approved
by FDA).

Information related to submission materials for each category of expanded access are
discussed below:

A. Emergency Use

FDA regulations permit use of an investigational drug or device, without IRB approval,
in very limited circumstances. Such use is considered to be an emergency clinical use,
and FDA requirements for the research use of an investigational agent do not apply. The
FDA must be notified of all emergency use situations by the manufacturer or sponsor.
When possible, the HRPO should be notified in advaneg of the proposed emergency use.
For some emergency use situations, notification to the HRPO may be necessary because
the manufacturer of the product may not agree to ship & oduct until a letter

e Investigational product is
received. The CTO (IAP) should also be notifi ¢n emergency use of an
investigational product occurs.

Only emergency life-threatening situati @ will be fsgate an investigational
agent, for which an approved prok& i€ ot available, Tn ag effort to save a patient’s life
o 4

or loss of a part of the body (e.g.,@ye, ¥ifhb, etc.) be considered for the emergency

use exemption. None of thes ns will ed research and therefore data

collection for research pu

the IRB office immedia uch a si

Consent optio, r éwergency usdsituati@ng’are defined below; proposed procedures

must be desc he emergdnc request to the IRB prior to the emergency use:
a. if the consent form is%e d at the time of submission of the emergency use

c

request, it should be d and submitted with the Emergency Use (EU)
notification;

b. if consent will be obtained, but the form is not yet available, this should be so
stated, and a copy of the form submitted with the follow-up report within 5 days
of the use of the test article; and

c. if waiver of consent is requested, documentation that the criteria for waiver
codified at 21 CFR 50.24 have been met must be included.

In addition, CU policy requires documentation to be provided that the patient’s condition
is life-or limb-threatening, and there is no effective alternative treatment available.
Concurrence by a physician who is not otherwise involved in the use of the
investigational product is also required by Columbia policy regardless of whether consent
was obtained. If this certification is not available at the time of the request for emergency
use, it must be provided in a follow-up report within 5 days of the use of the
investigational product.
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An EU report must be submitted by email to irboffice@columbia.edu when an
investigational product has been administered in accordance with the emergency use
provisions identified in 21 CFR 56.104(c) and 21 CFR 50.23, if all required information
was not provided with the emergency use request. The following information should be
included:

a. product name and type (i.e., drug, device, biologic);

b. if a device, product model/version number, if applicable;

c. IND or IDE number, if one has been obtained for this use;

d. description of product;

e. name, affiliation of non-participating physician, and date of affirmation;

f. number and submission date of protocol submi or IRB review of this article,

if applicable; and
g. date of notification to FDA.

The ED, DIM and/or DO may be copied
irboffice@columbia.edu inbox. FDA au
drugs/biologics may proceed. Eme
proceed without FDA approval.

ail that '

iZation is rgquire @ ore emergency use of
e of an inycsgigational medical device may

) allow, f@r o ggency use of a test article per
igati
W

FDA regulations (21 CFR 56
institution. Any subseq
to prospective IRB r d apprgva er, when prior IRB review and
approval is not asubsegquent eXpanded access emergency use at a particular
institution, t not de N) uent request for emergency use based on
lack of time to ectivg IRB teview, as long as that use will be reported to the
IRB within five working da)@ itiation of treatment (21 CFR 56.104(¢)).

B. Non-Emergency Expanded Access (Drugs/Biologics)

the inves product at the institution is subject

For drug products, “expanded access refers to the use of an investigational drug when the
primary purpose is to diagnose, monitor or treat a patient rather than to obtain the kind of
information about the drug that is generally derived from clinical trials.””?

1. Requirements for Expanded Access to Investigational Drugs for Treatment Use:

According to 21 CFR 312.305(a), FDA must determine and the IRB must concur that:

a. the patient or patients to be treated have a serious or immediately life-threatening
disease or condition*, and there is no comparable or satisfactory alternative
therapy to diagnose, monitor, or treat the disease or condition;

2 https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf
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b. the potential patient benefit justifies the potential risks of the treatment use and
those potential risks are not unreasonable in the context of the disease or
condition to be treated; and

c. providing the investigational drug for the requested use will not interfere with the
initiation, conduct, or completion of clinical investigations that could support
marketing approval of the expanded access use or otherwise compromise the
potential development of the expanded access use.

* For the purpose of expanded access to investigational drugs for treatment use,
immediately life-threatening disease or condition means a stage of disease in which
there is reasonable likelihood that death will occur within a matter of months or in
which premature death is likely without early treatment. Serious disease or condition
means a disease or condition associated with morbidity that has substantial impact on
day-to-day functioning. Short-lived and self-limiting morbidity will usually not be
sufficient, but the morbidity need not be irreversibl ovided it is persistent or
recurrent. Whether a disease or condition is serious @ atter of clinical judgment,
based on its impact on such factors as survival 0-day functioning, or the

likelihood that the disease, if left untreated, Wi ress from a less severe condition
to a more serious one (21 CFR 312.300(b also th A’s Expanded Access to
Investigational Drugs for Treatment tions an ers.)

three categories of expanded a€gess

Under FDA'’s current regulati@vestigational%and biologics, there are

e For individual pati

e For intermedi patient generally smaller than those typical
of a treatme or treat | — a treatment protocol is submitted
as agprotodel tg'an isti& e sponsor of the existing IND) (21 CFR
31

e For pread tréatment use through a treatment IND or treatment protocol
(designed for use 1 patient populations) (21 CFR 312.320)

e Note that Subpart D of 21 CFR 312 (Responsibility of Sponsors and
Investigators) is applicable to expanded access use of investigational
drugs/biologics.

2. IRB Submission Process for Non-Emergency Expanded Access Use of
Investigational Drugs or Biologics

Prior IRB review and approval is required for all non-emergency expanded access
use. Emergency use procedures are discussed separately in this document.

For individual-patient expanded access, submit the following:

a. documentation confirming criteria under 21 CFR 312.305(a) noted above are
met;
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b. investigator’s determination that the probable risk to the person from the
investigational drug is not greater than the probable risk from the disease or
condition;

confirmation of IND submission to the FDA or FDA-issued IND if available;

d. confirmation that informed consent will be obtained via an acceptable consent
process;

e. for individual-patient expanded access INDs only, notification that the
investigator has requested a waiver under 21 CFR 56.105 of the requirements
noted in 21 CFR 56.108(c) requiring full committee review as indicated on
FDA Form 3926, and

f. documentation evidencing FDA determination that the patient cannot obtain
the drug under another IND or protocol, e.g, FDA approval for Single-Patient
expanded access to proceed.

If a waiver under 21 CFR 56.105 is selected on FD 26, concurrence by the IRB
Chairperson or another IRB member can serve,as ctive IRB review.
For intermediate-size patient population otocol)gsubmit the following:

. documentation conﬁrmi nder 21 GFR 05(a) are met;

b. statement of whether s being@dcvelopeddor is not being developed
and description 0 ent populatio be treated. If the drug is not being
actively develope planat why thefrug cannot currently be
developed fo nded access usg afid under what circumstances the drug
could be d

c. 1n stud inical trial, clarify why patients to be treated

nrolled 1 1c trial and under what circumstances the
spon ould c du a clinical trial in these patients;

d. confirmation of ission to the FDA or FDA-issued IND if available;
and

e. confirmation that informed consent will be obtained via an acceptable consent
process.

Convened IRB review is required for intermediate-size patient populations (IND or
Protocol), as per 21 CFR 56.108(c).

For treatment IND or treatment protocol, submit the following:
documentation confirming criteria under 21 CFR 312.305(a) are met;

b. confirmation of IND/Protocol submission to the FDA or FDA-issued IND if
available; and

c. confirmation that informed consent will be obtained via an acceptable consent
process.
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Convened IRB review is required for treatment INDs or treatment protocols, as per 21
CFR 56.108(c).

Important Notes on timing of Expanded Access Use:

e A non-emergency expanded access IND (individual-patient, intermediate or
treatment) goes into effect 30 days after the FDA receives the IND, or after an
earlier notification is provided by the FDA that the expanded access use may
begin.

e There is no 30-day waiting period for expanded access use of a drug or biologic
under an individual patient protocol or intermediate-sized patient population
protocol, however the protocol must be submitted to the FDA and receive IRB
approval before treatment may begin.

RDA receives a treatment
btologic under a Treatment
sponsor that treatment may begin

e There is a 30-day waiting period from the date
protocol, before expanded access use of a 0
protocol may begin, unless the FDA n ﬁ@
earlier.

C. Non-Emergency Expanded Ac%®ces) \%
n

An unapproved medical device r& ally onl % ed on human subjects through an
approved clinical study in whi ubjects t'eg criteria and the device is used
in accordance with the appig otocol clinical investigator participating in the
clinical trial. However, t& % nay be cirgumsStan nder which a physician may wish to
ave the % atient or to help a patient suffering from a
no

use an unapproved de
serious diseas condit or wh alternative therapy exists.

If enrollment in isting glinical trial*protocol is not possible (e.g., a patient is not
eligible for any ongoing clin s, or there are no ongoing clinical trials to address
the patient’s condition), pati ysicians may request expanded access to
investigational devices under one of three alternative mechanisms:

e Emergency Use
¢ Individual-Patient/Small Group (commonly referred to as “Compassionate Use”)
e Treatment Use

IRB Submission Process for Non-Emergency Expanded Access Use of Investigational
(i.e., non-FDA approved) Medical Devices

FDA approval is required for all non-emergency expanded access use. Emergency use
procedures are discussed separately in this document.

For Individual-patient/small group (“compassionate use”):
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Ensure the following criteria are met:
a. the patient has a life-threatening or serious disease or condition; and

b. no generally acceptable alternative treatment for the condition exists.

If an IDE exists or there is no IDE for the device, submit the following:

a. confirmation that the IDE sponsor (can be device manufacturer or a physician
who has submitted the IDE to conduct the clinical study for the device) has
submitted an IDE supplement requesting approval for a compassionate use
under section 21CFR812.35(a), which includes:

1) a description of the patient's condition and the circumstances
necessitating treatment;

s are unsatisfactory and why

2) adiscussion of why alternatives therapi
the probable risk of using the investig
dition;

the probable risk from the diseam g ;
3) an identification of any devij i'the approved clinical protocol (if

any) that may be needed in patient, and;

4) the patient protection r@es that will b ich i
1. obtaining i consent otkpatlent or a legal

representative;

il. anin ent asses n uninvolved physician;
. ce fro as specified by their policies*;

ence ofithe IR halrperson* and

thori Nn e IDE sponsor, if an approved IDE exists for
the devic

b. Confirmation of 1ssion to the FDA or FDA-issued IDE if available;

c. an appropriate sch€dule for monitoring the patient, taking into consideration
the investigational nature of the device and the specific needs of the patient;
and

d. ifno IDE exists (only): Include a description of the device provided by the
manufacturer.

*FDA regulation nor guidance clarifies circumstances under which Chair concurrence
may be acceptable for individual-patient/small group expanded access. Note that
expanded access request for individual-patient/small group use may be routed to the
convened IRB on the recommendation of the Chair and/or other reviewer.

Important Note: Follow up information on the use of the device should be submitted to
FDA in an IDE Report after compassionate use has ended.
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For more information see FDA Information Sheet Guidance for IRBs, Clinical
Investigators and Sponsors: Frequently Asked Questions about Medical Devices (January
2006).

For Treatment Use:
Ensure the following criteria are met and submit documentation confirming:

a. the device is intended to treat or diagnose a serious or immediately life-
threatening disease or condition,;

b. there is no comparable or satisfactory alternative device available to treat or
diagnose the disease or condition in the intended patient population;

c. the device is under investigation in a controlled,clinical trial for the same use
under an approved IDE, or all clinical trials haygiheen completed; and

d. the sponsor of the controlled clinical trial i
approval/clearance of the investigationa

marketing
with due diligence.

Convened IRB is required for Treatment Use medical deyices.

Important Notes on timing of Treatme t@Accordi to
access use under a treatment IDE egin until 31 Ns er FDA receives the
application, unless FDA notifies % or earli@fﬁo ays that the treatment use

may or may not begin. @
E. Material Needed for Re of Particular\Ty f Research or Situations

Drug Resear

1. Submissig @
Research that in sad r drugs may vary in design, from investigation of the

0
safety and/or efficacy of inve@stigatignal agents, to comparison of two approved agents, to
the evaluation of approved diugs¥or indications other than those for which they were

approved.
A drug is defined in the current federal Food, Drug and Cosmetic Act as:

a. articles recognized in the official United States Pharmacopeia, official
Homeopathic Pharmacopeia of the United States, or official National Formulary,
or any supplement to any of them;

b. articles intended for use in the diagnosis, cure, mitigation, treatment, or
prevention of disease in man or other animals;

c. articles (other than food) intended to affect the structure or any function of the
body of man or other animals; and

d. articles intended for use as a component of any articles specified in clause a, b, or
c; but does not include devices or their components, parts, or accessories.
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In addition to the material listed in the preceding Section III.D relating to the type of
Events, the following material and/or information is required for all research involving
drugs:

sponsor protocol, if industry-sponsored;

a
b. Investigator’s Drug Brochure (IDB), if industry-sponsored,

o

package insert, if approved drugs are administered;

&

documentation of current FDA status, if an IND exemption is indicated;

e. completion of the Drugs/Biologics page to list the investigational product >
(Reference Document #92) for each agent involved;

f. data and safety monitoring plan;

g. FDA Form 1572; and

h. FDA Form 1571 when a CU Faculty Em@IND holder.

When drugs that are not yet FDA-approved used for research purposes, plans for
handling of the investigational agent sho uded in, bmission to the IRB.
These should be in accordance with the Researgh P y procedures

(Reference Document # 172) and N P168(R: ccPocument #18),
Investigational Drugs: Use and troL; & statem t theelevant policy(ies) will be

followed is sufficient for the ission.

:g%¢., the IND is held by a member of
st be given as to how compliance with
FDA requirem aintained.” T umbia FDA Compliance Program for
FDA-regulat MSubject R&h orking Practices Document #311] outlines
the institutional’ over8ight of S-I1fesearch. An IAP [Working Practices Document #314]
has been established within the, C'RO to provide education, training and support to S-Is
with respect to FDA regulati -Is, and help ensure appropriate documentation and
trial monitoring to satisfy regulatory requirements. S-Is are encouraged to consult with
CTO early in the development of their protocol. The CTMAP provides support with
respect to monitoring S-I research.

the Columbia faculty)g

When any study is conducted by an S-I, the submission for IRB review must include a
Form of Notice by CU Faculty IND/IDE Holder letter (Reference Document #367) that
documents that the Department Chair and the S-I both have provided commitment that
adequate resources will be provided that will permit the conduct of the study in
compliance with FDA regulatory requirements.

3 The FDA considers an investigational product to be one that is the focus of a clinical investigation. Accordingly, if
a drug, device, or biologic that is already approved by the FDA is the focus of the protocol being submitted, it
should be described on the Drugs/Biologics pages.
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In addition, the submission for IRB approval must include a plan for monitoring of the
study in accordance with 21 CFR 312.

2. Submission Materials: Research with Biologics

Protocols that involve research with biologics require similar submission materials and
are reviewed similarly to research with investigational drugs.

A biologic is defined as any virus, therapeutic serum, toxin, antitoxin, vaccine, blood,
blood component or analogous product, or arsphenamine or its derivatives, applicable to
the prevention, treatment or care of diseases or injuries of man.

Review and approval by the IBC is required for biologics that involve recombinant
deoxyribonucleic acid (DNA). When gene transfer is idgolved, documentation of a
decision by the NIH Recombinant Advisory Council ( , when their review is
required, is expected.

In addition to the material listed in the Section @ating to the type of Event, the
following material and/or information is reg @ or all re h involving biologics:

a. sponsor protocol, if industry-gpon ; \
b. IDB, if industry-sponsoreg;%
package insert, if app@ gs are in ;
documentation o DA statu§, if D for a biologic (BB-IND) is
indicated;
e. compl @ s/Bidlogics/pae to list the investigational product*
(Refe cument #&o acl agent involved; and
n

e o

f. data and ty moniteringyplan.

If the study constitutes S-I res€arch, additional consideration must be given as to how
compliance with FDA requirements will be maintained, as described in Section IILE.1
above. Documentation from the PI and department chair as described in Section II1LE.1
must also be provided.

3. Submission Materials: Device Research

Research that involves a medical device may vary in design, from investigation of the
safety, efficacy and practicality of investigational devices, to comparison of two
approved devices, to the evaluation of approved devices for indications other than those
for which they were approved.

4 The FDA considers an investigational product to be one that is the focus of a clinical investigation. Accordingly, if
a drug, device, or biologic that is already approved by the FDA is the focus of the protocol being submitted, it
should be described on the Drugs/Biologics page.
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A medical device is defined in the current federal Food, Drug and Cosmetic Act as an
instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or
other similar or related article, including a component part, or accessory which is:

a. recognized in the official National Formulary, or the United States
Pharmacopoeia, or any supplement to them;

b. intended for use in the diagnosis of disease or other conditions, or in the cure,
mitigation, treatment, or prevention of disease, in man or other animals, or

c. intended to affect the structure or any function of the body of man or other
animals, and which does not achieve any of its primary intended purposes through
chemical action within or on the body of man or other animals and which is not
dependent upon being metabolized for the achigvement of any of its primary
intended purposes.

In addition to the material listed in the preceding .D relating to the type of
Event, the following material and/or informatiOn i ired for all research involving

b. documentation of current , (e.g#BDA approval letter with terms if an
IDE is indicated, print pproved ind % from FDA website if 510(k)
approval, etc.); z

c. completion of th vice Page to listithe stigational product® (Reference
Document #92Z{orea Ived;

d. dataa fe nitoring &

e. device management plan}

f. Clinical Investigator ent; and

devices:
a. device manual, if industry-sp @ %
@?taus

g. Confirmation of MediCare contractor, National Government Services (NGS) or
Centers for Medicare and Medicaid Services (CMS) coverage decision, if the
study meets the requirements for device studies that must be submitted for a
determination of NGS billing clearance.

1) If the IDE study was approved before 1/1/2015: the study must be submitted
to the Medicare contractor, National Government Services (NGS); the PI of
the study submits request to the Medicare Administrative Contractor
provider/local NGS representative and receives a determination letter.

2) Ifthe IDE study was approved on or after 1/1/2015: the Sponsor must submit
request for coverage to CMS. Approval will be posted on the CMS website
and all sites must be listed on the www.clinicaltrials.gov record for the study.

5 The FDA considers an investigational product to be one that is the focus of a clinical investigation. Accordingly, if
a drug, device, or biologic that is already approved by the FDA is the focus of the protocol being submitted, it
should be described on the respective page.
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If the study constitutes S-I research, additional consideration must be given as to how
compliance with FDA requirements will be maintained, as described in Section IILE.1
above. Documentation from the PI and department chair as described in Section III.E.1
must also be provided.

A sponsor’s determination of non-significant or significant risk, and basis for the
determination, is recommended for studies that do not already have an approved IDE. If
this information is not provided, the IRB will make its determination absent this input; if
additional information is needed, the determination, and hence the overall review, may be
delayed. Ultimately, after review of all material and justification provided by the sponsor
and investigator, the IRB’s determination is final.

When devices that are not yet FDA-approved will be used, plans for handling of the
investigational article should be included in the submisstén to the IRB. IDE regulations at

21 CFR 812.110 require that the investigator manaie Q rice supply such that they are

used only with subjects under the investigators s .ﬁ’ ision. In addition, the investigator

i ) not authorized to receive it. Upon
completion or termination of the clinical inve bon or thgsdnvestigator's part of the
investigation, or at the sponsor's request, rn to the sponsor any
remaining supply of the device or ot spose of fthe d as the sponsor directs.
Device use must be tracked and re i ice and its disposition; this is
particularly important for implan
number, the number must be
individual who received t

The following facto S e addre§se
a. Whe ent and 0 f evices will begin (i.e., that no patients will be
contacte ecruited, andno in estlgatlonal devices will be ordered, until IRB
approval has been ob nd applicable contracts have been signed);

b. That the PI is responstble for ordering, and proper accountability, handling, and
storage, of devices, as follows;

1) how and by whom devices will be ordered (i.e., ordering will be done in
accordance with the terms of the protocol and contract, and only after IRB
approval is obtained);

2) by whom devices will be received (i.e., devices will be received only by the PI
or designee, or NYP personnel when there is an NYP policy or procedure for
device management (e.g., in Operating Room));

3) how device accountability will be documented including receipt from the
manufacturer, method for labeling and tracking individual devices date of use,
subject identifier, and lot number of the device, and return of (or destruction
of in accordance with manufacturer’s instructions/protocol) unused devices to
the manufacture or sponsor. The spreadsheet or dispensing log for device
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accountability should be included with the plan for handling investigational
devices;

4) by whom devices may be handled (i.e., devices will be handled only by
individuals listed on the protocol or by NYP personnel when there is an NYP
policy or procedure in place (i.e., in the Operating Room));

5) who will ensure the sterility of the device prior to use with a subject (i.e.,
either the product is shipped to the PI in sterile condition or the device will be
sterilized on the premises per the protocol and NYP policies).

6) in what manner will devices be stored to ensure accountability, sterility, and
integrity of packaging (i.e., a plan for storing devices securely to ensure
physical stability of packaging and appropriate temperature, and separate
from similar commercial and/or investigational devices will be implemented);

7) procedures by which disposition of devices Will occur (i.e., devices will not be
destroyed, devices will be disposed of in ad @ nce with the manufacturer’s

or sponsor’s (as applicable) requireme., cturned to sponsor)); and

8) if the device will be explanted fro r ect, plans to first send the device

to Pathology for its review in acc > with sgamgdard practice.
c. That the manufacturer and/o represen‘[NQ 0 are involved with use
of the device at a study sitg un: of a Golumbia investigator will

abide by site require 5 privileges and access to
facilities, patients, andygonfidential jn #The Columbia Guidelines for
earch-Related 4 ities (Reference Document # 306)

roomas at N P equirements of the NYP Vendor
M ent #145) and Vendor Representative

) policies must be satisfied.

4. Submission Materials: Planned Emergency Research

Planned emergency research refers to the study of acute, life threatening clinical
situations. Often, informed consent from the subjects is not feasible because the subject
lacks the capacity to provide his/her own consent (e.g., unconscious) and/or there is
insufficient time because treatment must be promptly administered. The conduct of
planned research in life-threatening emergent situations requires special consideration by
the IRB, including consideration of whether consent by an individual subject may be
waived. The specific conditions under which prospective consent of the subject may be
waived are provided by 21 CFR 50.24.

If waiver of consent is proposed for those subjects who are not capable of providing
consent, and do not have a legally authorized surrogate present, the research plan must
include not only public disclosure of the study to the community in which the research
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will be conducted, but also community consultation. The purpose of the community
consultation is to assess whether members of the local population at large would approve
of the conduct of the emergency research, i.e., whether they are in favor of such
procedures being performed on them if they were in a particular emergency situation.

The community consultation should include individuals that represent the targeted subject
population that will be enrolled in the study. The community consultation must be
completed before IRB approval. It is recommended that the research team meet with the
IRB staff to discuss the plan for community consultation prior to its initiation.

The plan for the emergency research study, including the plan for community
consultation and public disclosure, must also be approved in advance by the FDA if the
research involves an investigational or FDA-approved product. The plan must be
submitted to the FDA under an emergency IND/IDE by the sponsor or S-I responsible for
the IND/IDE. If the emergency research study is federally-supported or conducted and

does not involve an investigational or FDA-approved ct, approval must be obtained
from OHRP (on behalf of the DHHS Secretary). The nity consultation and the
public disclosures, however, generally do not hav ompleted but should be started

prior to submission for FDA or OHRP approv,
of events would generally be: a) consultation @
community consultation; ¢) start commu 4;'
IRB and FDA or OHRP submissions ) S@ibatit the profecol
IND/IDE to the FDA or OHRP fo 1.

The IRB may approve the st iorto FD r the IND/IDE. When this
occurs, the IRB approval i fically l\ic nrollment of subjects as appropriate

until the IRB receives né @ f FDA a 0 IND/IDE, and all outstanding
concerns have been adéquately addres%
re

In addition t rial liste 'n% eding Section II1.D relating to the type of
Event, the follow materia‘ andfor information is required for all studies involving

fore, the recommended sequence
evelopment of a plan for
ide some data for the
IRB; and e) submit the

emergency research:

a. justification for conducting the research in the proposed context, including
enough information for the IRB to make all determinations required in Section
VILB.10;

b. detailed process for obtaining consent for subjects who are able to consent;

c. for those subjects who are not able to provide informed consent, a description of
efforts to identify an appropriate surrogate, family notification of research
participation, when possible, and plans for informing the patient of participation
if/when the patient regains cognitive capacity;

d. plans for identifying and contacting family members after participation if such
contact could not be done prior to participation;

e. procedures for determining who is a legally authorized representative (LAR),
when permission will be sought from someone other than the parent of a minor
child;
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f. description of the efforts by which the community has been advised of the
planned emergency research.

The Surrogate Consent section of the IRB Informed Consent Policy provides detailed
information about options for surrogate consent.

At the time of continuing review, unless required sooner by the IRB, the investigator will
need to summarize efforts made to contact family members of those subjects who were
not able to provide their own consent.

Planned Emergency Research must be distinguished from emergency use of an
investigational FDA-regulated product for an individual patient. The former is considered
research but the latter is considered clinical care. Both may involve waiver of informed
consent through the provisions of 21 CFR 50.24 (i.e., Bxception from Informed Consent
Requirements for Emergency Research).

5. Submission Materials: Research involving @an Women, Fetuses, and
Neonates §

In addition to the material listed in the p@\g ection I ted to the type of

Event, the following material is requi researcw pregnant women,

fetuses, and neonates: x
a. information to suppor@ ings redui bpart B of 45 CFR 46 for
participation of pre®na omen and fetugesgn research (See Reference
% litional

Document #35 il)j\an
b. a descripéi additional precautsons that will be taken to ensure that legally
effective i cons taiged, when women in labor will be enrolled.

women 1fabog for purposes of research participation should be

this information.

t
Institutional guidance (R&ferenc® Document #103) on when it may be acceptable
considered when dev

6. Submission Materials: Research Involving Prisoners

In addition to the material listed in the preceding Section III.D relating to the type of
event, the following material is required for all research involving prisoners:

a. information to support the findings required by Subpart C of 45 CFR 46 for
participation of prisoners in research;

b. arationale for including prisoners in the research, or limiting research
participation to prisoners; and

c. approval or letter(s) of support from applicable departments or facilities, if
already obtained.

Section III: Preparation of Submissions Page IIl - 27

IRB SOP V5.0 - Dec. 20, 2017
64


https://www.ecfr.gov/cgi-bin/text-idx?SID=537fe759ae2c64fd0ea694692af03f0d&mc=true&node=se21.1.50_124&rgn=div8
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=69d7f3610ed7cde23f58803d02421ede&mc=true&n=pt45.1.46&r=PART&ty=HTML#sp45.1.46.b
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=69d7f3610ed7cde23f58803d02421ede&mc=true&n=pt45.1.46&r=PART&ty=HTML#sp45.1.46.c

(See Reference Document #356, and search for “prisoner” within the document, for
additional information that may be relevant if the research is subject to the requirements
of federal agencies other than DHHS or FDA).

7. Submission Materials: Research Involving Children

In addition to the material listed in the preceding Section III.D relating to the type of
Event, the following material is required for all research involving children, i.e.,
information to support the findings required by Subpart D of 45 CFR 46:

a. a description of procedures used to obtain assent, or justification for not obtaining
assent;

b. when assent will be obtained, identification of the ages for which assent will be
required, and a description of the method used t®ydocument that assent was
provided, e.g., written documentation on an as , verbal agreement
documented by researcher in the research

9

c. description of procedures for obtainin s used to document, parental

permission; °
d. the investigator’s initial assessm@isk leve nial for benefit to

subjects or others; % K
e. sufficient information for&l to detee level of risk, and whether there

is the prospect of dire t to the 2 1al Subject;

f. a statement regar

minimal risk wa € possi of\di
included andyif s ocedure§ h
advocdte for clelt’'ward; an\

g. procedurgs {01 determining who's a legally authorized representative, when
permission will be s m someone other than the parent of a minor.

the research involves greater than
t benefit, i.e., whether wards will be
been developed for identifying an

The Child Involvement page in Rascal, which solicits the information described above,
must be completed by the investigator if he/she has indicated that children will be
involved in the study. This section is designed to remind the investigator of information
required, depending upon the level of risk and prospect of benefit to subjects.

Researchers who anticipate that children will be included among their study subjects are
advised to review the Columbia policy, Research Involving Children (Reference
Document #107), which articulates the institution’s expectations for parental permission,
assent, risk/benefit analysis, and related issues. The policy is posted on the CU HRPO
website.

(See Reference Document #356, and search for “children” within the document, for
additional information that may be relevant if the research is subject to the requirements
of federal agencies other than DHHS or FDA).
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8. Submission Materials: Research Involving Other Vulnerable Adults

In addition to the material listed in the preceding Section III.D relating to the type of
Event, the following material is required for all research involving vulnerable
populations:

a. a description of procedures incorporated into the protocol to ensure that the rights
and welfare of individuals with decreased autonomy will be protected;

b. adescription of procedures that will be utilized to obtain legally effective consent;

c. where applicable, a description of procedures that will be utilized to determine
competency to provide consent initially or during the course of participation, the
latter for studies in which it is expected that cognitive capacity may become
diminished;

d. procedures for determining who is a legally au d representative or

eeded to provide consent;

minimize risks related to the
vulnerability of the prospective subjec

f. description of procedures that wi@n place t elelements of undue
influence or coercion. 6 \
Additional details on obtainin@%ate Cons n found in the CU Informed

Consent Policy.

9. Submission M@search

If the inclusigh o glish
document(s) must bg'translated

\g on-English Speaking Individuals

e% viduals is anticipated, the consent

an aGeeptable translator, as defined in the CU IRB
Enrollment of -English akmg Subjects in Research Policy (Reference Document
#101), into the prospective s s’ first language or language of choice. Certification
of the translation, as described in the Policy, must be provided. It is not sufficient in most
cases to rely on verbal translation of English consent documents during the consent
process.

If a non-English speaking individual is unexpectedly encountered who otherwise meets
eligibility criteria, and the trial involves an intervention that offers the prospect of direct
benefit, the short form consent process may be used and use of the process must be
documented. The summary document (in English) and the participant’s attestation (in
his/her first language or language of choice) must be approved by the IRB. Efforts to
translate the entire approved English consent document are encouraged, whenever
possible.

Details of translation options are provided in Reference Document #101, Enrollment of
Non-English Speaking Subjects in Research Policy.
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In addition to the material listed in the preceding Section III.D relating to the type of
Event, the following material and description of procedures are required for all research
in which the involvement of non-English speaking subjects is anticipated:

a description of procedures to obtain consent in the subject’s language of choice;
b. plans for communicating with Non-English speaking subjects throughout their
participation.

c. a statement that consent and recruitment documents will be translated after the
English version is approved (if this is not included in the submission, the IRB
approval letter and correspondence will articulate the need for translation); and

d. after the English version is approved, submission of translated documents as a
modification with certification of exact translation.

sent and recruitment
bmitted for review.

At the time of continuing review, if previously approv,
documents have not changed, the same translation

10. Submission Materials: Research Involvi ents or Employees as Subjects

Ethical concerns may arise if a study rec dividuals in'p ns subordinate to the
PI. At times, however, recruitment gf 1 uals in thi$ 'S may be necessary to
S

accomplish study objectives. In s, the 1 igatommust justify the use of this
population and identify how g@) of coerci e influence will be addressed.

The IRB will consider wheth@gprdposed prog¢edures inimize such elements are
adequate, and request re 1

individuals subordinate to the inYestigater may elect to apply. There may, however, be
instances in whi e IRB sider whether enrollment of subordinates is not
appropriate, even if recruitm a flyer and initiative by the prospective participant is
required, i.e., when there is the potential that the student/employee may feel that they
must participate in order to be seen as favorable or cooperative to their
instructor/employer.

These measure ot, eral, inteéndgd te*apply to research conditions under which
subjects are r¢Crui yers Qr (&d isements posted publicly to which
S
X

In addition to the material listed in the preceding Section III.D relating to the type of
Event, the following material is required for all research involving students or other
individuals in a subordinate position to the researcher:

justification for use of this population;

b. description of procedures that will be utilized to avoid elements of coercion or
undue influence;

c. explanation of other options for obtaining course credit if research participation
offers such incentives; and

d. explicit instructions for advising subjects of the voluntary nature of participation.
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When students will be recruited, the “Students as Research Subjects” guidance
(Reference Document #128) should also be reviewed for applicability.

If research will be targeting students enrolled in the CU College of Physicians &
Surgeons, the IRB must seek clearance of this targeted population by the P&S Advisory
Group. If research will be conducted in NYC public schools, approval from the NYC
DOE IRB is required.

11. Submission Materials: International Research

IRB review of international research raises additional considerations relating to local
laws, institutional commitments and regulations, standards of professional conduct and
practice, cultural norms, and local community attitudesiyrelative to the study site).
Physical, social and psychological risks may vary from
communities within which the Columbia campusesgg
the CUMC and CU-MS IRBs. Challenges may b @ S
benefits of research conducted internationally, Squiate knowledge of the local setting

is not provided. Care must be taken to ensurcithatithe cult orms of the host country
are respected and that the participants wi@su fer adver‘%quences from
participation, such as being subjecte tion fro orities or the local
community. %

To that end, evaluation of th by ar local to the study site,
consultation with an exp ‘ espectl and/or other means to obtain

knowledge of the local, con 1s requyi

If sufficient 1 out the search site, to satisfy the IRB’s

requirement 0 ledge of t ontext is not provided in the submission, it will
be requested as of the ak ratlve pre-review.

In general, if local ethics comsitice approval is required, it should be obtained after
review by the CU IRB. If local ethics committee review is conducted before the CU IRB
review, the approved consent document(s), explanation of issues raised by the local

committee during its review, if available, and approval letter from the local committee,
should be considered in the CU IRB review.

If CU IRB review occurs before the local ethics committee review, CU approval to
commence study procedures would be contingent upon receipt of the approval by the
local ethics committee, which should employ standards that are appropriate for
Columbia’s HRPP.

Investigators conducting research in foreign countries must be aware of and abide by all
applicable Columbia polices related to international activities. The Office of Research
Compliance and Training website provides additional information on International
Research.
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In addition to the material listed in the preceding Section III.D related to the type of
Event, the following material or considerations are required prior to approval by the IRB:

a. documentation of knowledge of local context, i.e., details of the local context to
provide a basis for the IRB review;

b. local IRB/ethics committee approval, evaluation by a consultant, or input from an
individual or entity with adequate knowledge of the study site should be
submitted with the application (if this documentation is available at the time of
the CU IRB submission), obtained by the IRB during the renewal process, or in
the case of local approval, provided after approval (if the local review board
requires CU approval first);

c. agreement that consent documents will be translated after the English version is
approved, if the study population is expected togfiglude non-English speaking
individuals;

d. identification of local individuals, if a \@ill participate in conducting the
research, and a description of their ro

institution or organization.

Researchers conducting 1nte esearc to review the OHRP
International Comp11at10n 0 Rese Standafds for information about local
regulations and laws in ig tional site \

The RCT mus any r earch osed to be conducted in a sanctioned
country. All f€s ducte Wi suc¢h countries must abide by the restrictions
outlined by the epart ent the easury.

e. where appropriate, letter(s) authops duct of the ] y at the international

12. Submission Materials: Substudies

Substudies may be defined as projects that are developed to answer a research question
that has arisen as a result of an ongoing study, i.e., there is a logical evolution or
expansion of the initial research hypothesis, or auxiliary studies are offered to
participants in a study, e.g., optional pharmacokinetics or genetic procedures. Rascal
includes questions to capture whether the study includes one or more components that
apply to a subset of the overall study population, as well as the target enrollment for each
substudy.

The determination of whether a substudy should be submitted as a separate, new Rascal
submission, or as a modification to an approved protocol, is dependent on the relationship
of the new procedures to the existing protocol, e.g., objectives, subject population,
consent procedures, study instruments, risk and benefit. In general, if the population,
consent procedures, and objectives vary significantly from the approved study, such that
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the IRB can no longer make one set of required determinations for the entire Rascal
protocol, the substudy should be submitted separately. In such cases, the approved main
study should be referenced in the new submission so that, where feasible, both can be
reviewed by the same IRB and primary reviewers.

In addition to the material listed in the preceding Section II1.D relating to the type of
Event, the following material is required for all substudies:

a. an explanation of the relationship between a previously approved, or recently
submitted, protocol and the substudy that is being submitted for review;

b. a description of the modifications, if any, that will be made and submitted to the
IRB for review, to recruit from the main study, if applicable;

c. if subjects from the main study will be recruited for the substudy, a description of
how the substudy will be introduced to the subjgéts; and

d. consent procedures for the substudy, and az onsent forms, if applicable;

e. details of data use and sharing, if appli tween studies.

13. Submission Materials: Collaborau@earch t at%t be Conducted under
an IRB Authorization Agreem

Researchers affiliated with C may col v‘th individuals from other
institutions on a specific rese O_] ject inv@lvi n subjects. When this occurs,
the IRB needs to know out the activiti each site to be able to accurately
determine the nsks an s of the ittgs for which CU has oversight, and the
documentation fro chjsit

In addition to the material hsted ecedlng Section I11.D relating to the type of
Event, the followifig materl atlon is required for all collaborative research:

a. forall collaboratlvep jects:

1) the name and title of, and contact information for, the individual (identified by
role) who is responsible for the conduct of the project at the collaborative
site(s);

2) the procedures that will be conducted at each site (level of detail will be
dependent upon CU role, e.g., whether CU is the lead institution, one of the
study sites, coordinating center, etc.);

3) the funding mechanisms involved, if any;
4) 1identification of the individual who will serve as the overall PI for the project;

5) aclear description of what CU personnel will be doing as well as what will be
done, in relation to the research study, at CU;
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6) proposed use of consent forms, i.e., whether CU forms or the other
institution’s forms will be used, and for which site(s) each consent form will
be used, if each institution has one or more; and

7) appropriate authorization for research at the site, and IRB approval, as
applicable;

8) appropriate agreement for the transfer of data or material.

b. In addition, if CU is the lead institution:

1) the status of IRB approval at each site or arrangements previously made or in
progress to delegate authority for review;

2) description of services provided by coordinating centers, and identification of
the coordinating centers, if applicable;

3) awritten plan explaining how regulatory ¢ ce will be ensured for each
site engaged in the research. The plan include:
a) details on how local IRB appr: ¢ obtained and maintained at each
site;
b) a description of proce e@lace to ensure e informed consent
document approve local I 0cs have substantive changes in
es, and risks s from the form approved by the

the purpose, proce
CU IRB; @
c) aplan Ef ing that %1 fhg risks to subjects or others will be
IRBs;
1

repogte local an@ C
le, a pla dataind safety monitoring, including review of
of unanticipated problems that involve risks to subjects or others,
ensuring confidentiality of study data at local sites, during transmission,
and at CU, an

nd dissemination of interim results;
e) aprocess for implementing protocol modifications.

c. In addition, if the research is non-exempt and will be federally conducted or
supported:

1) the name and FWA number for each site engaged in the research;

2) an IIA for any individual who is engaged in the research, but is not working
under the auspices of an institution or organization.

Processing multi-site projects, some of which may require IRB review for funding
purposes long before procedures for inclusion of human subjects have been developed,
requires special consideration by the administrative staff and IRB. Although projects for
which CU serves multiple roles may be submitted as one protocol for IRB review, it is
often beneficial for the components to be submitted separately. This approach facilitates
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focused review of each component, and management of each role as appropriate to that
role, e.g., the protocol for CU as a clinical site could be closed out when study procedures
for all subjects are concluded, while the related repository or data coordinating center
protocol for the overall project continues at CU. Consultation with IRB staff early in the
development process is recommended, to identify and guide the most efficient approach.

14. Submission Materials: Collaborative Research that will be Conducted under
IRB Authorization Agreements (IAA)

Federal regulations permit an IRB at one entity to rely on the review of an IRB at another
entity or an independent IRB in certain situations, and the terms of the relationship are
typically described in an agreement that may be called a reliance agreement or an IAA.
[IAAs may exist between institutions for multiple projects that meet specific criteria,
between legally separate components of one institution®or multiple projects, or for
individual projects. All IAAs that involve CU must b oved by the appropriate IO on
the CU or NYP FWAC(s), as applicable, and the ED@

Several multiple project Agreements exist thad the conditions under which: a)
Columbia may rely on the IRB of another ins @ h; Colupmia will conduct reviews for
another institution; or a combination the coft gl he terms o%ciﬁc agreements, and
the material(s) required to be submit t iaNRB protocol that is subject
to one of these Agreements, are s the relewant TAAy All instances of
collaborative research that is ¢ ted under an ould be appropriately reflected
in the Rascal IRB submlssm

When Columbia relies,o her IR otocols, there may or may not be a
subsequent review Ry t olumbia I such a review is conducted by the
Columbia IK%@ n be a fa tate iew, 1.e., a review by an IRB Chair or an

experienced f the IRB\ ine whether the protocol is appropriate for the

local environme egardl hether the relevant Agreement requires a facilitative
review, protocols reviewed % IRBs under IAAs, including studies that rely on a
designated single IRB of rec RB), generally need to be submitted to the Columbia
IRB via Rascal for tracking purposes and for confirmation that all local and institutional
requirements (e.g., training and COI disclosure) are met. The process and list of

documents needed for submission in Rascal for when Columbia relies on a sIRB,
included what fields need to be completed, can be found in Reference Document #365.

When Columbia serves as the IRB for other sites, including instances where Columbia is
designated as the sIRB, there may be a need for separate submissions to facilitate the
sIRB for all sites and for the IRB review of Columbia as a research site. The process and
list of documents needed for each submission in Rascal for when Columbia serves as a
sIRB, included what fields need to be completed, can be found in Reference Document
#366.

15. Submission materials: Domestic research conducted at non-CU sites
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As with international sites, some domestic sites may have characteristics (e.g.,
socioeconomic, literacy, culture) that are significantly different from those at CU and in
the surrounding areas, and consequently present a challenge in ensuring that IRB review
criteria are satisfied because IRB members may not have adequate knowledge of the local
context. In some cases, such research will also be reviewed by a local IRB if
collaboration between CU and local researchers is involved, and in those situations,
documentation of such review should be obtained.

If local IRB review is not obtained, and a need for additional knowledge about local
context is identified, the IRB may opt to obtain this information through one or more
sources, including the following: a) use of a consultant who has extensive knowledge of
the environment and/or population, as appropriate; b) input from a local community
board or similar committee comprised of individuals who represent the locale and/or
citizens; or c) literature review. Selection of the sourcgof information should be based
upon the level of risk of study procedures to participanisi¥,c., while literature review may
be acceptable for a minimal risk survey, use of a consul or feedback from a local
committee may be more appropriate for a study t es greater than minimal risk.

Justification for selection of the particular st should also be provided.
Authorization from facilities at which st dures w1 ducted may be
necessary in addition to knowledge o ext de

16. Submission Materials: Rese& nducte ter al Sites by CU Researcher
Columbia investigators w, ct researglrat flo Columbia sites have additional
responsibilities for ens t all ap riate ovals from the study site(s) are
obtained, and that p 0C have beén deévelgped to ensure that the study may be
conducted i 1n ith the toco e external site.

In addition to th erlal ligted 1 the preceding Section IIL.D relating to the type of
Event, the following materia ation is required:
contact information for each site;

b. documentation that each site has granted permission for the research to be
conducted at the facility; and

c. IRB/ethics approval, if the site is engaged:

1) whether each site has an IRB and if so, whether it has approved the
research; or

2) plans to enter into, or attachment of an executed, IAA whereby the site
relies on the Columbia IRB.

Additional guidance:
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a. If the external sites are international, please refer to Section III.E.11 of these
procedures for additional guidance.

b. If there will be collaboration with investigators from other institutions, please
refer to Section IIILE.13and/or II1.E.14 of these procedures for relevant guidance.

c. If the external sites are in the U.S., but not local, please refer to Section IILE.11.
of these procedures for guidance on obtaining adequate knowledge of the local
context.

17. Submission Materials: Transfer of Research when PI is Leaving Columbia

If the PI of a study that is approved by the IRB will be leaving Columbia, plans for
closure of the study or continuation with another PI at Columbia must be considered. A
submission to the IRB is required, the nature of which,%,g., modification, renewal or
closure, will be determined by the decisions that are bout the future status of the
study at Columbia. Common situations and option submissions are described
below. IRB staff should be consulted about agpr action for other circumstances.
For active research: 6

a. if the study(ies) will be transfe 0 another i it@\ intervention is
involved, and subjects will ed the opportufii continue participation at
i pla

the new institution, a modificatiefl that des for notifying subjects,

determining whether th€¥ contin ation, and safely transferring or
ending subject participation should p&submittéd to the IRB;

b. if the study(ies) ¥ transfe ‘%0 1 institution, subjects are not
currently engolle@ ofall subjects hdave dpmpleted study procedures or have
withd , buidentifiable data willdpe transferred, a modification should be
subm o describe how Confidernitiality of data will be maintained in
accorda ith the o which the subjects agreed;

c. ifthe study(ies) will ansferred to another institution, a qualified
individual must be identified to serve as PI, and a modification submitted to
implement the change; and

d. an appropriate agreement must be executed prior to any data or material that was
originally collected at Columbia is transferred to an external site.

For research that has not yet started or for which all activities have concluded, but the
study remains open while awaiting publication, a closure submission should be submitted
to the IRB.

18. Submission Materials: Federally-Supported or Conducted Research
Per the requirements of 45 CFR 46.103(f), the IRB must review the entire grant

application for research that is funded by a federal agency. A complete copy of each
application, from face page to the end, excluding appendices, should be attached to the
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IRB submission. Where necessary to safeguard confidentiality, salaries and similar
information may be redacted. This material will be reviewed by the IRB to (at a
minimum) ensure that all funded procedures are included in the research protocol,
evaluate relationships among collaborators to determine necessary approvals, and
confirm key personnel.

During its review of research that is supported or conducted by specific federal agencies,
and/or is subject to the requirements of those agencies, or is subject to specific federal
policies, the IRB will consider the requirements of the respective agencies and policies as
they relate to the protection of human subjects, and make specific determinations
regarding them (e.g., related to informed consent, reporting, monitoring, etc.). These
requirements are in addition to the requirements for approval of research that the IRB
considers for all research involving human subjects.

Awareness by researchers of these regulations, policiesgand affiliated required

determinations will facilitate inclusion, in the submiss he IRB, of the information
that must be considered before these determi t10 ¢ made. Reference Document
#356, Additional Requirements for Protocols Speciﬁc Federal Agencies or
Subject to Specific Federal Policies, provide ce to faeilitate a complete
submission that addresses the addltlonal conce ese agencies and
policies

Particular attention should be pa1 %reparm cols that are subject to
Department of Defense regul equire ependmg upon the DoD
component. Detailed gui rovided4 ce Document #356, Additional
Requirements for Proto nded by eral Agencies or Subject to Specific
Federal Policies. %

%
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IV. Processing of Submissions to the IRB: Pre- and Post-IRB or ARC Review
A. Preliminary Review of Submitted Events

Upon submission, a preliminary review (“pre-review”) by experienced HRPO staff is conducted.
This section provides an overview of the pre-review process. Complete details of the process,
including the criteria on which the review is based, will be found in the Review section (Section
VI) of these procedures; details will vary based on the type of Event.

The outcome of the pre-review is that the submission is either logged in to the Chair’s queue or
returned to the researcher. If the submission is returned, it will have another staff review upon
resubmission. Details of the routing process can be found in Reference Document #24.

New protocols undergo a cursory review upon submission to preliminarily assess the appropriate
level of review so they may appropriately be routed for pre-review. Upon completion of each
pre-review of new protocols submitted for the first time, the staff reviewer completes a reviewer
form (Reference Document #34a, “Reviewer Form: New Protogels [Biomedical]” or #34b,
“Reviewer Form: New Protocols [Behavioral]) and enters ¢ s in the Notes field for the
Event. The protocol will be assigned to an IRB based up 1 of review required and,
where applicable, the type of research: CUMC IRBs @I board non-oncology and non-
genomic studies; CUMC IRB 4 for full board oncol 1es; CUMC IRB 5 for full board

genetic/genomic and oncology studies; CUMC clig
review; the CUMC ARC for determination of on for Net Hu; Subjects Research
SR per 4 0, i.e., research, but the
for pr: originating from CU-MS
iew Form™), and the review of

(NHSR), i.e., definition of research is not
r1ter1a ( feten Document #111, “Closure Return
eN

A reviewer form is also completed

definition of human subject is not met;

researchers.

closure reports is guided by,sp

Criteria”), followed by a"summa entry1 field. A template for notes for modification
submissions is used ina con51 e t ner, the administrative review of modifications
to approved protocols. utcom f pre-review of other Events such as review of
unanticipated problems is also enter Notes field.

At the conclusion of the pre-review for new protocols, renewals, modifications, closures, and
unanticipated problem reports, the reviewer facilitates the Event being logged in (i.e., accepted
for review) or returned to the researcher for revision or additional documentation/information.
Correspondence in Rascal to the study team follows each return. As previously indicated, if the
submission is returned, the action will undergo another staff review upon resubmission. The
format for the commentary that is entered in the Notes section can be found in Reference
Document #20.

B. Routing of Submissions to IRB per Level of Review Required

Submissions are routed to the Chair’s queue after being logged in by HRPO staff. Individuals
designated as Chair or Vice Chair (either, for purposes of these review sections, a “Chair”)
review pre-review comments entered in the Notes field relevant to each Event to obtain a
synopsis of the Event, facilitate awareness of regulatory considerations, and view the level of
review recommended by the staff reviewer. Depending upon the level of review required, the
Chair will review the Event him/herself or distribute it to an experienced IRB or Committee
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member for review. A Chair may delegate to an IRB Manager the responsibility for distributing
certain Events. To the extent possible, reviews after the initial approval of a protocol will be
conducted by the IRB or Committee that originally approved the study and by the IRB or
Committee member who originally presented the study.

1. Level of Review: Not Human Subjects Research

During the course of the review of submitted new protocols, and with consideration given to
the recommendations of the pre-reviewer, a determination may be made that the project does
not meet the definition of research as defined in the applicable federal regulations, or the
involvement of humans is such that the definition of a human subject is not met. In such
cases, the designated reviewer may label the protocol as either NHSR or “NHSR per 45 CFR
46.”

At CUMC, new protocols for which the recommended determination per the pre-review is
NHSR are assigned to the ARC, which is made up of senidgHRPO staff, for completion of
the review and documentation of the determination. At C the Chair makes the NHSR
determination. Although an IRB Chair or HRPO staff ust review the protocol in
order to make a NHSR determination, if the prot itted, these projects are not
subject to the requirements of the federal regulati e protection of human subjects or
to continued oversight by the IRB.

responses whether a proposed project i t the con n of this assessment,
investigators can elect to have the IRB co the acfura is assessment or can elect to
forego IRB review once this asse nfis made. on that the project does not meet

the criteria to be considered hE:E@jects rexh hotifd be provided, if the PI is seeking

The Rascal system includes a process by whigh i estigato&\ s through their
i . 10
of

such a determination from t

For all protocol submisgion rdless offwhethey the investigator made a preliminary
assessment of N , if aff revie is to derive, from submitted materials and
information, or t teraction h the study team, that the project is NHSR or NHSR
per 45 CFR 46, staff recommendjth

CFR 46. Only a Chair or a me

Rascal.

at the study be considered NHSR, or NHSR per 45
e ARC may select one of the NHSR options in

In general, researchers are strongly encouraged to submit protocols via Rascal in order to
proceed through the NHSR decision pathway. However in rare circumstances, an investigator
may request administrative review of a proposal outside of the Rascal system to determine
whether review by the IRB is required. Prior to submission of a new protocol, if it is unclear
whether research with human subjects is involved, an investigator may request an
administrative review of a proposal outside of the Rascal system to determine whether
review by the IRB is required. In those rare cases, an HRPO staff member will request a copy
of all available materials, and based on that information, make a determination as to whether
a submission to the IRB is required, i.e., whether the proposed activities constitute research
with human subjects. The determination is documented in writing to the investigator, and
includes a statement to the effect that the determination is applicable only to the
materials/information that were submitted and reviewed, i.e., upon which the decision was
based. The HRPO reserves the right to require submission in Rascal for a formal
determination rather than reviewing outside of the system.
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HRPO staff and Board members may use the Research Decision Chart (Reference Document
29), or other similar tools, such as the OHRP decision charts, to assist them in making the
appropriate determination.

2. Level of Review: Exempt Determination

Research that falls into one or more of six specific categories of research defined in the
federal regulations (45 CFR 46.101(b) and 21 CFR 56.104(a-d)) may be determined to be
exempt from the requirements of 45 CFR 46 and/or 21 CFR 56. Protocols that the
investigator has indicated may be eligible for exemption are reviewed by a designated
reviewer (i.e., Chair at CU-MS, and staff at CUMC), who may approve the project as
exempt, designate the protocol as eligible for expedited review (if more appropriate than
exemption), recommend full board review or return the protocol to the investigator. The
protocol will be returned if revisions, additions, or deletions are required. The designated
reviewer has the authority to either remove an exempt seleEtion that was entered by the PI, or

designate a protocol as exempt even if the PI has not enter exempt selection.

The staff reviewer on the ARC or the CU-MS Chair, ¢
selection, or make an initial exempt selection, as

or remove an Exempt

The Rascal system does not permit a Chair or A
Events that include an Exempt selection. Th

er to electronically distribute

at another IRB or

the protocol requires review by another m e/she m
ARC member review the material by r %g 1t in Rasca number rather than by
accessing it in his/her reviewer queu% ected r may enter comments in the

Notes section upon completion o ir fgview. R % exempt determinations as
approvals; only a Chair or an ber may'¢lectroni€ally “approve” an exemption.
If there is any information,tf ds to begregifl the investigator, the designated IRB
reviewer or staff membgr tiate thisfcontact\Communication via Rascal

il c

correspondence i om ed. Ife unication is used, the messages should be
summarized in t eg)section an&a d as an internal document for the Event being

reviewed. Phone ca ould begdocunented in the Notes if other than routine procedural
information 1s discussed.

The DHHS exemptions apply to research with children, with certain limitations. Exemption
(2) at 45 CFR 46.101(b)(2) for research involving survey or interview procedures or
observations does not apply to research involving children, except for research involving
observation of public behavior when the investigator(s) do not participate in the activities
being observed. Surveys and interviews with children are acceptable under exemption (1) at
45 CFR 46.101(b)(1) if the questions are directly related to evaluations of standard
educational practices in accepted educational settings.

Research involving prisoners is not eligible for exemption. In addition, except for exemption
(6), which is reflected in the FDA regulations as 21 CFR 56.104(d), the exemptions at 45
CFR 46.101(b) do not apply to research that involves an investigational drug, device, or
biologic, (i.e., activities that are subject to FDA regulations).

As noted in the CU IRB Informed Consent Policy (Reference Document #10), in the spirit of
the principles of the Belmont Report in which autonomy of the individual and the
voluntariness of participating in research are fundamental ethical principles, the IRB strongly
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recommends that informed consent be obtained for certain exempt studies. For exempt
studies that allow for direct interaction between the investigator and human subjects,
participants should minimally be informed of the following: that the activity is research, the
procedures that are involved in the study, the nature of the risks (e.g., little, if any expected
inconvenience or harm), that participation is voluntary and that they may withdraw from the
study at any time.

Exempt approvals-are communicated to the research team via electronic Letter of Approval
(LOA) (Reference Document #93) by HRPO staff.

Exempt determinations are valid for a period of five years. At the end of the five-year period,
a renewal application must be submitted for tracking purposes. Unless the research has
changed in such a manner that the project is no longer exempt, approval will be provided for
an additional five year period (Reference Document #9).

A list of exempt determinations by the ARC is generated via the Rascal IRB minutes
function to document the reviews, and the resultant docu is approved by HRPO staff.

Copies of approved minutes, including the ARC minu arded to the 10s. Although

not required from a regulatory perspective, such ngti affords the 10s the opportunity
to be aware of, and if warranted, provide input a man subjects research that may be
conducted under the auspices of the institutio )
The FDA allows four exemptions from I @v of activities l’@ re FDA-regulated:

a. any investigation which comm ore Jul 98Wif specific conditions are met

(21 CFR 56.104(a));

b. any investigation which comafheficed befor€ Ju #1981 and IRB review was not
required (21 CFR 56 ;

c. emergency use of aniave§figationalfartiéle (21 CFR 56.104(c)); and
d. taste and fgod Valuat’xmc umer acceptance studies if specific
.104(d)).

conditions af¢ mef (21 CFR )

3. Level of Review: Expedited

The IRB may utilize an expedited review procedure as authorized by 45 CFR 46.110 and 21
CFR 56.110.

As stated above, at CUMC, new protocols for which the recommended level of review per
the pre-review is “expedited” are assigned to CUMC IRB Exp. The CU-MS IRB Chair or
designated reviewer conducts expedited reviews of protocols originating from CU-MS
researchers except in cases where the protocol is assigned for review by a CUMC IRB, either
because certain expertise is required that is not available on the CU-MS IRB, or the proposed
research is FDA-regulated.

Upon review of a submission, if the criteria for expedited review appear to be met, a Chair
will designate the protocol as eligible for expedited review by selecting the appropriate
expedited review category(ies) in Rascal, if the researcher did not select the category(ies).
The Chair may also revise, add or remove category selections. The Chair will then distribute
the protocol for review by selecting a primary reviewer and sending the protocol
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electronically to the reviewer’s queue. The reviewer has access, electronically within Rascal,
to all information and documents that were submitted by the study team. A qualified member
of the Board (in general, one who has one year or more of IRB experience) or the Chair may
serve as the primary reviewer. If necessary to ensure the necessary reviewer expertise,
additional reviewers may be selected.

In accordance with federal regulations, the designated reviewer(s) may act for the Board to
approve or require changes to an Event under review, and must ensure that all review criteria
are met. To facilitate this process, reviewers are routinely provided with tools and
information to guide their review, including a primary reviewer form, decision charts, and
educational information, as part of the CU IRB educational initiatives. In reviewing the
research, the reviewer may exercise all of the authority of the Board except disapproval. If
the reviewer finds that the protocol does not meet the criteria for expedited review, he/she
will refer it for review by the convened IRB.

The IRB may utilize the expedited review process for the wing types of research (45
CFR 46.110; 21 CFR 56.110):

a. minor changes in research previously appr ed@ convened IRB or through an
expedited review process during the perio% approval is authorized; a

guidance document (Reference Document has be afted to assist in
determining whether a change is minc@ ition, mi ifications are addressed
in Section VI.C.2. of these SOPs; &

isk fo

which the only involvement

b. research activities involving najnoresdhan minif
of human subjects will be i more o ateg@ries identified on the list as
published by the FDA and .
As with the review of exem @ describegdsi %) eding Section, if there is any
information that needs to b&yerfied with the ihvestigator, the designated reviewer or staff
may initiate this ct ould doﬁl Rascal.
pe

The reviewer who'1s cogducting the d review may enter comments in the Notes
section of Rascal and"make har ocuments such as handwritten or typed comments
available to the HRPO staff as d tation of the review and to assist in preparation of
correspondence. These documentS will not be considered part of the official file unless they
are attached to the protocol in Rascal.

A list of research that has been approved under an expedited procedure, including PI and
title, is provided to the members of IRB Exp as soon as practical after such expedited
approval, via IRB minutes. Members who participated in the expedited review will respond
to questions, if raised, from the members concerning the Events approved in this manner.

The Board will not use the expedited procedure if its use has been suspended or terminated
by the FDA, OHRP or the University.

Approvals made by expedited review are communicated to the research team by electronic
LOA (Reference Document #93).

4. Level of Review: Facilitative/Administrative/118

Three functional categories exist in Rascal in the expedited review option list: Facilitative
Review, Administrative Review of certain types of awards to support multiple projects
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involving numerous investigators, and review per 45 CFR 46.118. The first was developed to
allow processing of protocols subject to [AAs when CU is not the IRB of Record (additional
detail in following section), the second was implemented to permit processing of submissions
for sponsored projects for which human research exists only in the individual studies that
involve research with human subjects, and each receive their own IRB approval, and the third
was instituted to facilitate processing of protocols for which procedures involving human
subjects were not defined at the time of IRB submission or personnel need to be hired and
trained before human subject involvement commences but IRB approval is required by the
funding agency.

a. Facilitative review

A facilitative review is conducted when the IRB has agreed to rely on the review of an
IRB from a non-Columbia institution, via an executed IAA or other reliance
agreement. The specific review process is contingent upon the relevant Agreement.

The Boards may act in liaison with the IRBs of othg

in the review of joint and cooperative projects inu@

investigators. The ED or DO may agree to a

been executed to act as the IRB of Record # iCs to be conducted by, or with the

assistance of Columbia personnel, at th S of an institution. In addition, a

CU IRB may agree to function as the ecord fo% investigator and/or
wi

institution if the project involves olumbia personnel.

¢ ocolS that are subject to an [AA
¢ categories are reported to

ive feview and to 1Os via approved

Details of the level of, and critetia fi i

can be found in Section V rovals

members of the IRB that ¢ ed the
minutes.

b. Administrative re@

ilit

This Colu C expe itNﬁ1 category is utilized for submissions that
describe a mechanisnifor htiman subjects research, but do not, in and of
themselves, ribe spe re§earch projects. Examples are center grants and

training grants. Each proj t'will involve human subjects and be supported by the
award will be submitted individually within Rascal if conducted by Columbia
personnel; for other projects, the PI of the award must maintain documentation of
appropriate IRB review. For each individual submission at Columbia, IRB review will
be conducted and all necessary IRB determinations made.

CU pre-award research administrative offices require a Columbia IRB approval prior
to creation of an account for the funds. This category of expedited review was created
to accommodate, within Rascal, the technical need for an approval. At the time of
continuing review, a list of all projects that are funded through one of these awards
should be attached. The IRB will confirm that the necessary approvals are in place for
the supported projects before approving the continuing review submission for the
infrastructure grant.

3

c. “118” reviews

This Columbia-specific expedited review category is utilized for federally funded
research that anticipates the involvement of human subjects within the funding period,
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but not until preliminary procedures that do not involve human subjects are completed,
1.e., research conducted in accordance with 45 CFR 46.118. Examples are projects in
which the study design involving human subjects has yet to be developed, and studies
for which personnel need to be hired and trained before human subject involvement
commences. The Rascal system allows for researchers to select an option suggesting
that their projects eligibility for a “118” determination, which allows for submission of
an abbreviated Rascal submission.

When the involvement of human subjects is fully defined, a modification that
describes the procedures in which human subjects will be involved, and provides
applicable study-related instruments, must be submitted for IRB review. The
involvement of human subjects may not commence until the modification is reviewed
and all IRB criteria for approval are satisfied. The level of review will change as
warranted by the level of risk and type of procedure.

5. Level of Review: Convened IRB Review (aka “Full

Full Board review is required for any protocol that inv.
and does not qualify for exemption, expedited revi
a facilitative, administrative, or “118” review.

d” Review)

arch with human subjects
e federally defined categories, or

Each protocol that requires full Board reviewy®i ssigned fo alprimary reviewer; the

primary reviewer system is described in detatdbelow. Review cri @ are explained in more
detail in the Review section (Section Vl@ese procedur&%ll cgular and alternate
members of the Board to which a revigw 1s:a8signed ccesS’in Rascal to all materials
submitted by the study team, Not toged by H d the IRB Chair or other
members, and Internal Docum @hed by staffor the IRB Chair or other

members.

Complete documentatiQn o bmissio cific IRB is available in Rascal, from the
time of the initia isSiom, for revi&a embers appointed to the respective Board.
il

Board members ar¢ alsgihotified by @ma the items to be considered at each meeting, to
facilitate online revi

C. Primary Reviewer System
1. Primary Reviewer System: Initial Review

The CU IRBs use a primary reviewer system for research that requires full Board review, i.e.,
each submitted Event is assigned to a primary reviewer, based on related expertise. Primary
reviewers are responsible for conducting an in-depth review of all available documentation
and presenting the study to the Board. Although a primary reviewer system is used, all
members who will be participating in the review are expected to review all agenda items.

A reviewer who has a conflict of interest with respect to the protocol, (i.e., is a co-
investigator, has provided consultation for, or has a financial interest in the sponsor or
product being tested), will not be assigned as a primary reviewer and will not participate in
the vote on the protocol but may be asked to provide information to the Board during the
review. IRB members who are listed among the personnel on a submission do not have
access to the Notes entered by HRPO staff and IRB members, Internal Documents, or
reviewer assignment.

Section IV: Processing of Submissions Page V-7

IRB SOP V5.0 — Dec. 20, 2017
82


https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=d80f201c02b4fc8fe2b2142e37e647eb&ty=HTML&h=L&mc=true&n=pt45.1.46&r=PART#se45.1.46_1118

When making reviewer assignments, the Chair or designee considers the type of research and
any recommendations from HRPO staff, then selects a reviewer with expertise in the relevant
area. It is especially important that individuals with appropriate scientific expertise serve as
primary reviewers or otherwise have input into the IRB review if a project has not been peer-
reviewed, either by a funding agency (e.g., NIH, NSF) or intra-departmentally (e.g., HICCC,
Department of Pediatrics). A Chair may authorize a senior HRPO staff member to make
assignments for certain Events.

Protocols are distributed electronically within Rascal. When necessary to ensure a
substantive review of a submitted Event, more than one reviewer may be assigned. An
individual Board may elect to assign more than one reviewer for all protocols.

When additional expertise is needed that is not available among members of the Board
conducting the review, consultants may be used, or the protocol may be assigned for review
to another Board that has the appropriate expertise. Consultants who do not have Rascal
access will receive material by other means.

If vulnerable populations are involved in the research,
study, the Chair will endeavor to assign the protoegl B member with the requisite
experience to make appropriate determinations f et population; it is preferable that
an individual with such knowledge or experience e at th ting at which the
submission is reviewed. The Chair may assi@otocol tQ hiﬁ%lf, another primary

member, or an alternate member.

dering the risk level of the

A prisoner representative is assigned40 rewieWw each
subjects. The Chair may determi otocols 4
potential for incarceration during
reviewed as a protocol that i @
(gecome a pfisonier.\I'he PI’s perspective as to whether

dct whe becomegrincarcerated during participation would be
deétsion. The reviewer is guided by the Prisoner
#94).

2. Primary Reviewer System: inuing Review (Renewal)

ol that involves prisoners as
ubject populations for which the
in the trial is high should be

continued particip
desirable should Be
Research review o

=

The Chair selects a primary reviewer (him/herself, another regular member of the IRB, or an
alternate member) and distributes the renewal request within Rascal to that individual. As
with new protocols, the Chair selects a primary reviewer who has the appropriate expertise to
review the submission. The Chair may distribute the renewal electronically to a consultant
who has Rascal access but the consultant would generally be considered to be a secondary
reviewer. Information that is available electronically, and should be reviewed by a primary
reviewer, is provided by the most appropriate means (e.g., in hard copy or electronically) to
any consultant who would not normally have access in Rascal.

An attempt is made to assign the protocol to the Board member who reviewed the initial
submission or the most recent renewal request.

The reviewer has access to the complete historical file (i.e., where applicable, the paper file
that was in existence before the conversion to Rascal) for the study as well as all renewal
information during his or her review and may request that specific information be provided to
all Board members prior to the convened IRB meeting
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A prisoner representative is assigned to review each renewal that involves prisoners as
subjects. The reviewer is guided by the Prisoner Research review form (Reference
Document #94).

3. Primary Reviewer System: Modifications, Unanticipated Problem Reports

The Chair selects a primary reviewer (him/herself, another regular member of the IRB, or an
alternate member) to review the submission. As with new protocols, the Chair selects a
primary reviewer who has the appropriate expertise to review the submission. The Chair may
distribute the modification electronically to a consultant who has Rascal access but the
consultant would generally be considered to be a secondary reviewer.

An attempt is made to assign the Event to a Board member who reviewed the initial
submission or the most recent renewal request.

Consultants may also be used when the requisite expertise to assess the information provided
cannot be provided by available Board members. Informatign that is available electronically,
and should be reviewed by a primary reviewer, is provide @ ie¢ most appropriate means to
any consultant who would not normally have access i@ 2

¢ complete modification or

All Board members have electronic access via Ras
Unanticipated Problem Report submission: the of the Umamticipated Problem or
modification summary, protocol Data Sheet, @ » escrlptlo%t consent documents,
Notes field affiliated with the event (whi es pre-re s), and supporting
documentation attached by the resea RPO stg

Board members also have access mplet le (i.e., prior submissions and
IRB actions) for the study for th cview.

The Board determines, base rt on the & ewer’s recommendation, whether the

report is complete or additioga forrnatl red. In addition, a determination is made
as to whether the 0C or cons t(s) should be revised, if this is necessary
as a result of the 0 1ﬁcat10 a not already been initiated by the study team.
When revision to th sent fo d/o protocol is deemed necessary, the Board
determines whether currently e bjects also need to be informed, how this should be
documented and, in the case of consent forms, whether their consent should be re-
obtained. Finally, the Board may 1mp0se restrictions on the research (e.g., more frequent
reporting, suspension of enrollment, suspension of the study, termination, etc.) if review of
an unanticipated problem report or modification results in a determination that the
risk/benefit ratio has become less favorable. Details of all review processes are in Section
VI, IRB Review of Human Subjects Research, of these procedures.

4. Primary Reviewer System: Closures

The IRB Chair selects a primary reviewer (him/herself, another regular member of the IRB,
or an alternate member) to receive the electronic submission. An attempt is made to assign
the event to a Board member who reviewed previous submissions for the protocol. The
Rascal system requires that all closure requests be assigned to a Board meeting regardless of
the level of review that the study had previously received. Board members have access to the
complete historical file (i.e., prior submissions and IRB actions) for the study during their
review. Closure reports are voted upon as a group when presented at a convened meeting.
Any Board member may request discussion of an individual closure report.
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Requests for closures of protocols that are assigned to IRB Exp are listed on an agenda after
which members of IRB Exp are notified that these items are available for their review until a
specific date. If an IRB member has a concern about any closure request, the appropriate
action, which may include obtaining additional information or recommendation to the study
team that the protocol remain open, is taken. When all issues are resolved, the agenda listing
the closures is converted into minutes and approved by the Exp Chair on rotation. A similar
process is followed for closure requests for exempt protocols that are assigned to the
Administrative Review Committee, with staff members conducting the reviews.

D. Post-Review Procedures

Minutes will be generated to reflect actions taken by the Board during convened meetings. The
minutes of IRB meetings will document separate deliberations, actions, and votes for each event
undergoing review by the convened IRB, as well as a summary of any Board discussions of
controverted issues.

Notification to the IRB members of actions taken by the Chai signated reviewers in-

between meetings occurs via inclusion in the agenda and i subsequent meetings.

Details of the process by which minutes are generatedyca und in the Minutes Section
(VILE.) of these procedures.

E. Notification to Researcher: General Procem
t archers

Outcomes of all reviews will be communica

Xp usly as possible after
the review is complete (See Reference D&V np#95 for a tion of the members of the
n

research team to whom correspondence i ithin Ra Minutes of full Board meetings,
which include the outcome of an eve ? icwed at t will usually be approved in their
entirety prior to transmittal to rese s/0f the outcome ofgindividual events via Rascal. In

cases where the protocol is not % ed as submitted, spécific requests and concerns of the
reviewer and/or Board, as aie to the lével jof r&view, will be communicated to the study
ible, guidahge as acceptable response and the basis for the
ejincluded. \

team via Rascal. Wh
Minutes for the entire mecting need%‘[ b&approved before correspondence requesting

requests or concerns

revision(s) or an electronic LOA (R c¢ Document #93) documenting approval for an
individual Event is sent, provided the'minutes for that Event are approved (through documented
contact with the Chair outside of Rascal or via use of the Immediate Action feature in Rascal).

Each Board will follow DHHS and FDA regulations for reporting its findings and actions to the
investigator, and when applicable, to the institution (45 CFR 46.108; 46.103(b)(4); 46.103(b)(5);
21 CFR 56.108 (a)(1)). Electronic copies of minutes are provided to IOs with a cover memo
highlighting items that may require additional institutional consideration or to note compliance
or other matters of concern that were discussions by the Board.

1. Notification: Approval and Outcome of Review

All requests and concerns of the IRB, whether from full Board or expedited review, or
evaluation to determine whether exemption is appropriate, must be addressed satisfactorily
by the research team before a protocol may be approved or receive an exemption
determination.
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Approval of a human subjects research activity, whether exempt or non-exempt, will be
documented and communicated by means of an electronic LOA that will be posted in Rascal.
The LOA will reflect the approval provided electronically by the Chair/designee through
approval of minutes or of previously pending items, or by an authorized expedited reviewer,
and must be signed by a designee with signing authority.

The LOA used for initial and continuing approval of a protocol will contain information
about the study and its approval status. This document includes:

a. title of the research project;

b. name of PI;

c. for funded projects, funding award number and protocol version number, if available;
d. level of IRB review and outcome;

e. approval and expiration dates;

f. consent and HIPAA requirements (if any);

g. study status; @

h. conditions to the approval, e.g., requ1reme nslate sent documents;
1. information regarding Researcher Res ipilities in lu tlnulng review
requirements, reporting of UPs, t submlt ns for approval prior to

implementation, and request t closur ort ofge the study has been
completed; and

J- electronic signature of t i vidual wit

The LOA for changes to ed rese
includes changes to the es 10j ect i
description of th od1 1

When a CU IRB s¢rvesas the IRB (xRelco for a non-Columbia institution, the Columbia

orlty

or for a continuing review request that
e, in addition to the items noted above, a

research team is responsible for g a copy of the LOA to each institution, as
appropriate.

2. Notification: Disapproval

Disapproval of research may only be determined by the convened Board, and the action will
be documented in the minutes for the meeting. Documentation of the outcome of the review
will be communicated by means of an electronic Letter of Disapproval (LOD) (Reference
Document #96) that will be posted in Rascal. A hard copy letter may also be issued. The
LOD will reflect the disapproval issued electronically by the Chair/designee (through the
status change in Rascal) and must be signed by a designee with signing authority.

The LOD must include the reason that the research, or proposed modification, was
disapproved. This document will also include:

a. the title of the research project;

b. the name of PI;
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c. that the investigator may appeal the decision, in person or in writing, within 30 days from
the release of the LOD;

d. contact information for the IRB.

When a CU IRB serves as the IRB of Record for a non-Columbia institution, the Columbia
research team is responsible for providing a copy of the LOD to each institution, as
appropriate.

A letter template (Reference Document #93) is used to ensure consistency of format and
inclusion of specific elements.

3. Notification: Suspension and/or Termination

Correspondence relating to suspensions and terminations that occur outside of a convened
IRB meeting will initially be sent to the PI either by email or hard-copy letter, and may
follow via Rascal correspondence, whereas such actions ocurring at a convened meeting
may be communicated solely via Rascal correspondence. CU IRB serves as the IRB
of Record for one or more non-Columbia institution( tion related to suspension
and/or termination of the protocol at all sites, or sus @ and/or termination of the
% y the ED and/or DCO to the PI(s)
dby the affgctodrelying site(s), according

research at a single relying site, will be communi
and Institutional Official(s), as previously idgmti

to the terms of the IAA between CU and the -Columbiains r@ (s).
Documentation of the non-Rascal noti will be red Mythe Notes section of the
protocol or as an attached document aseal.

When a hard copy letter is issued e ’I’s Dep enit and/or Division Chief, as

appropriate, the relevant IO(g) afd ther need-t dividuals will be copied on the

letter.
Notification of al 1 als@ ed to OHRP and, as appropriate, to any
other regulatory

F. Documentation of ew and roval

Documentation of actions taken by t air or other authorized reviewer(s) in Rascal will be

retained electronically within the Rascal system.

All IRB members are provided with a checklist of the IRB review criteria (45 CFR 46.111 and
21 CFR56.111) to guide them through reviews, as these must be satisfied before a new, ongoing,
or modified non-exempt protocol may be approved. See Reference Document #109 for a copy of
this checklist. The approval of a new, ongoing, or modified protocol via an expedited review
process indicates that the reviewer has considered all of the criteria and ensured that they are
met. When full Board review is required, the affirmative vote of the IRB to approve a protocol,
either outright or when specific items have been addressed, reflects that the primary reviewer’s
comments have been considered and the IRB review criteria have been satisfied or will be
satisfied when dictated revisions to the protocol/consent form(s) have been made.

Consent documents generated within Rascal, using the consent form builder function, will be
stamped as approved electronically when the status of the event changes to “approved”. Please
refer to Reference Document #161, Exceptions to Automatic Consent Form Stamping, for a
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current list of situations for which a consent form will not automatically receive an approval
watermark when the event to which it applies is approved.

Consent documents, including recruitment material and study instruments that are generated
outside the system but attached in Rascal will be stamped electronically with the IRB approval
stamp; the stamped copy will be available in Rascal to the study team.

Both the Rascal and electronic approval stamps indicate that the document has been approved by
the IRB, and shows the expiration date. The stamp is only used on finalized documents that will
be provided to the research subject(s), and will appear on each page of the consent form,
recruitment material and study instruments. The electronic stamp will also include the IRB
number and the approval and expiration dates.

The approval stamp will be applied to the document only when the IRB action has been
completed. Documents may not be stamped in advance of the approval.
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V. IRB Pre-review and Review Criteria

This section describes how the IRB determines whether an Event that has been submitted should
be approved. Each variable (e.g., type of Event, type of research) is described individually as
guidance for use in the review process. Investigators should be familiar with the criteria for
review for their particular type of research and Event submitted, to facilitate the inclusion of all
necessary information in the submission. The IRB will consider all applicable factors for a given
submission. For example, if a submission is for a new protocol that involves an investigational
drug administered to children, the information described in each of the relevant sections (i.e.,
background, drugs/biologics, and subjects pages) will be evaluated.

The IRB will conduct a review of non-exempt research in accordance with 45 CFR 46, New
York (NY) state law, and institutional policies, and ensure that all elements of 45 CFR 46.111
are met prior to approval of the new protocol or other Event. Ehen the research involves FDA

regulated drugs, devices or biologics, the IRB will also consi e applicable parts of Title 21
of the Code of Federal Regulations [21 CFR 50, 56, 312, 600

Review of all research involving human subjects, includi empt research, must ensure that all

new personnel have completed the appropriate web-Baseduman subjects training course,
TCO0087, Human Subjects Protection (HSP), tha atfable thro ascal Training Center.
Individuals must complete both the HSP and ses related A 0019) courses if they
are affiliated with the CUMC campus or cting resgarch that involves the creation, use,
or disclosure of Protected Health Information D). Adtraining requirements for

specific types of research are detaile@ ion X.

Specific details regarding reviey @ ch type t n the Event-specific sections of these
procedures (Section VILA).
d

Protocols that meet t 1a for exe 0 ose for which the definition of research or
human subject are not ill initially Be pre-reviewed by HRPO staff, then reviewed by the
IRB Chair at CU-MS, or by a mem e Administrative Review Committee at CUMC.

Chairs of the CUMC IRBs also havejgiieauthority to make exemption or “Not Human Subjects

Research” determinations, i.e., that the definition of research or human subject is not met.

Research involving procedures that fall within one or more of the allowable categories for
expedited review will initially be pre-reviewed by HRPO staff, and then reviewed by the IRB
Chair, or an experienced Board member designated by the IRB Chair. In accordance with
federal regulations, the designated reviewer(s) may act for the Board to approve or require
changes to a study under review. Board action is required, however, for a decision to disapprove
any study.

Protocols that constitute research with human subjects and do not meet the criteria for exemption
or expedited review will initially be pre-reviewed by HRPO staff, and then reviewed at a
convened meeting of the IRB. This process is described more fully in Sections VI and VIIL.
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At each step of the review process, the Event under review is assigned a specific status (e.g.,
submitted, logged in, distributed, approved, pending, returned, deferred) to reflect the action of
the researcher, staff, or Board, as applicable. See Reference Document #04, Actions of the IRB,
for specific terms and the description of each.

“IRB review” in these SOPs, unless specified otherwise, refers to: a) review by the convened
Board when full Board review is warranted; and b) review by an experienced IRB member when
submissions undergo an expedited review. Similarly, in reference to review processes, “IRB”
means the convened IRB for full Board reviews and an experienced IRB member for expedited
reviews. “Panel” refers to an IRB (also referred to as a “Board”) or the ARC (labeled “Admin” in
Rascal).

A. Pre-review of Submitted Events

Upon submission of an Event in Rascal, a pre-review by staff is conducted.
Depending upon the nature of the Event, the process @ ut will result in all cases in

>

a decision to accept the submission for review (i.a, the submission), or return it to
the PI to obtain missing information, clarificatio
documentation. An overview of the process was
process for each type of Event are described

0 ation, and/or missing
@ ded in Sgetion IV.A. Details of the

During the pre-review, HRPO staff wi %pt to obtaig, mis information, clarification
of information, or missing documentation through cot ith the study team before
returning the submission in acco ith the esiteria described in the following
sections. When it is determin ost effigi€nt Or necessary, however, the submission

will be returned. Reasons fO includembutiare wot limited to: information must be
entered in Rascal fieldsgo chable the IRB et Griteria for approval or for tracking or
an
1

reporting purposes’, requektsgre nume eturn would be more productive, and/or
contact with the team outside @f Ra as not been successful or effective.

1. Pre-review: New Proto&

New protocols are pre-reviewed for completeness and compliance with applicable
policies and statutes. The staff reviewer determines whether the protocol is complete and
should be logged in or returned, enters comments about the protocol in the Notes section
of Rascal for consideration by the Board reviewer, completes a reviewer form, attaches
the reviewer form to the protocol in Rascal as an internal document, and recommends a
level of review based on federal regulations and institutional policy.

At this stage, protocols will be returned for the following reasons:

a. the Pl is not qualified, PI is not in the CU Directory, or the PI’s privileges have
been suspended by the IRB;

b. the PI has not completed the required human subjects/S-I/FDA/HIPAA/Minors/
Good Clinical Practice (GCP) training specific to the proposed study procedures;
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c. the Attributes section of the submission does not appropriately identify the IRB of
Record and all Relying Institutions, as applicable;

d. the study is cancer-related research but the procedures page indicates “no” to
cancer-related research or, if it indicates “yes”, an appropriate selection (e.g.
“Involves an intervention designed to diagnose, treat, prevent, or provide
supportive care to subjects with or at risk of developing a form of cancer; Uses
specimens or patient information to assess cancer risk, clinical outcomes or
response to therapies, Utilizes observation or surveillance [no intervention or
alteration of patient status],” etc.) has not been designated;

e. the sponsor’s protocol, investigator’s brochure, device manual or other
component of the formal description of the research is missing and efforts to
obtain document(s) outside of Rascal have not been successful;

f. the grant application or other documentation offfunded procedures is not included,
if the study is externally funded and efforts to document(s) outside of
Rascal have not been successful;

s are not included, a waiver of
informed consent/parental

g. consent/parental permission/assent docCt
consent may be appropriate, and a w

permission/assent is not requeste@

h. consent/parental permlssmn/ ments 0 ded, a waiver of
consent would not be appr nd effossto obtain document(s) outside of
Rascal have not been s

i. consent/parental pe /assent u not include all of the required
elements of con

J- study 1nst1u e , surve naires, interview or focus group guides,
etc.), 1 um er 0 ts, or a specific instrument, are referred to
but m strument n r Vlded

k. plans for ruitmen e nQt provided;
l. there is no data and s onltormg plan, if the study is greater than minimal
risk;

m. the study will enroll children but the subjects page (vulnerable subjects section)
does not reflect this population;

n. the study involves the use of an investigational product but the Drugs/Biologics or
Devices page(s), as applicable, has not been completed;

0. Appendix A (for recombinant DNA, including gene transfer), B (for infectious
agents), D (for lasers), H (for certain research procedures involving ionizing
radiation exposure) or I (for controlled substances) is required but is not attached;

p. the study involves administration of unapproved radiopharmaceuticals intended to
solely obtain information about the human physiology, pathophysiology,
biochemistry or metabolism of the drug but there is no confirmation of RDRC
review or final outcome;
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q. there is not enough information to conduct an adequate review; or

the Event is eligible for expedited review or exemption, and is either in
“approvable condition” except for minor items that need to be revised or added, or
more significant changes are required.

When information is missing for any event (e.g. new protocol, continuing review,
modification, etc.), HRPO staff will use their professional judgment to evaluate if the
submission should be returned to the researcher in order to obtain the missing
information. Where appropriate, every effort will be made to obtain missing information
without returning the submission. In either case, whenever missing information cannot be
obtained, and such information is not required in order to meet IRB criteria for approval,
the HRPO staff will note the missing information and the IRB review will proceed.

Additional details of the pre-review process are includé@in Reference Document #20 and
in Section IV.A. of these procedures.

2. Pre-review: Renewals (Continuing Rev )@

Renewals for non-exempt studies are pre for confpléteness, progress since
hether the renewal is

initial approval, and compliance. The staffreyiewer degerm

complete and should be logged in or%\ , assesses enrollment is ongoing,
determines whether previous IRBCondit#ons havefbcen met¥enters comments about the
progress of the study in the N, ion of ¢onsideration by the Board
reviewer, completes a review@wfform, attache§ therevigwer form to the renewal in Rascal
as an internal document@c mmends aVleve eview based on federal regulations

and institutional po% (L

At this stage, {te ill be r tuNo e following reasons:

a. enrollment status pr %ppears to be incorrect, and/or information regarding
enrolled subjects is n ded;

b. enrollment is ongoing, consent/parental permission/assent forms are not attached,
and a waiver of informed consent/assent/parental permission is not requested;

c. the Plis not qualified, the PI is not in the CU Directory, or the PI’s research
privileges have been suspended;

d. the PI has not completed the required human subjects/S-I/FDA/HIPAA/Minors/
GCP training specific to the proposed study procedures;

e. the Attributes section of the submission does not appropriately identify the IRB of
Record and all Relying Institutions, as applicable;

f. the sponsor’s protocol, investigator’s brochure, device manual, grant, or other
component of the formal description of the research is missing and efforts to
obtain documentation outside of Rascal have not been successful;

Section V: IRB Pre-review and Review Criteria Page V- 4

IRB SOP V5.0- Dec. 20, 2017
92



g. asummary of UPs, recent reports from a data and safety monitoring body, or
Progress Report, is not included, where applicable and efforts to obtain
documentation outside of Rascal have not been successful;

h. the Oversight Monitoring/Unanticipated Problems section applies but was not
completed;

i. the study will enroll members of a vulnerable population but the subjects page
(vulnerable subjects section) does not reflect this population;

j. the study is cancer-related research but the procedures page indicates “no” to
cancer-related research or, if it indicates “yes”, appropriate selections (e.g.
“Involves an intervention designed to diagnose, treat, prevent, or provide
supportive care to subjects with or at risk of developing a form of cancer; Uses
specimens or patient information to assess cancer risk, clinical outcomes or
response to therapies, Utilizes observation or sdgyeillance (no intervention or
alteration of patient status),” etc.) have not bee ignated,

k. Appendix A (for recombinant DNA, inclu transfer), B (for infectious
agents), D (for lasers), H (for certain rc8ea ocedures involving ionizing
radiation) or I (for controlled substan equired but is not attached;

l. the study involves administrationmpproved ra aceuticals intended to

solely obtain information ab an physielog ophysiology,
biochemistry or metaboli&\i%drug bl§i confirmation of RDRC

review or final outcome;
m. the study involves the%f an investigationa®™product but the Drugs/Biologics or
Devices page(s) pplicable, has gt b ompleted; or

n. other information,tl
missing?

HRPO staff wil heir prefess %dgment in evaluating whether there is sufficient
time prior to the expiration proval to obtain missing information by returning
the submission to the investi » When the IRB review may proceed with enough
information to evaluate the progress of the study and the IRB approval for the study has
expired, or will expire in the near future, the HRPO staff will not return the submission to
the investigator, but rather attempt to obtain the missing information outside of Rascal.
Whenever missing information cannot be obtained for studies with imminent expiration
of IRB approval and such information is not required in order to meet IRB criteria for
approval, the HRPO staff will note the missing information and the IRB review will
proceed, at a minimum to allow continued participation for subjects who are currently
enrolled, if the submission assures participant safety and particularly if participants could
be harmed by a disruption in study procedures.

it 1s necessaryto adequately address IRB review criteria is

Additional details of the pre-review process are included in Reference Document #20 and
in Section [V.A of these procedures.
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3. Pre-review: Modifications

Modifications are pre-reviewed initially by HRPO staff and a brief summary of the
requested modification is entered in the Notes section. The staff reviewer also indicates
whether the consent form has been modified, recommends whether enrolled subjects need
to sign new consent forms, and makes a preliminary assessment as to whether the
modification can be reviewed by expedited review (if changes are not substantive, or the
protocol in its entirety is eligible for expedited review) or requires full Board review.

The intent of the summary is to provide the Chair with the basic information to decide
whether he/she or another Board member can process the modification. If the submission
is incomplete, i.e., all necessary information or documentation to support the changes or
additions is not submitted, it will be returned by the staff reviewer if efforts to obtain
information and/or documentation outside of Rascal haye not been successful.

Guidance is provided on what constitutes a substanti e in Reference Document
#112, “Modifications: What Constitutes a Su ta@hange?”

4. Pre-review: Unanticipated Problem %

The Rascal system uses a screening r UP Re t ure that researchers
submit only those Events that me, cgiteria fo in the CU Reporting to the IRB of
Unanticipated Problems polic@ eference #02).

UP Reports that are sub

HRPO staff to not me i

Report or provi
be reviewed

ing the pre-review conducted by
t eturned with instructions to withdraw the

The IRB does n i rse\Event (AE) reports unless the AE(s) meet the criteria
to be an UP. UP Reports thal t the criteria or require committee discussion to
determine if criteria are met will be logged in. The HRPO staff reviewer may also review
the current consent document and/or protocol to recommend whether changes need to be
made to satisfy regulatory review criteria, if the researcher has not provided such an
assessment, or the assessment appears incomplete or inaccurate. The staff reviewer will
enter comments in the Notes field to reflect the pre-review findings. The staff reviewer
will also make a preliminary assessment as to whether the UP Report can be reviewed by
expedited review (for studies that initially were eligible for expedited review and if the
UP does not raise the risk level to greater than minimal) or requires full Board review.

Board members have access to UP Reports as well as all material previously submitted
for the protocol, in addition to the pre-review comments. For UP Reports reviewed at
the Board meeting, the primary reviewer’s recommendations, based on a comprehensive
review of all available information and the pre-review comments, will be considered by
the convened IRB. Determinations regarding the completeness of the Report, and
whether changes to the protocol or consent documents are necessary, will then be made.
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Additional details of the pre-review process are included in Reference Document #20 and
in Section IV.A of these procedures.

5. Pre-review: Closure Requests

Closure Requests are pre-reviewed by HRPO staff to verify that all information requested
in the Rascal Closure screens has been submitted, and to make a preliminary assessment
as to whether there are any outstanding issues that need to be addressed prior to cessation
of IRB oversight of the study. Outstanding issues may include: receipt of new
information that must be provided to subjects, a final report has not yet been provided,
harms to subjects that occurred for which resolution has not been reached, or decisions
related to research that may have been conducted during a lapse in IRB approval.
Incomplete submissions will be returned.

guide the pre-review, and will enter comments,in tes field to reflect the pre-review

The staff reviewer may use the Closure Return Cri@' rence Document #111) to
findings.

Additional details of the pre-review pro mcluded 1%nce Document #20 and
in Section [V.A of these procedures

B. IRB Ceriteria for Approval

Each Board, or authorize r (1n th dited reviews), must determine that
the following requirements tlsﬁed beforé no exempt research can be approved.

These criteria, as% in 45 CF and 21 CFR 56.111, will be considered during
the review process fi ch non% t Event submitted for review. A detailed discussion

of how each criterion is evaluat rovided immediately after the list of review criteria.

1. Risks to subjects are minimized: (i) by using procedures which are consistent with
sound research design and that do not unnecessarily expose subjects to risk, and (ii)
whenever appropriate, by using procedures already being performed on the subjects
for diagnostic or treatment purposes.

2. Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects,
and the importance of the knowledge that may reasonably be expected to result from
the study. In evaluating risks and benefits, the IRB should consider only those risks
and benefits that may result from the research (as distinguished from risks and
benefits of therapies subjects would receive even if not participating in the research).
The IRB should not consider possible long-range effects of applying knowledge
gained in the research (i.e., the possible effects of the research on public policy) as
among those research risks that fall within the purview of its responsibility.
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3. Selection of subjects is equitable: In making this assessment, the IRB should take into
account the purposes of the research and the setting in which the research will be
conducted and should be particularly cognizant of the special problems of research
involving vulnerable populations, such as children, prisoners, pregnant women,
individuals with impaired decision-making ability, or economically or educationally
disadvantaged persons.

4. Informed consent will be sought from each prospective subject or the subject's legally
authorized representative (LAR), in accordance with, and to the extent required by,
45 CFR 46.116 and 21 CFR 50.25.

5. Informed consent will be appropriately documented, in accordance with, and to the
extent required by, 45 CFR 46.117 and 21 CFR 50.27.

6. When appropriate, the research plan makes adequ ovision for monitoring the
data collected to ensure the safety of subjects.

7. When appropriate, there are adequate provi rotect the privacy of subjects and
to maintain the confidentiality of data.
In addition, IRB review will consider the , as app a%

8. Recruitment methods and ad % aterla D roprlate

9. Additional protection ce for er. 1 subjects.

10. Potential conﬂlct 0 st of inv@sti to is eliminated, mitigated or managed.
The following se@wdes detdi N he Boards will review each element described
above.

1. Risks to Subjects are M%zed (applies the principle of beneficence)

This criterion is met by first identifying all potential risks (including physical, social,
emotional, and those related to breach of confidentiality) in the research study based on
prior data or other relevant information. The review of risks begins with contemplation
of the potential harms described by the investigator in the Rascal submission. The IRB
reviewer must also consider, based on his/her knowledge and experience, risks that may
not be described in the protocol submission. In particular, for all studies that involve
greater than minimal risk, the IRB will consider whether the protocol includes provisions
by which risks to subjects are minimized and any methods that may decrease risk.

Risks to subjects may be minimized by:

a. using procedures that are consistent with sound research design;
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b. using procedures that do not unnecessarily expose subjects to risk, such as
reducing or eliminating an exposure;

c. whenever appropriate, using procedures already being performed on the subjects
for diagnostic or treatment purposes (45 CFR 46.111(a)(1); 21 CFR 56.111(a)(1));

d. increasing monitoring of the subjects for earlier detection of risks or harms; and

e. adding endpoints to the study to reduce further exposure;
f. allocating adequate time to conduct and complete the research;
g. ensuring that adequate facilities are available;

h. having access to a population that will allow recruitment of the necessary number of
subjects;

i. ensuring the availability of medical or psyc urces that subjects may need
as a consequence of the research.

The IRB process may also minimize risk thr: uirem for reportlng, e.g.,
authorizing an approval period of less th ar or aft ific number of subjects

have been enrolled, or requiring perk% of the p e research.

level of each protocol reviewed
the submission and
mal risk or greater than minimal risk.

At the time of initial review, an I classify
at a convened meeting, base ation
knowledge/experience of mbers

Consideration is glven t easures ize risk when making the risk level
determination.

By definition ls that ar d 1a expedited review under one or more of the
federally design expedited reiew categories may present no more than minimal risk
to subjects. (NB: Based on idance, CU IRBs interpret expedited review
category 8.a. as allowing gre an minimal risk research to be approved via this

mechanism, if all other criteria for the category are met.)

At each subsequent continuing review, the Board will also consider the status of the study
and reported UPs, and will carry the initial determination forward unless noted otherwise

in the IRB record. Changes proposed in modification submissions must also be evaluated

for effect on the risk level of the overall study.

Level of review required may change upon subsequent reviews if the risk level changes,
e.g.:

a. 1if the initial submission qualified for expedited review, and a modification
increases the risk level to greater than minimal, the protocol would then require
full Board review;
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b. if the initial submission required full Board review, and procedures were limited
to data analysis of long-term follow-up at the time of continuing review, the
protocol could then be reviewed under an expedited review procedure.

2. Risk/Benefit Ratio is Acceptable (applies the principle of beneficence)

The IRB will approve a protocol only after it is assured that the risks to subjects are
reasonable in relation to anticipated benefits, if any, to subjects, and to the importance of
the knowledge that may be expected to result from the study.

The analysis of risks is described in the preceding section. The analysis of benefits is
based on the information submitted by the investigator as well as reasonable potential
benefits that may be considered by the reviewer, or Board.

In evaluating risks and benefits, the Board should congi@eonly those risks and benefits
that may result from the research as distinguished fronWgisks and benefits of therapies that
subjects would receive even if not participating i i’ ssearch. The Board should not
consider possible long-range effects of apply' edge gained in the research (e.g.,
the possible effects of the research on public g those research risks that
fall within the purview of its responmbﬂ@ R 46 11 21 CFR 56.111(a)(2)).

Evaluation of the scientific des1g %posal is ary function of the IRB.
The extent to which a Board w &31 er the sou of the design is dependent upon

a number of factors:
o Whena protoc @ ergon w or equivalent process (e.g., for NIH

or NSF fundi

B will

n al accept that the design is sound;
thln Cx tifi€ design is conducted internally, and the IRB
tho

internal review committees as evidence of sound

scientific design;

o When there is an IDE D for the study, the IRB may consider the scientific
scrutiny of the FDA as confirmation of scientific merit, and the recommendations
of the IAP.

For investigator-initiated unfunded projects, which inherently lack such a process, unless
they have been reviewed by the FDA for the purposes of an IND or IDE application, the
IRB must consider the design, to the degree necessary to ensure that statistically valid
results may be possible.

In all cases, where the design is such that no generalizable results may emerge, and
subjects are placed at risk due to participation, the IRB may not approve the protocol

until the design is revised to bring about an acceptable risk/benefit ratio.

3. Selection of Subjects is Equitable (applies the principle of justice)
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The Board will determine that selection of subjects in each study is equitable, taking into
account the purposes of the research and the setting in which the research will be
conducted.

At the time of initial review, the characteristics of the anticipated subject population (e.g.,
ethnicity, race, gender, or vulnerable population) must be considered to ensure that one
group does not assume the risks of the research while another group accrues the benefits.

Special consideration must be provided for the recruitment of vulnerable populations who
may be subject to undue influence or coercion, such as children, prisoners, and
individuals with impaired decision-making ability, so that their enrollment and
participation in the study is not adversely affected, or risk of procedures increased, by
their vulnerability. Recruitment of women who are in labor also requires special
consideration. IRB policies for Enrollment of ChildrengReference Document #107),
Enrollment of Non-English Speaking Subjects (Refereg ocument #101), Clinical
Research Involving Pregnant Women (Reference Doct 103), Surrogate Consent
(within the Informed Consent policy, Referenge nt #10), and Same Day Consent
for Elective Procedures (Reference Documen ovide additional guidance.

Renewal submissions must include dem nformati nrolled subjects, or a
clear rationale for exclusion of this i tion, the IRB may
assess whether recruitment proce ised tQ,ensure that the initially
proposed demographics are met, ¢ demographic characteristics of
the total anticipated study po In the latter situation, the IRB

must also determine whet Jectlve the(study may still be met.

4. Informed Consen ss is Ap ro rla applies the principle of autonomy)
Legally effec rmed consent'm be obtained from every participant in human
subjects researc ess the fgquifgment has been waived by the IRB in accordance with
45 CFR 46.116(c) or (d), or 50.24. Legally effective informed consent is not
fully defined by federal regulation's and therefore, state law must also be considered. The

definition of human subjects research differs in the federal regulations and New York
State law in a manner that the state law more narrowly defines human research activities.

Columbia’s policy for obtaining legally-effective informed consent for participation in
human research is based on HHS regulations (45 CFR 46), FDA regulations (21 CFR 50),
New York State law, and the ethical principles articulated in the Belmont Report.

Both the DHHS and FDA regulations for the protection of human subjects require that
legally-effective informed consent be obtained from every subject enrolled into a study.
The federal regulations require that each subject provides informed consent in a process
that includes an understanding of the purpose, procedures, risks, benefits, alternatives to
participation, confidentiality, compensation for research related injuries (for research
greater than minimal risk), contacts for questions regarding the study, injuries, and rights
as a research subject, and that participation is voluntary. Effective March 7, 2012, the
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FDA requires that a statement regarding posting of clinical trial information into a
databank be included in consent documents for certain clinical trials. CU IRBs evaluate
each consent form in light of the federally postulated elements of consent.

The regulations further state that additional elements should be included as appropriate.
For clinical trials that involve greater than minimal risk, the CU IRBs generally require
the inclusion of a statement that significant new findings developed during the course of
the research, which may relate to the subject's willingness to continue participation, will
be provided to the subject.

Also, when study subjects will be compensated for their participation and study
procedures involve more than one session or visit, the IRBs will evaluate the payment
schedule to ensure that participants do not feel pressured to remain in a study to
completion solely to obtain the compensation. Pro-ratiag of the compensation per study
visit is the standard method of distributing the compengatign fairly. Regardless of the
number of study visits, the amount of compensation described in the consent
process and reflected in consent documents, ag

Further details of the elements of consent and @ d info ion about the process of
informed consent can be found at CU’s Feobsite.

The regulations require that “an i&%@r shall k%onsent only under
et )

circumstances that provide the pr subjec

opportunity to consider whet i

coercion or undue influenge
m

representative shall be i age undgsstangab
New York St W man res@arch, e regulations, also requires that written
informed con t be obtaiXp ectively from every subject involved in

1ven to the subject or the
the subject or the representative.”

research. There o provigion§yfor waiver of informed consent in the New York State
law. However, New York S defines human research as only that that involves
medical experimentation, me@i€aPprocedures, or treatment on humans. Therefore,
research that solely involves questionnaires, surveys, or epidemiological methodology is
not covered under New York State law; hence, informed consent is not required.
(However, these types of research procedures may be included in research that meets the
criteria to be considered human subjects research per the federal regulations for the
protection of human subjects. Informed consent, in accordance with the applicable
federal regulations, would be required in these situations unless appropriately waived.)

The IRB will consider both the process of obtaining consent and the content of the
process as provided in the consent form, parental permission form, information sheet,
verbal consent script, or assent form, as appropriate.

Informed consent will be sought from each prospective subject or the subject’s LAR, in
accordance with 45 CFR 46.116, 21 CFR 50, New York State law, including the Family
Health Care Decisions Act, and as outlined in these procedures.
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During the review process for protocols with study populations that may include
individuals who lack the capacity to provide consent for themselves, if the IRB
submission does not include specific information about surrogate consent issues, attempts
to obtain this information may include accessing hard copy or online resources; asking
the study team to obtain and/or provide the necessary information; securing a consultant
with expertise about surrogate consent, the proposed study population or the study
location; or contacting IRB administrators at institutions located near the study site.
When necessary, the CU OGC, other appropriate legal sources, or a legal authority local
to the study area will be contacted for clarification regarding age of majority or
qualifications to serve as a LAR. The Surrogate Consent section of the IRB Informed
Consent Policy (Reference Document #10) provides guidance based on current New
York State statutes.

ard’s review, as part of the
es. The Board or designated
0 the consent form at the Board

The investigator will submit a draft consent form for the*Bo
initial submission, when appropriate to the research %i
expedited reviewer will indicate any necessa h@
meeting or will document them within Rascal Nigt appropriate to the level of review.
If revision is necessary after the Board’s or d @ ated expedited reviewer’s review,
HRPO staff members will notify the inv Of'via Rasc pondence of the
changes that should be made to the coms . The yes will make the

he Cortgcted consent document(s) to
vened meeting, the
confirmation may be made b @"’ signgd IRB reviewer, if the changes
were specific and the Eveptgye erred back tofthe,Chair or primary reviewer. If the

changes requested by th @ are substamtive, whether they are limited to the consent
1€f changes @s well,\and the Event was deferred back to the
I

document(s) or involv
Board, the co reviewefhat a meeting. At any time, the Chair or Board
member who cting an N iew, or is reviewing a resubmission of an
Event that was ed baclgto the Chair or primary reviewer, has the authority to
require that consent forms be, di ed at a full Board meeting.

a. Special Consent Situations

1) Consent from Non-English Speaking Subjects

When non-English speaking subjects will be enrolled, the Board must ensure
that each subject is presented with the required information in a format that
he/she can understand. Specific information regarding the requirement for
translation of consent documents may be found in the “Review of Research
involving Non-English Speaking Subjects” section of these procedures
(Section VL.8) and in the “Enrollment of Non-English Speaking Subjects in
Research Policy,” which is available on the CU HRPO website.
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It is noted that when a professional interpreter (e.g., an interpreter hired by the
study team) assists during a consent process that uses a short form, a second
bilingual person is not required to be present.

2) Consent for Audio- and Video Recording

To ensure informed consent when study procedures involve audio- or video-
recording, subjects must be advised of this detail during the consent process. The
confidentiality, use and storage of the recording must be included in the consent
form and, depending upon whether the recording is a required or optional
procedure, a separate signature may be required. See Audio- and Videotaping
Policy and Sample Audio-/Videotaping Addendum (Reference Document #16)
which is available on the CU HRPO website.

3) Consent for Live Case Procedures

When study procedures propose real-time @r cording of an invasive research
procedure for educational purposes, a ification to an approved protocol, the
IRB must review the modifications pr@ by and ¢ lly. Given the nature of

as been i d and has indicated

the situation, i.e., that an eligible
tentative agreement to the recidr ith the piaced ed to coincide with an
educational Event, the nee %roval 1S _g¢ mime—sensitive. Nonetheless,
the rights and welfare of t%l

ct must ected.
To facilitate promp
that involve FDA ated devi e wing process has been developed,
after careful \ gation of t% factors involved:

a. %ssmns shotld'state cl€arly, in the modification summary, whether
t tocol imvolves an IDE issued by FDA;

b. Ifan FDA-is is involved, either written FDA approval for the
live case(s) orjghic'date that the sponsor sent a request to the FDA for
approval of the live case(s) should be provided, and if documentation is
available of the request, it should be attached;

c. The consent form for the live case should be attached, and the date when
the live case consent form will no longer be needed (e.g., when a
conference has ended) should be included in the modification summary;

d. IRB approval will state that conduct of the live case may not occur until
FDA approval is obtained and documented in writing, unless FDA
approval was provided with the modification;

e. Ifnot previously provided, FDA approval of the live case must be
provided to the IRB; ideally this would be prior to the live case being
conducted, but minimally it should occur promptly afterwards;

f.  The live case consent form should be detached/archived/deleted, as
appropriate, as soon as possible after the date identified in item #c above.

gnsistent fe¥iew of.requests for approval for live cases
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With the appropriate documentation provided, including HIPAA and media
release forms that are developed through consultation with the applicable NYP or
CUMC external relations office, modifications that involve only a request for
approval of a live case transmission usually qualify for expedited review.

Live case procedures that do not involve FDA regulated devices should follow a
similar process with the exception of the IDE steps.

4) Same Day Consent for Elective Procedures

The IRB recommends not seeking consent for research on the same day as
elective procedures when possible, and providing adequate protections when such
consent is necessary. Guidance for these situations is provided in the IRB policy,
“Same Day Consent for Elective Surgery” (Refgrence Document #309) which is
available on the CU HRPO website.

Guidance for obtaining consent from @ 3 who agesin labor can be found in the
i%

5) Consent from Women in Labor

IRB policy, Clinical Research In g*Pregnant Subjects, which is

available on the CU HRPO wgeb e policy r he circumstances and

safeguards surrounding theappfOpriate participationof pregnant human subjects
C

in clinical research studieS{perfi d CUMC, and provides

procedures by which g"‘ labor appropriately be enrolled into clinical
research studies.

6) Enrollil$ e Subj e‘s}\

Whe the prosp tNo ing illiterate subjects, Columbia endorses
proce

du at incogporate the recommendations of the FDA as articulated in the
FDA Information Sh m which the following excerpts are provided:

A person who can understand and comprehend spoken English, but is physically
unable to talk or write, can be entered into a study if he/she is competent and able
to indicate approval or disapproval by other means. If (1) the person retains the
ability to understand the concepts of the study and evaluate the risk and benefit of
being in the study when it is explained verbally and (2) is able to indicate
approval or disapproval to study entry, they may be entered into the study. The
consent form should document the method used for communication with the
prospective subject and the specific means by which the prospective subject
communicated agreement to participate in the study. An impartial third party
should witness the entire consent process and sign the consent document. A video
recording of the consent interview is recommended.
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A person who speaks and understands English, but does not read and write, can be
enrolled in a study by “making their mark” on the consent document, when
consistent with applicable state law.

7) Enrolling Individuals with Physical Limitations Related to Writing

When an individual with decision-making capacity meets enrollment criteria for a
study that requires written documentation by the participant of informed consent,
but the individual is unable to provide a written signature due to physical
limitations, alternatives to the requirement for a signature may be considered on a
case-by-case basis. These may include application of a thumbprint or mark in
conjunction with the signature of an impartial witness, video-recording of the
individual’s verbal consent, signature on the consent form of an impartial witness
to the individual’s verbal consent, and/or an elegtronic signature by the individual.
Whenever possible, approval from the IRB for asdgviation of this nature should be
obtained in advance. Iftiming does not allow prospective approval from the IRB,
the professional judgment of the PI m b@c ent, and the violation should be
reported to the IRB as soon as possibl ernally funded studies, approval
from the sponsor may also be require ance ofsthe use of alternative

procedures. @

8) Obtaining Consent for,

When it is anticipate imens % ected for a study may be used for
a future study, consen e storagetand potential future use should be described
in the consent fo @ he extentpossiblefdBecause the nature of the future use
Options (eig., th anjidentifiable manner, after de-

identi onzforresearch §un similaglonditions as the initial study, for research
on condigidnsyunrelated \N ion under investigation in the initial study),
several s ents regardigg potential future use may be necessary. It is
recommended that e ment have a yes/no selection option and include
space for the particip initials next to each statement. Researchers are advised
to incorporate options only after careful consideration of how use of the samples
may be restricted if subjects opt out, and to carefully document and track subject
choices to ensure that any future use of the samples is consistent with those
choices. If agreement to storage and potential future use of specimens is a
requirement of participation, this should be clearly stated in the consent form and
should not include yes/no options.

may include varigu

=

If future genetic testing on stored specimens is anticipated, the requirements of
the IRB Policy on Research Involving Genetic Testing must be considered when
developing the consent form.

9) Obtaining Consent for Future Contact for Research
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When it is anticipated that future contact with study participants either for studies
related to the initial study (e.g., substudies, or subsequent phases) or for research
unrelated to the initial studies (e.g., use of identifiable data or specimens from the
initial study) may occur, a statement regarding potential future contact may be
included. The statement should have a yes/no selection option and include space
for the participant’s initials. Careful tracking of subject selections is the
responsibility of the PI to ensure that no efforts are made to contact individuals
who indicated that they did not want to be contacted.

If agreement to future contact (e.g., long-term follow-up phone calls at specified
time points) is a requirement of participation, this should be clearly stated in the

consent form and should not include yes/no options.

10) Electronic Informed Consent

When it is anticipated that electronic systems ia (e.g., text, graphics, audio,
video, podcasts, websites, etc.) will be,em 0 obtain informed consent of
subjects who wish to participate in a s \ uest to use either In-Person or
Remote e-Consenting, each as define IRB “Gaidance on Electronic
Consent” (Reference Document st be su and approved by the
IRB prior to its implementati \

The e-Consenting informa %ﬂt be suby d to the IRB in a format that

ghlink§ or ching options and if an Electronic
Signature(“e-Signatéife”) would bejused. When a research study will involve a
vulner; pOopulation, the fhanner hich the e-Consenting process will address
the spegi aracteristi N opulation should be described. More
informatiQngdn e-Cogsentlis provided in the IRB “Guidance on Electronic
Consent” that is avai the CU HRPO website.

b. Waiver of Some or All of the Elements of Informed Consent

The HHS regulations at 45 CFR 46.116(d) allow the Board or an expedited reviewer
to waive the requirement for informed consent, or allow an alteration of some or all of
the elements of informed consent, if all of the conditions of one of the two allowable
options is met:

Option 1:
To waive consent, the Board or expedited reviewer must find and document that:
1) the research involves no more than minimal risk to subjects;

2) the waiver or alteration will not adversely affect the rights and welfare of the
subjects;
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3) the research could not practicably be carried out without the waiver or
alteration; and

4) whenever appropriate, the subjects will be provided with additional pertinent
information after participation (45 CFR 46.116(d)).

Option 2:
To waive consent, the Board or expedited reviewer must find and document that:

1) The research or demonstration project is to be conducted by or subject to the
approval of state or local government officials and is designed to study,
evaluate, or otherwise examine:

a) public benefit or service programs;

b) procedures for obtaining benefits or sergices under those programs;

c) possible changes in or alternatives to t rograms or procedures; or
d) possible changes in methods or IGV@ ent for benefits or services

under those programs; and
2) The research could not practlcab ried ouswgithout the waiver or
alteration (45 CFR 46.116( c)@ ‘%

In July, 2017, the FDA issued for im lementatlon allowing the
Board or an expedited review rove a procedure for certain FDA-
regulated minimal risk cl i estlgat es not include, or that alters,
some or all of the elepes forme et forth in 21 CFR 50.25, or that
waives the require @ pbtain 1 nt when the IRB finds and

documents that:

1. §nvest1g 1
21 C 3(k) .

2. The waiver or alt
subjects;

3. The clinical investigation could not practicably be carried out without the
waiver or alteration; and

4. Whenever appropriate, the subjects will be provided with additional pertinent
information after participation.

olves no more than minimal risk (as defined in
i to the subjects;
will not adversely affect the rights and welfare of the

FDA intends to revise its informed consent regulations to add this waiver or
alteration, and does not intend to object to an IRB approving such consent procedures
prior to revision of the regulations.

The FDA allows an exception to informed consent in planned emergency research
situations involving investigational (non-approved) FDA-regulated products. . The
regulatory citation for the exception in these situations, is 21 CFR 50.24 (exception
from informed consent regulation for emergency research). OHRP guidance dated
October 31, 1996 clarifies OHRP’s position regarding waiver of the applicability of

Section V: IRB Pre-review and Review Criteria -

IRB SOP V5.0- Dec. 20, 2017
106

Page V-18


https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=d80f201c02b4fc8fe2b2142e37e647eb&ty=HTML&h=L&mc=true&n=pt45.1.46&r=PART#se45.1.46_1116
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=d80f201c02b4fc8fe2b2142e37e647eb&ty=HTML&h=L&mc=true&n=pt45.1.46&r=PART#se45.1.46_1116
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=ae166352a4b7202e5ffbed1d823b9cae&mc=true&n=sp21.1.50.b&r=SUBPART&ty=HTML#se21.1.50_125
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=d958786c486a62df28b7e0a2da18609a&mc=true&n=pt21.1.50&r=PART&ty=HTML#se21.1.50_13
https://www.ecfr.gov/cgi-bin/text-idx?SID=d958786c486a62df28b7e0a2da18609a&mc=true&node=se21.1.56_1102&rgn=div8
https://www.ecfr.gov/cgi-bin/text-idx?SID=ae166352a4b7202e5ffbed1d823b9cae&mc=true&node=se21.1.50_124&rgn=div8

the 45 CFR Part 46 requirement for obtaining and documenting informed consent for
a strictly limited class of research, involving research activities that may be carried
out in human subjects who are in need of emergency therapy and for whom, because
of the subjects' medical condition and the unavailability of LARs of the subjects, no
legally effective informed consent can be obtained. Consultation with the community
is a requirement; researchers who propose planned emergency research should
consult with the IRB prior to submission of the protocol to ensure that appropriate
procedures are planned, to avoid a delay in approval. This waiver, which provides a
third route through which IRBs may approve research in this class, took effect
November 1, 1996. This guidance is posted online at the U.S. Department of Health
& Human Services website.

In situations where some or all elements of informed consent are waived, IRB records
will document the waiver and the basis for the waiyer. For full Board reviews,
documentation will be in the minutes of the IRB mgeting at which the review took
place, and for expedited reviews, documentation m in the Notes section of
Rascal, and in the final IRB approval letter. justification for a waiver is
provided in the submission by the study t e submission is approved without
notations that indicate the waiver is not af o ved, appr will serve as

documentation that the reviewer(s) ¢ 1th the e and approved the
waiver

Waiver of informed consent i @n than he requirement of
documentation of 1nform t, descu

S. Documentation of I ed Con priate (applies the principle of
autonomy)

Use of a writ onsent forrn that eq ires a signature from the subject is the usual
means of docu g agredmentito participate in studies that involve human subjects.

The form generally includes tion about the consent process (i.e., describes that
the prospective subject shouldhave the opportunity to ask questions and have them
answered prior to agreeing to participate), in addition to required elements of consent,
and the signed document, becomes a record of the subject’s consent for both the research
team and the subject. Procedures usually include plans for subjects to receive a copy of
the consent form as well. In clinical studies that involve in-patients, documentation of
the subject’s agreement to participate in a research study should also be documented in
the medical record. The IRB will determine that the protocol includes procedures to
ensure that informed consent will be appropriately documented in accordance with and to
the extent required by 45 CFR 46.117 and 21 CFR 50.27.

When e-Signature is proposed, the submission should include information about the
electronic media that will be used to capture the e-Signature of a subject (e.g. computer-
readable ID cards, biometrics, digital signatures and user name and password
combinations). In general, clicking an “I Agree” icon, hyperlink or other similar method
to document consent to participate in a study, when an identifier is not linked to that
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action, is not considered to be an acceptable e-Signature. For such mechanisms, waiver of
written documentation of informed consent by the IRB may be appropriate. If a research
study involves a FDA-regulated product and is subject to FDA regulations (a “FDA
Study”), compliance with the requirements of 21 CFR 11, including verification of the
identity of the signing individual, is required prior to the e-Consent being signed. The
date that the e-Consent was signed should be recorded in the applicable system for FDA
Studies.

In certain specific situations, the requirement for written documentation of informed
consent, parental permission, or assent may be waived, as described below.

a. Waiver of Written Documentation of Consent

The Board or expedited reviewer may waive the requirement that some or all subjects

or the subject’s representative sign a written conse cument, or otherwise
document informed consent by electronic signatur is determined that:
1) the research presents no more than i risk of harm to subjects; and

onsent is normally

2) the research involves no proc which
2); 21 CFR

required outside the resea t (46 C
56.109(c)(1)).
nt of d of informed consent as
the inv ator to provide subjects with a written
search ang %d‘ appropriate elements of consent (46
)

.\l 'his decision will be documented in IRB

If the Board waives the re
1dentified above, it mayake
statement describing ‘@
CFR 45.117(c)(2); 21 CE

records. \
For researc r HHS gurisdiction that does not involve a FDA-regulated product,
the Board may also waiv& uirement for a signed written consent document if:

1) the only link between the subject and the research would be the consent
document; and

2) the principal risk would be potential harm resulting from a breach of
confidentiality (46 CFR 45.117(c)(1)).

In these situations, the existence of a consent form that describes a study and includes
the subject’s signature may present a significant risk of harm to the subject due to the
potential for breach of confidentiality. The IRB has the option to approve a consent
procedure that utilizes either an information sheet or oral presentation of information
to the subject rather than a signed consent form.

In these cases, IRB records will document that the requirement to obtain written
documentation of informed consent was waived and if the IRB requires the
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investigator to provide subjects with a written statement regarding the research. For
full Board reviews, documentation will be in the minutes of the IRB meeting at which
the review took place, and for expedited reviews, documentation will be in the Notes
section of Rascal, the reviewer approval correspondence, or in an attached document.
When justification for a waiver is provided in the submission by the study team, and
the submission is approved without notations that indicate the waiver is not approved,
approval will serve as documentation that the reviewer(s) concurred with the rationale
and approved the waiver.

6. Data and Safety will be Monitored (applies the principle of beneficence)

The Board will determine that there are adequate provisions in the research plan, where
appropriate, for monitoring the data collected to ensure the safety of subjects (45 CFR
46.111(a)(6); 21 CFR 56.111(a)(6)).

Plans for interim monitoring of cumulative reports cluding adverse events, will
be assessed at the time of initial review.

For research involving therapeutic interventi e IRB ymll evaluate the safety
monitoring plan. If the research is great inimal ri B will also consider
whether a DSMB or DSMC should b ited. In so as committee constituted
by the research team or sponsor is @le; in others; th&IRB may find that a
monitoring body comprised of in&l} S i

sponsors is necessary. Level ls
researchers and/or sponsqusst0'@b

jectively it
that the ICEC developed a Data and Safety
D) that is appli€ablg to clinical trials conducted under the
d herg 4

no other data and safety monitoring plan.

auspices of t C N
The following g 1 guidE&i\Sowde a framework for determining the appropriate

Monitoring Plan (C

level of monitoring, but are inténded to be absolute or proscriptive. Adequacy of the

monitoring plan will need to ermined relative to the specific protocol under review.

Monitoring Type Study Characteristics

Individual Investigator e Study population is small

e Narrow range of factors that could have a
significant impact on risks and benefits

¢ Continuous, close monitoring by the study
team is possible

e Phase I and some Phase II trials

Data Monitoring Committee or e Death or severe disability is not a likely
equivalent consequence of participation
(More than Individual Investigator but

less formal than a Data and Safety * Low to moderate risk rescarch
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Monitoring Board as described by the | ¢ Many industry-sponsored multicenter trials
NClI in 1999)

Data and Safety Monitoring Board e Moderate to high risk research

e Multiple sites or large numbers of subjects
e Double-Blind study design

e Inclusion of vulnerable populations

e Definitive Phase III trials

*The table above was derived from information presented in Chapter 5-10 of Institutional
Review Board: Management and Function (editors Robert Amdur and Elizabeth Bankert,
2002 edition).

During the course of the research, UPs must be report the IRB in accordance with
the CU Reporting to the IRB of Unanticipated Problert y dated January 24, 2008
(Reference Document #02).

At the time of continuing review or when the @ submitte modifications, interim
reports from data and safety monitoring ,&, afd a sum UPs to date will be
. The IR end or terminate

reviewed by the IRB if applicable to ife
research for which the risk/benefit S shlfted om a eptable to unacceptable due
T 1‘

to the type, frequency, or severrt se eve pther problems encountered

during the conduct of the res

7. Privacy and Conﬁ ity w1ll e (applies the principle of
beneficence)

CER 56.111(a)(7)).

The Board w@\lne that t dequate provisions to protect privacy of subjects
and to maintain onﬁde& of data, where appropriate (45 CFR 46.111(a)(7); 21

At the time of initial review, the IRB will ensure that each protocol includes provisions
for protecting the privacy of subjects and maintaining the confidentiality of study data.
The IRB will consider privacy and confidentially protections that will be in place during
recruitment (e.g., by review of the recruitment plan), enrollment (e.g., by considering
whether the subject being seen by others in association with the researcher could result in
harm to the subject), and participation (e.g., by examining the extent of electronic
security measures to be used to protect data).

Details of where paper records will be stored, how electronic data will be protected from
unauthorized access, and where data may be transmitted are required in the submission.
In addition, consideration will be given to whom has access to the data. Awareness of
CU IT and IRB policies for security of electronic research/patient data is the
responsibility of the PI who must also ensure that the entire research team is aware of
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these policies. When applicable, the IRB review will include consideration of whether
these requirements are met.

Reports generated by CUMC or NYP IT staff from any NYP database(s) require approval
from the NYP TRAC Committee. This approval should be requested after IRB approval
is issued. The purpose of the TRAC Committee review is two-fold: a) to ensure that IRB
approval has been obtained and proposed use of data is in accordance with NYP policies;
and b) to ensure that requests for reports are prioritized appropriately, per nature and
timeline for the project and to maximize efficiency of IT resources. Reference Document
#310 provides additional information.

At times, research may involve the collection of identifiable data that is especially
sensitive due to the risk of emotional, financial, legal or other harm that may be incurred
if the data were disclosed outside of the context of the gesearch. For some of these cases,
the Board may require that the study team obtain a Ce te of Confidentiality, which
protects against compelled disclosure and is obtained e federal government, or
that other additional protections are put in plage. 4 edical, behavioral, clinical or
other research funded wholly or in part by the ether supported through grants,
cooperative agreements, contracts or other tra @ ton awardsythat collects or uses
identifiable, sensitive information is deemiedtoBE issued a ificate of Confidentiality,
if the research was ongoing as of, or ficnced after,& 16, 2016.

When Social Security Numbers ( I@ (8d, adherence to University
policies for collection of SS ntial. | or purposes other than

reimbursement or compe e IRB sgbmis§ion should include a description of why
they are necessary and Qy will b . If release of SSNs outside of the

[\

institution for a researc 0se 1S pr , the requirements of the CU Policy for
Disclosure of $&®ial Security Numbers Outsile of Columbia for Research Purposes, must
unient #313, is posted on the HRPO website.

be satisfied. icy, Referefac

Cash payments to subjects f \ipation or reimbursement for expenses must also be
processed in accordance withighe'CU Petty Cash policy (Reference Document #98) to
protect the confidentiality of subjects to the extent possible. When subject names will be
released to institutional departments other than the IRB for the purpose of providing
compensation, reimbursement, or replenishing petty cash accounts that are used for
subject payments, this disclosure must be described in the consent document.

At CU, requirements of the Privacy Standard of HIPAA are managed by the IRBs, which
serve as the Privacy Board when such review is required, in conjunction with the efforts
of the OHC, when applicable. HRPO staff review and approve all HIPAA forms that are
attached to a protocol, other than waiver requests, which must be approved by an IRB or
IRB Member. For protocols that include a covered HIPAA transaction, HIPAA
authorization language may be included in the consent form for the respective study, or
provided in a separate Authorization Form. Combined consent/authorization forms are
encouraged, to reduce the number of forms that need to be signed, and may be utilized if
requested by a sponsor or in other situations where a single form is preferable.
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The CU policy, “CU Policy on the Privacy Rule and the Use of Health Information in
Research,” clarifies when individually identifiable, health-related research data are PHI
and when they are Research Health Information (RHI). It describes requirements for the
use and disclosure of PHI, including specific forms to be used and data security
requirements. The policy is available on the CU HPRO website.

Additional information may be obtained via Rascal or from the CU HRPO website.

8. Recruitment Methods and Advertising Material are Appropriate (applies the
principles of autonomy and justice)

The IRB will review proposed methods of recruitment, to ensure that the process is not
affected by elements of coercion or undue influence, afg that the principle of justice, as it
relates to availability of innovative practices and shari both the burdens and risks of
research, is upheld. In addition, the IRB will be mi patients coming to CUMC
for clinical care, and the physicians who are r for their care, expect that the
integrity of the clinical relationship will be re d taken into account in the
research process.

Acceptable recruitment methods, Wl%@s are inv@the treating physician is

not the researcher, include:
Qr in writing, depending on the

¢ Introduction of the sh@t ¢ patie
specific circumst e study.
in medical records will be used to

o Ifitis that in ti
1 @d ntaog pati ih writing for possible participation in
ch, the co t;&u e made by the treating physician, e.g., a
ttef signed by the phy
researcher. %

cian, or co-signed by the physician and

o It is notfappropriate in most situations for the researcher to contact
a patient directly, using information obtained from medical
records. However, it is recognized that, although every patient is
assigned a Physician of Record when receiving medical care, in
some situations, the patient and treating physician have only a
transient relationship and involving the physician in recruitment
efforts does not add to patient protection, i.e., the patient will not
be reassured that the privacy of his/her information is being
safeguarded by someone he/she trusts. Therefore, if recruitment
will occur in a setting, such as the Emergency Department, where
such transient relationships are the norm, the medical director of
the unit should be aware of the potential recruitment and can co-
sign the recruitment letter.

o Depending on the specific circumstances of the study, the IRB may
permit the letter to be structured using an “opt out” format, such
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that the patient is given contact information for the study team, and
must take action within a specified interval, if he or she does NOT
wish to be contacted by the study team about the research study, or
the letter may be structured using an “opt in” format, in which the
patient is given contact information for the study team and initiates
contact if he or she wishes to learn more about the study. The
former approach is recommended; both the former and latter
require IRB approval.

e The treating physician may verbally inform his/her patients about
research. In such cases, the patient should be provided with a written
brochure or description of the study (e.g., recruitment material) at the
time of the introduction. The treating physician should obtain permission
for the study team to contact the patient and state to the patient that
he/she (the treating physician) will provide the patient’s name and contact
information to the study team. The tre hysician should document in
the medical record that permissio ned.

e Ifin-patients will be identified ik eview of unit/departmental logs or
other records, the treating phys should otified of the intent to
approach his/her patient ddy partic and should be provided
the opportunity to di roposed ith the researcher.
Ultimately, it is % s decision v&r to participate but the
treating physu:la\‘&h € awar e potential participation, to
discuss optio e patig ‘ e patient enrolls and remains
under the fig . hyswla propriately monitor and, if
necessa se the p \ﬂ ent.

e Patient a' ment materi treating physician’s office (e.g., waiting
room bhc X etin board) and contacts researcher directly

if inter€Sted in particip rning more about the study.

“Treating physician” refers t cian with whom the prospective subject has a
relationship that predates intrdduction of the research. The key to the above, or other,
acceptable recruitment methods is that when a researcher contacts a patient for
recruitment in a research study, the treating physician (or the medical director of the ED,
ICU, or resident-based clinic) is aware of the specific patients who are being contacted,
and has the opportunity to communicate disagreement with enrollment procedures or
enrollment of the specific patient(s), if that is the case.

When the treating physician is also the researcher, the IRB must assess whether the
consent process, beginning with recruitment, can be conducted without undue influence
or elements of coercion, whether due to inherent aspects of the physician-patient
relationship or intentional. This is particularly important in research that presents
significant risk to the prospective participant. The IRB process, beginning with the pre
review, may include requests to the researcher about how elements of coercion and undue
influence may be avoided in the consent process, i.e., how the researcher will manage
his/her dual roles and associated responsibilities of the fiduciary relationship vs. objective
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scientific inquiry. Use of a witness to the consent process, assessment by a subject
advocate of the patient’s understanding of procedures, risks and benefits of study
participation, employment of an impartial individual to conduct the consent process, and
referral of the patient to an impartial physician are among the options that the IRB and
researcher may consider to address concerns of undue influence or coercion.

Prior to initial approval of a protocol, and at each continuing review, the IRB will assess
whether plans for subject recruitment that involve advertising or other direct contact with
potential subjects outside the doctor-patient relationship are consistent with the protocol,
the consent form, and FDA Guidelines found in the FDA Information Sheets (the latter
for those protocols to which the FDA regulations apply).

The Board, or an expedited reviewer, may review a recruitment recording (audio or
video) submitted without an approvable script. If the recording follows the Board

advertising review guidelines appropriately, it may be oved. However, if there is
anything in the recording that an expedited reviewer acceptable, review of the
recording may be referred to additional reviewers full Board. At any time

during the review process, the research team 1
full Board may indicate, in writing, the modi

approval.

Audio scripts that are intended to %“ON HQLD* communications for phone
systems or public service announ& will be ed by the Board or an expedited
tal {

ed to submit a script so that the
ms that thegBoard requires for

reviewer. These scripts may ved if b the reviewer and must be used
verbatim. \‘
9. Additional Pr ein Pl e Inerable Subjects (applies the

principle ce)

Prior to initial appfoval of a Pgoto 1 and at each continuing review, the IRB will
determine that there are appr@pgi@te’additional safeguards included in the protocol to
protect the rights and welfareof subjects who are likely to be vulnerable to coercion or
undue influence, e.g., children, prisoners, or individuals with impaired decision-making
capacity, persons with acute or severe physical or mental illness, persons who are
economically or educationally disadvantaged, or persons who are vulnerable because
they are institutionalized (45 CFR 46.111(b); 21 CFR 56.111(b)).

When the capacity of the prospective subject to provide legally effective consent is in
question, the IRB may require that an advocate be provided, or that a LAR or agent
named in a HCP, the latter under appropriate circumstances, provide permission for
enrollment, in addition to consent or assent from the subject, when appropriate.
Procedures for determining capacity must be described by the investigators when
individuals who may lack capacity to consent will be considered for enrollment. If the
study population involves individuals who are likely to lose full capacity to provide
consent during the course of their participation, procedures for periodically assessing
capacity, and implementing measures to provide appropriate protection measures
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throughout the study should also be included. These may include execution of a HCP at
the time of enrollment, procedures for ending participation when the individual can no
longer make competent decisions, or involvement of a study partner who is authorized to
provide information about the subject. The Surrogate Consent section of the IRB
Informed Consent Policy provides additional guidance for these situations.

In any situation, but particularly when a prospective subject is subordinate to or has a
fiduciary relationship with a researcher (e.g., patient, student, employee), or when a
protocol involves significant risk, the IRB may observe the consent process, or require
changes in recruitment procedures to eliminate or reduce elements of coercion or undue
influence. The College of Physicians and Surgeons has an advisory committee that
reviews all research targeting their students to ensure that issues of coercion or undue
influence are prevented. For studies that target these students, approval by this advisory
committee must be obtained prior to IRB approval.

When children will be enrolled, the requirements of Sul D of 45 CFR 46 and, as
applicable, 21 CFR 50, will be considered. As ¢ obtained when deemed
appropriate by the Board, and parental permissi e sought, unless waiver criteria
stipulated in the federal regulations are met. ission of @rg parent is generally
sufficient, however, the permission of b s will be ingd (with the qualifiers
identified in Subpart D) for research that ater thanfmini sk but does not offer
the prospect of direct benefit for 1 %1 subjects, If'wards will be enrolled in such
research, an independent advocat% identifi ach subject; it may be
acceptable for one advocate t nt mor ne ¢hild. The IRB Research
Involving Children policy, additionaPguidance for these situations.

The requirements of S and R 46 will be considered for all research
that involves afgwomten or pfisoner pectively, and the reviewing IRB will
make all nec terminati

s
Additional information abou% iew of research involving vulnerable subjects may

be found in Section VI.D., RéyteW of Specific Types of Research.

10. Potential Conflict of Interest of Investigators and the Institution is Eliminated,
Mitigated or Managed

All Columbia faculty must complete an on-line COI disclosure form in the Rascal system
upon hire and must update this form at least annually, and whenever circumstances
change. In addition, all PIs, co-Investigators, and other key personnel on human research
proposals must complete a protocol-specific conflict of interest form prior to submission
of a research study for IRB approval. RCT works closely with the Columbia IRB office
to foster the ethical conduct of research at Columbia.

Annual and protocol-specific COI forms submitted by researchers are reviewed through a
process that involves individual evaluation of positive responses (‘“anomalies’) by RCT
staff.
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If there is a positive response on a protocol-specific disclosure, then the electronic
submission system flags the study as positive for COI; submissions are generally not
approved until the flag is cleared administratively by RCT.

e Notification of the outcome of this review for anomalies that do not meet the
University threshold to be considered a significant financial interest is provided to
the IRB for consideration during its review of the research.

e (ases that meet or exceed the University threshold for significant financial
interests are referred to the University’s Committee on Financial Conflicts of
Interest and Research (FCOI Committee). The FCOI Committee is comprised of
faculty and representatives from administrative units within the University that
have responsibility for research functions, and serves to determine whether a
particular significant financial interest constitutes a conflict and, if so, whether it
can be managed. Notification of Committee detgrminations involving human
subjects research is provided to the IRB for co ration during its review of the
research.

The University threshold for a significant findhcialfitdrest is defined in the University’s
Policy on Financial Conflicts of Interest in R COlI Policy). The FCOI Policy is
posted on the RCT website.

Once RCT clears a protocol- spec1f1 form (efither ¢ @ administrative or FCOI
Committee review, as needed), R maticall s access to the form and
RCT clearance notes to IRB staf g the r¢ pro ocol. The documentation
includes the responses from t sure formmi s whether the ﬁnan01al 1nterest
was considered significant,Q
any actions taken to elimj a or mitiga th& COLg#Such actions may include reduction
of a significant interes B ns1gn1ﬁ antllevel, change in roles for the individual(s) with
the conflict, o re fromt the &rf t of the individual(s) with the conflict.

The IRB has rity to i additional requirements it deems appropriate,
regardless of the ome ofithe fgview by the RCT, and FCOI Committee (if
applicable). Ifit 1s necessar iew the protocol at a convened meeting prior to final
resolution of the COI by RC or the FCOI Committee, and RCT provides details of

the COI, the IRB may consider the COI and make decisions contingent upon potential
resolution options. Final IRB approval may not be issued until the COI has been
resolved; if the resolution differs from that upon which the IRB decisions were based, re-
review by the convened IRB will be necessary.

Additionally, the IRB may forward COI concerns to RCT or the FCOI Committee,
beyond those that may be received by RCT through the electronic submission system. If,
during its review, the IRB identifies a financial interest that was not disclosed on the
Protocol-specific disclosure form, and therefore did not undergo review by RCT, the
issue will be referred to RCT for review as a result. The referral will be documented in
the relevant IRB meeting minutes if the IRB review was at a convened meeting. If the
IRB review was an expedited process, or the protocol qualified for exemption, the
referral will be documented in the Rascal Notes for the specific protocol. The usual
process for review of anomalies would then commence, with review by the FCOI
Committee, if warranted, and communication back to the IRB of the result in Rascal.
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Final approval by the IRB will not be granted until the FCOI Committee review(s) are
complete, the IRB has had an opportunity to review the outcome, and the IRB is either
satisfied with the FCOI Committee requirements or implements additional requirements
(e.g., consent form disclosure).

In addition to the policy covering disclosure, review and management of individual
conflicts of interest, the University has implemented a Policy on Institutional Conflicts of
Interest and Research (ICOI Policy), which is also posted on the RCT website. The ICOI
Policy was adopted by the University Senate in 2014. As defined in the ICOI Policy, an
ICOI relating to research may occur whenever the significant financial interests of the
institution, or of an institutional official who has authority to act on behalf of the
institution (“Covered Official”), might affect, or reasonably appear to affect, institutional
processes for the design, conduct, reporting, review, or oversight of research.

Significant financial interests held by Columbia or Co
“ISFI”) are disclosed primarily on “intake forms” sub
in Rascal. ISFI include those gifts, equity, royalty payt

red Officials (collectively,
through a new ICOI system
and Covered Official

prepared and submitted to Rascal by offices beSip
including Columbia Technology Ventures, Al ' and Development, and RCT. Covered
Official financial interests are also someti Jettcted thrdughRCT’s review of
individual COI disclosure forms. RC ens these inftituti @ financial interests, and
where a disclosed ISFI is flagged %g to current Mrsny research, refers the

case to the ICOI Committee.

The ICOI Committee include@ one seflo representative of the University
from the following scho bia Universit ical Center, Arts & Sciences, and
one from the School o ering a plied8ciences and is staffed by RCT. Non-
voting participants % resenta the Office of the General Counsel;
evelopment; and other research

Columbia Teghno ntures; ni
administratio 1cg8 as approphiate.
The ICOI Committee assess otential risks to research integrity and human subjects
presented by ISFI to determi ether the ISFI constitutes an ICOI. The ICOI
Committee and the University make every attempt to resolve institutional conflicts in a
manner that enables research to proceed at the University. However, if the ICOI

Committee finds that an ICOI cannot be managed, and divestment is not feasible, then the
affected research should not proceed at the University.

Where the ICOI Committee reviews an ICOI that relates to IRB research, RCT
communicates relevant information regarding the existence and management of the ICOI
to the IRB. At present, ICOI-related communications between RCT and the IRB are not
fully integrated into Rascal, but additional electronic integration between the two offices
is being planned.
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VI.IRB Review of Specific Events, Types of Research, and Types of Documents
A. IRB Review of Specific Events

1. Initial Review (Review of a New Protocol)

The term “initial review” as used in this section refers to the review of a new protocol
until such time as it is approved, i.e., if several reviews by the convened Board or
expedited reviewer were necessary prior to approval, all would be considered part of the
initial review. Rascal labels these Events as YIMO (Year 1 Modification 0).

The Boards follow DHHS and FDA regulations concerning institutional review boards

and the requirements of these procedures for conducting their initial review of research
and for reporting their findings and actions to the investigator, and when applicable, to

the institution (45 CFR 46.108; 46.103(b)(4); 46.103( 321 CFR 56.108 (a)(1). The

Boards also follow applicable regulations for reseaggeh supported by other federal
agencies. See Reference Document #356 for addi @ alginformation. When designated

through a reliance agreement as the IRB of R v'%g o non-Columbia study sites, the

Boards will also follow these regulations in thg ew of r%ch for those sites,
Fach Board will determine that the r i@ts identiw ion V.B, IRB Criteria

for Review, are satisfied before th Ve rese

In addition, for Columbia res
confirmations or review, a8

gable, fro te nd external committees have been
or will be obtained. These ude, bu N ed to, the HICCC PRMC, the IBC,
the JRSC, the RDRE (aljinternal), andbtheRAE (external). The extent to which the
Boards are re% monitorihg eq ent requirements at non-Columbia sites,

when serving e IRB of reco&)r ose sites, will be determined by the terms of the

the Boar 1 e that all required approvals,

applicable agre t. X

If a protocol is cancer-relatedyand review by the PRMC is necessary, IRB review may
proceed while PRMC approvals or confirmations are in progress, insofar as the
information that will be obtained from the respective approval or confirmation is not

needed to conduct the IRB review. Final IRB approval may not be granted until approval
from the PRMC is obtained.

Compliance with institutional policies or requirements such as qualifications of Pls
(Reference Document #13), submission to Medicare for approval to bill for allowable
items relative to Category A or B devices (see Reference Document #162), and training
requirements for research staff (see Section X.D of these procedures) will also be verified
during the initial review.

The expiration date of IRB approval is the last date on which the study can be conducted
under the respective IRB approval. The expiration date for new protocols and renewals is
calculated electronically in Rascal as follows:
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a. for full Board reviews, by adding one year to the date of the last convened
meeting at which the submission was discussed and subtracting one day;

b. for expedited reviews, by adding one year to the date on which the submission
was approved and subtracting one day; and

c. for exempt reviews, by adding five years to the date on which the submission was
approved and subtracting one day.

It is noted that the calculation of expiration date, when an approval occurs during a leap
year on February 29, results in an expiration date of February 27 either one year (for full
Board and expedited reviews) or for five years (for exemption determinations) after the

approval.
IRB staff may revise the expiration date when prepari inutes. Such action would be
necessary when:
the IRB specifies an approval period n one year;
b. asubmission is approved by a fa view pr U is not the IRB of

Record. Rascal allows an IR wer to man change the expiration date for
an Event under facilitate o that t 1rat1 date in Rascal can match

cesk
Record and the official exp1rat§§ is the ong,dete @ ed by the IRB of

the expiration date th n setb mg IRB; or

c. amodification is app d'for a pr was formerly determined to be
exempt (and t ved for y rs)ybut no longer meets the exemption
criteria due o t ure of th 0 ification. In this instance, manual revision is
requirgd beca e explr IRB approval for the protocol, which was
calcul at the most re nt r ew of the entire protocol (e.g., initial review or
continui view), i lly retained by Rascal.

When a Columbia IRB servesas the IRB of Record for another institution, including
when serving as a sIRB, the IRB is responsible for the review of the protocol, consent
form, and all study related documents, and review will be conducted in light of local
context provided by each external site when this is requested. As referenced in Section
III.E.14 and in Reference Document #366, when Columbia is both the IRB of Record for
multiple sites and Columbia is a site, two protocol submissions are required. One will be
a “Master Protocol” (MP) for review of the protocol, consent form template, and other
study documents for all sites, and one will be for the Columbia study site. See Reference
Documents #365 for detailed information about review when the CU IRB serves as the
IRB of Record for other institutions.

When CU relies on a non-Columbia IRB, a protocol submission in Rascal is required in
order for tracking purposes and to facilitate compliance with all institutional policies for
the protection of human subjects (e.g., conflict of interest, radiation safety, institutional
biosafety committee, etc.), as well as to provide local context in the manner requested by
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the non-Columbia IRB. These protocol submissions should generally be made after the
IRB of Record approves the MP. When appropriate, an IRB Chair or designated IRB
member will confirm the local context issues raised, which will be provided to the IRB of
Record. The protocol should be resubmitted in Rascal after the IRB of Record has
approved CU as a research site, and all specific final IRB approved study material should
be attached in Rascal. After it is confirmed that all CU and local requirements have been
satisfactorily addressed, the submission will be logged in for approval via facilitated
review by an IRB Chair or designated IRB member.

2. Review of Modifications

Regulations require that any change to an approved non-exempt protocol must be

submitted to the IRB for prospective review prior to infplementation, except when a
change is necessary to eliminate an immediate hazard jects and there is not
sufficient time for IRB review before the change lemented. Columbia policy
reiterates this regulatory requirement and extends ght to require submission of
protocol modifications to exempt research. ay relate to any aspect of the

study, e. g personnel, study procedures, ¢ umentggegcruitment material,
sponsor’s protocol, study instruments. @s are comm %erred to as
modifications at Columbia, althoug y they tions, amendments,
revisions, or deletions.

When a change is proposed f hat r oard review, the modification
must also be reV1ewed by, ned Bo f esghange is substantive. The
regulations do not d 1s mea tive change; therefore, a guidance
document has been re or use b C u 1a investigators that identifies types of
changes that e con51 ntive (see Reference Document #112).

Substantive ¢ esjare those t t one or more of the regulatory criteria for
approval. The a; val dat dlﬁcatlons that require full Board review will be
either: a) the date of the mee& hich the convened IRB reviewed and approved the
modification, if the IRB did nét réquire any revisions; or b) the date that the IRB Chair or
other experienced IRB member approved the modification after the revisions stipulated
by the IRB at the convened meeting were reviewed and found to be adequate. Non-
substantive changes (to a study that, in its entirety, requires full Board review) may be
reviewed by expedited review, in accordance with the expedited review categories
defined by FDA and DHHS (Conditions for IRB Use of Expedited Review, Nov. 9,
1998). Changes proposed for studies that will expire within 60 days should be included
in a renewal submission in place of submission of a modification, when feasible.

Changes proposed for studies that are eligible for expedited review may also be reviewed
by expedited review, unless the change causes the protocol to be ineligible for expedited

review (e.g., increases risk level to greater than minimal, adds procedures that do not fall
into any of the expedited review categories).
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The Chair has the prerogative to route any modification to the full Board for review,
regardless of whether it is eligible for expedited review per the federal regulations.

The Boards must ensure that the IRB review criteria articulated in 45 CFR 46.111 and 21
CFR 56.111, as applicable, are met for the protocol prior to approving a modification to
an existing protocol. Local requirements such as review by the Cancer Center PRMC,
IBC signoff, JRSC or RDRC review, and training requirements must also be satisfied.

When a modification includes new information related to risks, additional or modified
procedures, or other factors that may affect subjects’ willingness to continue
participation, the IRB must consider options for providing this information to
participants. These may include obtaining signatures on a revised consent form,
providing an information sheet to participants, or verbally informing subjects by
telephone or in person. Regardless of the method seleated, content of the documents or
eview, and the plans for

IRB approval, whether to
e was ufficient time for IRB
review before the change had to be impl or that h discovered to have

occurred for other reasons (i.e., protc% ion) ha\&
e promptly reported to the ]& major V, otherwise, reported at the time

of continuing review;

e reviewed by the ermine

the subjects’ cant welfar
action §yrequircdto reKh p.

Refer to Sectiondd#D.4 on WW toysubmit the report of changes made without prospective
ea

eth change is consistent with ensuring
a‘determination of whether a corrective
ibility of future occurrences.

IRB approval to address im rm to subjects and for required supporting
documentation/information ft h type of event.

When CU serves as the IRB of Record for other institutions, the terms of the IAA will
dictate the types of modifications that need to be submitted to the IRB for review. If the
IAA does not specify terms, then the CU IRB will review all modifications for a given
study.

When CU relies on a non-Columbia IRB as the IRB of Record, the terms of the IAA will
dictate the types of modification submissions that need to be submitted to the IRB of
Record for review (e.g., a change to the protocol, consent form, or any substantive
change) versus submissions that may only need review by the Columbia IRB (e.g.,
changes in study personnel other than the PI). When a modification needs to be
submitted to a non-Columbia IRB for review, it will follow the same process as outlined
above in Section VI.A.1 for the review of new protocols. When a modification only
needs to be reviewed by the CU IRB, the process will follow that of all other
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modifications that are submitted for CU IRB review when a CU IRB is the IRB of
Record.

3. Review of Reports of Unanticipated Problems Involving Risks to Subjects or
Others

Submission of reports of unanticipated problems, including adverse events that meet the
criteria to be unanticipated problems, will be in accordance with the CU Reporting to the
IRB of Unanticipated Problems Policy (Reference Document #02).

Reports of unanticipated problems that meet the criteria for individual submission at the
time of occurrence will either be assigned to an agenda for review by the IRB Chair or be
presented for discussion at a convened meeting of the IRB after review by a primary
reviewer. The IRB will determine whether the report i§complete or additional

information is required. In addition, a determination made whether the protocol
and/or consent document(s) should be revised, if % essary as a result of the UP
D

and has not already been initiated by the stud inally, the IRB may impose
restrictions on the research (e.g., more freque % g, suspension of enrollment,

suspension of the study, termination, etc.) i »of one ore unanticipated problem
reports results in a determination that th enefit ratio ome less favorable, or
tio

require notification of current subJe ch inforfati relate to subjects’
willingness to continue to take p € esearc

Particular attention will be fo 0 report pated problems that occur at a
Columbia site in an inve trated which there is no other monitoring
outside of the researc t

The IRB may, approprr for 1rcumstances to protect the safety, welfare
and rlghts of rc subJ ects tors are encouraged to report any trends to the

Whenever a CU-designated mr the CU investigator determines that the protocol or
consent form should be modified as a result of new information in a UP report, the UP
should be reported to the IRB COT, which will subsequently report it to the appropriate
regulatory agency within 30 days of the final UP determination. When research is
federally supported or conducted by federal agencies other than DHHS or FDA, there
may be additional reporting requirements for the IRB and/or investigator. See Reference
Document #356 for additional information.

When CU serves as the IRB of Record for other institutions, all UPs that meet the
definitions outlined in CU’s UP Policy and occur at any relying site must be submitted to
the CU IRB for review in accordance with the CU UP Policy.

When CU relies on a non-Columbia IRB as the IRB of Record, the terms of the IAA will
dictate if UPs will be reported to the IRB of Record. Regardless of whether an UP is
reported to the IRB of Record or not, all UPs must also be submitted in Rascal.
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4. Review of Reports of Protocol Deviations or Violations

Definitions of “deviation” and “violation” may be found in Section III.D.6 of these
procedures. Additional guidance can also be found in CU IRB Guidance for Protocol
Deviations and Violations available on the CU HRPO website (Reference Document
#364).

Both protocol deviations and violations occur when there is a discrepancy between the
protocol and the activities being performed within the study. Deviations are identified
and approved by the IRB in advance, while violations are identified and reported after
they have occurred. All requests for deviations from, and reports of violations of IRB
policies or IRB determinations, including departures from the requirement for adherence
to the approved protocol, must be reported to the IRB. 4]t is particularly important that
the IRB be notified promptly when a deviation or viol; could potentially cause
increased risk to subjects or the study as a whole, as.g d in more detail below.

e study is externally sponsored,

L/
When approval for a deviation is being requirgdig
approval from the sponsor should be provided he re in Rascal. When a non-
Columbia IRB is the Reviewing IRB, re@ or protocoq%ons should be
submitted to the reviewing IRB in a with progedur ablished by the

Reviewing IRB. Documentation
be submitted in Rascal once avai

réquest a e Rewiewing IRB’s decision should
e.

Protocol violations can b ed as eithCr nmiingr or major, and may or may not

affect individual subjegt or violats ould’be reported promptly, generally
within one week (5 busthgsSidays), to provide an opportunity for the IRB to assess
whether the 3% continue jand whegher changes to study procedures are required.
The IRB will revae® protoc Vio\ﬁons to determine whether the risk/benefit ratio of the

protocol has increased as a r the violation(s). Potential or real harm, or risk of
harm, to the subject will be asgtssed.

If the PI’s assessment is that the violation meets the criteria of an UP, it should be
submitted using the UP report Event. Otherwise, the PI must assess whether it is a major
or a minor violation, and submit accordingly. The IRB, upon review of the submission,
may disagree with the PI’s categorization of the violation and require a different type of
submission. A corrective action plan should be submitted by the researcher with the
violation and will be reviewed by the IRB to ensure that adequate steps are being taken to
avoid recurrence. If a protocol violation is found to be nonsignificant noncompliance
based on the definition in the IRB “Noncompliance in Human Subjects Research” policy
(Reference Document #89), the findings are entered by the HRPO staff member into the
notes for review by the Chair or his/her designee and documented in the minutes, as
appropriate, for events that require convened review.
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If the situation appears to meet the reporting criteria for serious or continuing
noncompliance, referral to the COT for initiation of a noncompliance inquiry or other
appropriate action is required.

When CU serves as the IRB of Record for other institutions, all protocol violations that
occur at any site that is relying on CU as the IRB Review should be submitted in Rascal
for review by the CU IRB.

When CU relies on a non-Columbia IRB as the IRB of Record, the terms of the IAA will
dictate which protocol violations must be reported to the IRB of Record. Regardless of
whether a protocol violation is reported to the IRB of Record or not, all protocol
violations must also be submitted in Rascal.

5. Review of Emergency Use Requests

Emergency use is defined by the FDA as the use o icle on a human subject in a
life-threatening situation in which no standar able treatment is available and in

which there is not sufficient time to obtain I al (21 CFR 56.102(d)). This does
not include the “off-label” uses of approv.

prod n the practice of medicine
(i.e., not in a research context). Emerge S are not co @ d research, but rather
the practice of medicine for the trea atients witiypon®ED A-approved products.

The data from emergency use i medical device, may not be
%N

ay be required by FDA for use
, the emergency use is a clinical
S ¥egulations do not permit procedures
eived the test article in an emergency use

in a marketing applicati
investigation, and the
related to or data obgai

Emergency use requests are% d by HRPO staff (the ED, DIM, DO, ADIM or a
Manager of an IRB), as revieW by appointed IRB members or the convened Board is not
required. When staff are asked to provide documentation that the HRPO or IRB is aware
of an emergency use request so that the investigational product may be shipped, as
discussed in more detail below, they do not review the procedures for use of the product.
Rather, they ensure that the regulatory criteria for emergency use are met, confirm
appropriate patient protection procedures will be followed, including obtaining informed
consent from the patient or legal representative when possible, and in the case of
emergency use of unapproved medical devices, confirm that an independent assessment
from an uninvolved physician and authorization from the device manufacturer are
provided. HRPO staff also ensure that all required information is be provided to the IRB
within 5 days of use of the test article, as described in Section III.D.7 above.

FDA regulations (21 CFR 56.104(c)) allow for one emergency use of a test article per
institution. Any subsequent use of the investigational product at the institution is subject
to prospective IRB review and approval. However, when prior IRB review and approval
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is not feasible for a subsequent expanded access emergency use at a particular institution,
the FDA will not deny the subsequent request for emergency use based on lack of time to
obtain prospective IRB review; reporting such use to the IRB within five working days of
initiation of treatment (21 CFR 56.104(¢)) is required.

Section VI.B.10 includes a description of provisions regarding emergency research.
a. Initial Notification to the IRB

Emergency use of a test article under the conditions specified in 21 CFR 56.102(d),
21 CFR 56.104, and 21 CFR 312 does not require prospective IRB review or
notification. However, when possible, the HRPO should be notified in advance of the
proposed emergency use. For some emergency use situations, notification to the
HRPO may be necessary because the manufacturerqor Sponsor of the test article will
not ship the product until a letter from the IRB, statigthat the IRB is aware of the
impending use of the product, is provided.

Notification to the HRPO is also required yhe currence of the IRB Chair will be
one of the subject protection measures to @ d. If thegasoposed emergency use is
associated with an existing IRB protg ?A Ne"HRPO w%st that the Chair or
Vice Chair of the reviewing Boardspréiide concurrénce t € emergency use meets
the emergency use criteria. If %ir or Vicg Chairyg not available, or the
proposed emergency use is nofjasséeiated wit isting IRB protocol, the HRPO
will request that one of t}@ RB Chai hairs conduct the review.

osgd emergency use of an investigational

il
d

When the IRB offic ified of

agent, a letter or ot munication WwilRbe provided to the investigator from the
IRB ackn d proposgd use advising the clinician of the need for a
follow-u the IRB yithi s, if all required information was not

provided in ergengy usg request. See Reference Document #99 for a sample
letter of acknowledgmen cation to the IRB also provides the mechanism for
the institution to monitor emergency use situations.

Consent for emergency use of an investigational agent should be prospectively
obtained when possible. In these cases, the consent process, plans for obtaining
assent, where applicable, and consent documents should be included in the materials
submitted to the HRPO with the request for emergency use. Waiver of informed
consent in conjunction with emergency use is discussed in the next section.

b. Consent Requirements for Emergency Use of a Test Article

If the use involves the individual emergency administration of an FDA-regulated
article under 21 CFR Parts 50 and 56, the FDA requires informed consent of the
subject, or the subject’s legally authorized representative, be obtained unless both the
investigator and a physician who is not otherwise participating in the clinical
investigation certify in writing all the criteria of 21 CFR 50.23 (a-c).
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Obtaining informed consent shall be deemed feasible unless, before use of the test
article (except as provided below), both the treating physician and another physician
who is not otherwise involved in the use of the investigational product certify in
writing all of the following:

1) the patient is confronted by a life-threatening situation necessitating the use of
the test article;

2) informed consent cannot be obtained from the patient because of an inability
to communicate with, or obtain legally effective consent from, the patient;

3) time is not sufficient to obtain consent from the patient’s LAR; and

4) there is no available alternative method of approved or generally recognized
therapy that provides an equal or greater likglihood of saving the life of the
patient.

If immediate use of the test article is, in thg in or’s opinion, required to
preserve the life of the patient, and time i fiCient to obtain the independent
determination required in the above para

% f this scetion in advance of using the
test article, the determinations of the shall be d, within 5 working
days after the use of the article, b d and ev& riting by a physician

who is not participating in the he patie
The documentation descri @’ is secti
required to be submittedytOithe'HRPO i

working days of the % the test asticlSyif i
use request. 0 %
@n Requi d\

ired per FDA regulation is
il (rboffice@columbia.edu) within 5
as not provided with the emergency

c. Docu

Within 5 working days o ergency use of an investigational product, the
physician responsible for se must provide the following information to the IRB,
if it was not already provided:

1) an explanation of the life-threatening situation necessitating the use of the test
article and the patient’s initials;

2) adescription of the test article, including name or other unique identifier, and
IND, BB-IND, or IDE number, as applicable;

3) acopy of the consent document that will be/was used or an explanation of
why it will not be or was not possible to obtain informed consent (i.e., details
in Section b above); also, if the patient was a child, whether assent of the child
will be/was obtained;

4) concurrence from another physician who is not otherwise involved in the use
of the investigational product that the situation is/was life-threatening and that
no alternative standard treatment is/was available; and
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5) an indication of whether additional uses are anticipated, in which case a
protocol and consent form must be submitted for Board approval.

The documentation, whether received with the request for emergency use or within 5
days of use of the test article, will be reviewed by the HRPO ED, DIM, DO, ADIM or
one of the IRB Managers to assess compliance with the regulations and CU policy for
emergency use and, when applicable, the consent form waiver. Consultation from a
physician who is a member of the IRB will be sought as needed to make the required
determinations.

If a protocol for additional uses is submitted, the Board will prospectively review, at a
convened Board meeting, proposals for the treatment (21 CFR 312) or compassionate
use of the test article under applicable FDA regulations and in accordance with the
review of protocols involving investigational produgts as described in these
procedures. Data collected from these activities, when the proposed activities have
been reviewed by the convened Board, may be use esearch purposes.

6. Facilitative Review

Facilitative review will occur when CU upon th of another IRB, in
accordance with the terms of a reha ent S ctions related to the
review of each different type of E plalne ective section (e.g., new

protocols, modifications, UPs).

7. Continuing Review

All non-exempt hu an ts researéh 1ch there are plans to continue beyond the
expiration of B appr 1 m e re-reviewed and approved by the IRB for
an additional fup to on ontmulng review should optimally occur within
60 days prior to tudy’s on date When the research is permanently closed to
the enrollment of new subj e& bjects have completed all research-related

interventions, and collection afid dnalysis of research-related data at Columbia has been
completed, a closure report rather than a renewal should be submitted.

The Board will determine whether all regulatory and institutional criteria have been met
during the conduct of the research to date. While the focus of the initial review is to
determine whether the risk/benefit ratio of the proposed research is acceptable, plans
have been developed to minimize risk, and informed consent procedures are appropriate,
the focus of the continuing review is to provide oversight and to evaluate, to the extent
possible, whether the actual risk/benefit ratio is still considered to be acceptable, and to
assess the conduct of the research activities to date.

Review and approval of a change in the study does not routinely alter the date by which
continuing review must occur.
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Each Board has the authority to determine, at its discretion during the continuing review
process, which research activities need verification from sources other than the
investigator that no material changes in the research have occurred since the previous
IRB review. To determine which projects need verification, the Board will consider such
things as an unexplained or sudden increase in risk to subjects, FDA audits, site visits
conducted by authorized personnel and reports from “whistleblowers” (45 CFR
46.103(b)(4); (21 CFR 56.108(a)(2)). Verification may be obtained through contact with
the sponsor, FDA, or cooperative group, as applicable, (e.g., to verify protocol version
dates), by audit of the investigator’s files, and via requests for information from a
coordinating center or monitoring board.

When initial review was conducted by an expedited review procedure, continuing review
will usually be conducted via an expedited process, provided that all study procedures
continue to fall within one or more of the federal categeries of expedited review. For
protocols reviewed via expedited review, the approval petiod is usually one year minus
one day from the date of the approval, because protoc are eligible for expedited
review do not generally present the safety congce would warrant review more
frequently. For studies approved under expedid dures, continuing review must
occur within one year of the date of expedlte p Val by RB Chair or designee.

@nvened he IRB, and the

When the initial review was conduct

procedures have not substantively , contin w will also be conducted at a

convened meeting (45 CFR 46.108(b); .1091 e) Mthe exception of the limited
circumstances described by e 200) 8) and (9). If study procedures
have evolved, whether threug ificati 0 pletion of active intervention, such
that all remaining procedu eet the e or more of the expedited review
categories, continui@ ¥ may be % via an expedited review process.
For full Boar s, the ma N\ val interval is one year minus one day from

t which the study was approved, either unconditionally

the date of the ¢ ed me mg
(i.e., “approved”) or with sp ndltlons which the IRB Chair or his/her designee can
verify, i.e., “deferred to Chai

There are times when a renewal can be approved for already enrolled subjects (or another
subset of the study population), but not for new enrollment, or perhaps excluding a
particular subset, until specific IRB requirements are satisfied. In these situations, the
Board (for full Board reviews), or the Chair or other reviewer (for those submissions
eligible for expedited review), may approve the protocol to avoid a lapse in approval. If
the IRB determines that it is important to add the excluded procedures or subject group,
the approval may include a requirement that the remaining elements be added and the
entire project reviewed by a specific time within the coming year, i.e., designate an
approval period of less than one year.

Each Board has the authority to suspend or terminate the approval of research that is not
being conducted in accordance with federal regulations or in accordance with stipulations
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imposed on the research activity by the IRB. This may occur at the time of continuing
review, or at any other time after initial approval of the research.

IRB review criteria as articulated in 45 CFR 46.111 and 21 CFR 56.111 must be satisfied
before any non-exempt Event that is submitted for review and approval may be approved.
If a Board, during a full Board review, determines that the review criteria are no longer
met, study activities may be suspended or the study may be terminated, with an
explanation for the reason by which the review criteria cannot be met. Similar situations
encountered during an expedited review of a modification will be brought to the Board
for discussion although the Chair may suspend study activities prior to the Board review,
if warranted to ensure subject safety or the integrity of the research.

Any suspension or IRB-initiated for-cause terminations that occur during continuing
review will be reported promptly to the investigator, and to the ED, DIM, and DCO, who
will inform the appropriate IO. The ED or DCO will netify the FDA, if applicable, and
OHREP of the suspension or termination (45 CFR 46.16 1 CFR 56.113). If

appropriate procedures for discontinuing stud
of subjects will be the primary concern. @

Modifications to approved researc % consid;
review and must be approved pri&' lementa
in conjunction with a renewalffegtiesy, the Boaf@yiay approve both or approve the
renewal without the modi -A

When a modification s 10on at thé%continuing review includes new

information r isks, additidnal or ified procedures, or other factors that may
affect subjects§y gness to ¢ Na icipation, the IRB must consider options for
providing this 1 ation tgyparticipants. These may include obtaining signatures on a
revised consent form, provi information sheet to participants, or verbally

informing subjects by teleph in person. Regardless of the method selected, content

of the documents or scripts that will be used should be provided to the IRB for review,
and plans for documenting notification to the subjects should be specified.

Further explanation of how continuing review serves an important function in oversight
monitoring is provided in Section IX.A.

When the CU IRB serves as the IRB of Record for other institutions, the IRB will review
the renewal information on behalf of all sites that are relying on the CU IRB as the IRB
of Record as designated in a reliance agreement.

When a non-Columbia IRB is the IRB of Record, a renewal submission in Rascal is
required following approval by the IRB of Record. HRPO staff will review the
submission and assess whether any changes made to the protocol impact the previously
determined local context considerations and will confirm that documentation of IRB
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approval from the IRB of Record for continuation of the research has been provided. The
renewal will be approved via facilitated review by an IRB Chair or designated IRB
member.

a. Continuation Past Expiration of IRB Approval

Applicable regulations require that each non-exempt protocol be reviewed at least
annually. The IRB may not extend a study’s approval beyond the expiration date
without conducting a review, but must consider various factors when addressing
active studies for which there may be a lapse in IRB approval:

1) Where the IRB does not re-approve a research study by the specified IRB
expiration date, subject accrual may not occur and all study-related procedures
must cease pending re-approval of the reseagch by the IRB. Study-related
procedures include recruitment, advertise creening, enrollment,
consent, interventions, interactions, collect private identifiable
information, and data analysis.

2) Where failure to continue study p would seriously and adversely

affect the safety or well-being of enrolled subje he IRB Chair may review
these studies on an individual 'g’ prior to sub review of the protocol
i S

by the convened Board o icable to the level of
review required). The

a

of the Clf@igrevicw is to assess whether he/she
concurs with the P %ere exists tial for harm to subject(s) as a
result of intermpti@tudy prog¢edutes?
Continuatio arch actiyitics fo rently enrolled subjects may be
permitted IRB Clair finds that it is in the best interest of the
indwidualsubjects to dgyso and/th€ Pl is actively pursuing renewal of the
st col. Wh &3 air elects this option, the approval to allow
curreptlyfenrolled subjects to’continue study treatment must be documented in
writing and effec a finite period that allows opportunity to complete
the IRB review.

opdted revie

3) When continuing review of a research protocol does not occur prior to the end
of the IRB approval period, IRB approval expires automatically. This
expiration will not be reported to OHRP as a suspension of IRB approval
under DHHS regulations, in accordance with DHHS guidance.

b. Procedures for Determining Which Projects Require Review More Often
Than Annually

For each approval, the IRB will determine the interval for which approval should be
granted, appropriate to the vulnerability of subjects, experience of the investigator,
degree of risk to which subjects are exposed and other information provided for the
initial or continuing review of study. In no case will the IRB grant approval for a
non-exempt study for a period that is greater than one calendar year.
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These considerations for the length of approval time will be made at the time of
motion for approval of a study during the IRB meeting, for projects that require full
Board review. For expedited reviews, the IRB Chair may make the determination.
When any of the following (non-inclusive) situations exist, the Board will consider an
approval period of less than one year:

1) the need for increased monitoring to evaluate anticipated risks;

2) scant safety data due to early introduction of a test article in clinical studies
(e.g., early Phase I studies); or

3) the need for increased monitoring to evaluate potential noncompliance or for
projects conducted by investigators who have previously failed to satisfy IRB
requirements.

8. Review of Closure Requests

Requests by researchers for closure of an app V@@GC are reviewed by a primary
reviewer prior to being added to an agenda fogapp by an IRB Chair or presentation

at a convened meeting. The Board reviewer @n ave acce the staff reviewer’s notes
and will evaluate information provided t ‘2 mine whet re is appropriate and to

ensure that all outstanding issues hay, % equately& 4
If follow-up of participants for sa S0ns i pg d or required by the IRB,

participants should be so 1nf d any problems or adverse outcomes
should be reported to the : ese ca proval should remain current.

In situations where it b s known at P i1s no longer at CU, and IRB approval has
expired, the I te clos ts to have a co-investigator create the
closure subm%ld efforts 1n the status of the study since the last approval
period will gen

appropriate for another mem

preced th B initiated closure. In some cases, it may be
v e study team to continue the research as the PI.

9. Suspension and IRB-initiated For-cause Termination of Research

Each Board has authority to suspend or terminate the approval of research that is not
being conducted in accordance with federal regulations, state law, or institutional policy,
has been associated with unexpected serious harm to subjects, has an unfavorable
risk/benefit ratio, or is not being conducted in accordance with stipulations previously
imposed on the research activity by the IRB.

A suspension is a directive of the convened IRB, IRB Chair, IRB Executive Committee,
ED or DIM (in the absence of the ED only) to temporarily stop some or all previously
approved research activities short of permanently stopping all previously approved
research activities. Suspended protocols remain open and require continuing review.
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A termination of IRB approval is a directive of the convened IRB or IRB Executive
Committee or ED to permanently stop all activities in a previously approved research
protocol. Terminated protocols are considered closed and no longer require routine
continuing review. Depending on the cause of the termination and status of subjects at
the time, monitoring by the IRB may be required for a specified period.

The ED, DIM (in the absence of the ED and IRB Chair), or an IRB Chair may
unilaterally suspend a study if he/she receives information that requires the immediate
action for the protection of human subjects or to address a concern regarding potential
noncompliance with federal, state, or institutional regulations/policies. The IRB
Executive Committee may also suspend or terminate activities that affect more than one
Board. Such actions should occur when, in the judgment of the ED, DIM (in the absence
of the ED and IRB Chair), or IRB Chair, it would be inappropriate to wait until the next
meeting of the IRB or Executive Committee of the IR

When study approval is suspended or terminated, the ed IRB, or the individuals
making the determination, consider the following

e Actions to protect the rights and welf urrent ed subjects.

e Whether any adverse Events or 0 es have een | ed to the IRB.
e  Whether current subj ects forme 1nat10n or suspension, and

if so, in what manner.

e  Whether procedures rawal of e bjects take into account their
rights and welfa akrng arr for medical care outside of a
research study; gr to ano tor, or continuation in the research
under indep C 1tor

Any suspension r-caus tro of IRB approval will be reported promptly to
the investigator and the CO will notify within 3 months the appropriate 10s; the
compliance office of the app FDA center, if the research is FDA-regulated; and
OHRP (Division of Compliance Oversight) of the suspension or termination (45 CFR
46.108(a);(21 CFR 56.113). Regardless of by whom the action was initiated, the ED,
DIM and Chair of the reviewing IRB must also be notified of the action. Rascal clearly
reflects the status of any study for which IRB approval has been suspended as
“SUSPENDED” or “SUSPENDED TO NEW ENROLLMENT™, as applicable, on the
Protocol Overview page in Rascal.

When research is federally supported or conducted by federal agencies other than DHHS
or FDA, the IRBs will promptly (within 3 months) report the suspension or termination to
the appropriate individual at the funding agency. See Reference Document #356 for
additional information.
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Although there is no regulatory authority for appeal of Board decisions in suspending or
terminating approval of research, the PI may reply in writing to suspension or
determination decisions and have the response considered by the applicable Board.

B. Review of Specific Types of Research
1. Review of Research Involving Investigational Drugs and Biologics

For all clinical investigations of biologics, drugs, or approved drugs used oftf-label,
HRPO staff will perform the following functions during the pre-review process:

a. Determine whether the regulatory status of the drug as used in the proposed
research is clearly indicated in the materials submitted for Board review, with

appropriate documentation of FDA status if necc8sary.
b. If the regulatory status is not clear, staff will req @ pne of the following from the

investigator or sponsor: @

1) aletter from FDA that documents us, and if.an IND is required, a letter
from FDA that documents the @ al’of the

2) a copy of the sponsor’s pr nvestigatoRls ure that reflects the
IND number (for drugs remot apprewed by the FDA) or a copy of the
package insert (for at are FDA- % ed);

3) acurrent Form

e has eell prov

4) other app%f cumentgdtionl ofthe status, the need for an IND, or an
ofMthetefr

review criteria previously d that applies to all reviews:

exe \
During its review ofithe proposedreseareh, the IRB will consider, in addition to the
. % b

a. whether an IND is required, if one has not been obtained;

b. whether specific information regarding birth control measures must be provided
to subjects with reproductive capacity; and

c. whether special handling is required by research staff, subjects, or others.

The IRB will also confirm that the drug/biologic will be dispensed by the Research
Pharmacy in accordance with the NYP Investigational Drug Policy (Reference Document
#18) and Research Pharmacy policies (Reference Document #172), as applicable, or that
a waiver from the Research Pharmacy of such requirement has been granted.
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2. Review of Research Involving Medical Devices

For clinical investigations of devices to determine safety and effectiveness, HRPO staff
will perform the following functions:

a. Determine whether the regulatory status of the device is clearly indicated in the
materials submitted for Board review and, if an IDE is required, documentation of
the FDA status.

b. If the regulatory status of the device is not clear, staff will request one of the
following from the investigator or sponsor:

1) aletter from the sponsor stating and explaining why the device is non-
significant risk (NSR); or
2) if the device is a Significant Risk (SR) Devi letter from the FDA

approving the IDE and providing the ID or IDE Supplement
Number, a letter from the sponsor gro the IDE number, or a revised

protocol from the sponsor that inc E number; or

3) other written documentation t ently es Ab] hes the regulatory status
of the device, which may inc statement b @; onsor that the device is
Tit

not of a regulatory status individ DA documentation

exists, or a letter fro e declini issu@an IDE number, stating it

was not necessary; ice studigs,t t the exempt criteria in 21 CFR

812.2, and which @@t have béen Sub d to FDA, the investigator
exemptiofcritérigfare met.

overage nters for Medicare and Medicaid Services
s such authorizafien before subjects are enrolled. Procedures
0

should justifQ
c. Ensure that @1 lving a % ich has been identified as requiring
1 theyCe

describe Referen ment #162, which addresses notification to the
Office for Billing Co nce and CTO of a device study for which such
procedures apply, will'be followed. Information related to CMS authorization
may be found on the CTO website.

d. Ensure that plans are in place for appropriate handling, storage, and disposition of
the devices.

If the protocol is being conducted by an individual who is an S-I, HRPO consultation
with the IAP staff to confirm that they are aware of the study is necessary. The HRPO,
IRB and CTO work together, under the provisions of the CUMC Compliance Program
for FDA-regulated research, to ensure that regulatory requirements are met (Reference
Document #311).

The Board acts in accordance with the following reference information regarding medical
device approval when reviewing a protocol that involves an investigational device.
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a. Research involving a medical device for human use that qualifies as an NSR
Device (unless the device is banned), may begin upon approval by an IRB and
does not require the issuance of an IDE by the FDA (21 CFR 812.2 (b)(1)).FDA
considers an NSR device study to have an approved IDE after IRB approval and
when sponsors meet the abbreviated requirements as noted in this paragraph.

b. Research involving a medical device for human use that does not qualify as an
NSR device and is not exempt is classified as a SR Device. Research involving
SR devices cannot begin until the FDA issues an IDE and approval is granted by
an IRB (21 CFR 812.30 (a)).

A SR device is an investigational device that meets any of the following criteria (21 CFR

812.3(m)):

a. is intended as an implant and presents a potentidhfor serious risk to the health,
safety, or welfare of a subject;

b. is purported or represented to be for use i ng or sustaining human life
and presents a potential for serious ris alth, safety, or welfare of a

subject;

c. is for a use of substantial import 1 diagnosis, %ﬁitigating, or treating
disease, or otherwise preventifig i ent of a Ith, and presents a
potential for serious risk t ealth, safepymer welfare of a subject; or

d. otherwise presents a p, 13 for seri % e health, safety, or welfare of a
subject.

Before approving resear lving a | d@fice for human use, the IRB will
determine if the device 1§,a Devicega NSRWDevice, or whether the research use of the
device is exe DE regullation

% K
a. IftheF s issue 1’&3 for the proposed use of the device, then it is, in

most cases, consider an SR device.

—

b. Ifthe FDA has not isSued an IDE for the proposed use of the device, the Board
considers the following elements in determining whether the device is SR or
NSR:

1) an explanation provided by the sponsor of why the device is not a significant
risk device; and

2) whether the use of the device might cause harm to any of the subjects, and the
nature of the harm that may result from use of the device.

Note: If the subject must undergo a medical procedure as a part of the study, and
that medical procedure is not one which the subject would otherwise undergo
as part of standard medical care, the Board must consider the risks associated
with the procedure as well as the use of the device. If potential harm to
subjects could be life-threatening, could result in permanent impairment of
body function, or permanent damage to body structure, the device should be
considered SR.
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c. If the IRB determines that the device is NSR, the Board may proceed to review
the research activities and investigator under its normal procedures for reviewing
research projects.

d. Ifthe Board determines the device is SR, and there is no IDE assigned, it will
provide the investigator and, if appropriate, the sponsor, with its finding. The
sponsor is responsible for notifying the FDA of the Board’s SR determination.

The Board will not review the research until the sponsor provides documentation
that the FDA has granted an IDE to the sponsor. If the FDA has not responded to
the IDE application, as described in 21 CFR 812.30, this documentation may
consist of a letter showing that an IDE application was submitted at least 30 days
prior to the date on which the Board reviews the research and the FDA has not
issued a hold on use of the device.

e. Ifthe Board determines that the investigation v&ts one of the IDE exemptions

listed at 21 CFR 812.2(c), this finding will be n the minutes, and the Board
will not make a SR/NSR determination. A investigation involves a
device that is cleared for marketing th u%f’remarket Approval (PMA)
process, and the device is being studi purpose(s) for which the device is

labeled, the Board will consider th ation e t from the IDE
regulations. This finding will be in the minu the Board will not

make a SR/NSR determinati%
In those infrequent instances medical dev y is approved under expedited

review procedures (category cumentgtion o equired findings by the IRB
reviewer are entered in

on of Ra‘
3. Review of Hun@1 Use Devic

Humanitarian Degvices (HURs) ar&yintended to benefit subjects in the treatment or
diagnosis of dis or con& that affect or manifest in not more than 8,000

individuals in the United Sta ryear. HUDs are considered by the FDA to be
approved for marketing. FDAfregulations permit marketing of these devices under a
Humanitarian Device Exemption (HDE).

The degree of safety and efficacy testing required for FDA approval of a HUD is less
than that required for other medical devices, because more rigorous testing prior to
marketing is not feasible for devices that affect a relatively small subset of the
population. Therefore, IRB review is required for these approved devices because safety
and efficacy data will be collected while it is marketed.

Two general situations exist for which a protocol that utilizes an HUD is submitted to the

IRB:
e where the HUD will be used as described and for the indication approved in the
HDE,;
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e where the HUD will be used in a manner, for an indication, or in a population
other than that approved in the HDE.

The former does not constitute research, while the latter does.

All protocols involving HUDs will be reviewed at a convened meeting of the full Board
for the initial review. The continuing review of any protocol involving a HUD can be
reviewed by expedited review if: 1) the use of the device is consistent with the approved
indication (e.g., not done for research purposes or for a new indication); and 2) there is no
new substantive information that may affect the risk/benefit analysis. When proposing a
motion for approval of any protocol involving a HUD, the convened IRB should include
consideration as to whether the continuing review should be done by full Board or
expedited review and the basis for such a determination (e.g., HUD used within the
approved indication and the continuing review period ig approved for one year). If the
minutes of a full Board review of a protocol involving D do not specify whether the
IRB approved that the next continuing review can be d @ W expedited review, then the
next continuing review should be reviewed by, the

a. Use in Accordance with the HDE

IRB review of HUDs is required undé¢federal regufation FR 814). During
review of the proposed use of t %, the Board determine that:
E to the d

1) the FDA has granﬁ@
2) the investig nds to use thgHU| cording to its FDA-approved use.

After the Boagd%as detettninedythat the EPA has granted a HDE, the Board may
proceed tQ reva QN'Vit in consideration of the IRB review criteria
described 1n 45 . ith the exception of the requirement for informed
consent. Info is npt required for use of a HUD in accordance with its
FDA-approved indicatio ever, the Board may require consent in such

instances at its discretion.” Informed consent is required if data are collected under a
clinical investigation, even if the device is used according to its approved labeling.

b. Use Not in Accordance with the HDE

Clinical investigations of a HUD for an indication other than the one(s) approved by
FDA must be conducted in compliance with IDE regulations at 21 CFR Part 812.
When use of a HUD for research is proposed, the IRB should consider all factors
relevant to use of an investigational device, as well as the IRB review criteria defined
in 45 CFR 46.111 and 21 CFR 56.111. The Board will require informed consent for
any research use of the HUD (i.e., uses outside of the FDA-approved indications).
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4. Review of Research Involving Pregnant Women, Neonates, and Fetuses (45 CFR
46, Subpart B)

Pregnant women, fetuses, and neonates are a vulnerable population and, as such,
require additional protections when they are research subjects. It is recognized,
however, that pregnant women, fetuses, and neonates should not be denied the
benefits of participating in research. Distinction must be made between studies
for which the reproductive status of the pregnant woman or the unique
characteristics of fetuses and neonates are criteria for inclusion in the research,
and studies for which the pregnancy status of the woman is incidental. In regards
to the latter, Subpart B requirements need not be met although in all cases, risks
specific to pregnant women, neonates, or fetuses should be addressed during the
consent process.

When the Boards consider research that requires the 1 ment of pregnant women,
neonates, or fetuses, they will ensure that all requirg 45 CFR 46 Subpart B are

met prior to approval of the research. See Refere cument #357 for additional
details.

In addition to applying the criteria for IR 1dentifi CFR 46.111, they will
ensure that:

a. there is adequate expertise %oard to gxaluatShe risks and benefits relating
to the inclusion of pregna n fetus eonates, engaging consultants

where necessary;
b. the determinatio by Sub documented appropriately in the
IRB record
eg

c. thepr V T omen or fetuses meets all requirements
for in€lusi®mias stated 1 46.204, including requirements for appropriate
number sent signattires depending on the research’s prospect of direct

benefit, if any, and t

d. the proposed involverient of neonates meets all requirements for inclusion as
stated in 45 CFR 46.205;

e. proposals for which the inclusion of pregnant women, neonates, or fetuses is not
approvable per Subpart B will be referred to the HHS Secretary for review;

f. informed consent is obtained per Subpart B for pregnant women who have
reached the age of majority or are legally emancipated;

g. informed consent is obtained per Subparts B and D for pregnant minors (where
research is related to prenatal care, consent of the pregnant minor may be
acceptable);

h. consent documents contain information regarding risks of breastfeeding, when
risks to the pregnant woman or neonate is determined to be greater than minimal;
and
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i. consideration is given to excluding pregnant women when the woman’s
reproductive status is not relevant to the research and risks to the pregnant woman
or fetus is determined to be greater than minimal.

CU has developed guidance (Research Involving Pregnant Women, Reference Document
# 103) for obtaining consent from women during labor, in acknowledgement of the fact
that some research can only be done during this period, it may not be possible in some
circumstances to obtain consent before labor begins, and women who are capable of
providing consent during labor and wish to participate in research should be able to do so.

Proposed informed consent procedures for pregnant women who are not in labor will be
reviewed in consideration of the general requirements for informed consent, with special

attention to the explanation of potential risks and benefits to both the woman and fetus.

5. Review of Research Involving Prisoners (45 CF Subpart C)

The purpose of this section is to provide guidelin rgreview that will ensure additional
safeguards for the protection of prisoners inv: search. Prisoners may be under
constraints because of their incarceration, wh 1d affegtheir ability to make a truly
voluntary and non-coerced decision whe@ not to parti s subjects in research.

Prisoner means any individual iny, %
The term is intended to encom i

criminal or civil statute, indi i
commitment procedures yhi

incarceration in a pen ion, andgmgdividualg’detained pending arraignment, trial, or

sentencing.
Common exa’ s, @s explained i s Prisoner Research FAQs, of the application
of the regulator nition riSgner are as follows:

e Individuals who are defained in a residential facility for court-ordered substance
abuse treatment as a form of sentencing or alternative to incarceration are
prisoners; however, individuals who are receiving non-residential court-ordered
substance abuse treatment and are residing in the community are not prisoners.

e Individuals with psychiatric illnesses who have been committed involuntarily to
an institution as an alternative to a criminal prosecution or incarceration are
prisoners; however, individuals who have been voluntarily admitted to an
institution for treatment of a psychiatric illness, or who have been civilly
committed to non-penal institutions for treatment because their illness makes
them a danger to themselves or others, are not prisoners.

e Parolees who are detained in a treatment center as a condition of parole are
prisoners; however, persons living in the community and sentenced to
community-supervised monitoring, including parolees, are not prisoners.
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e Probationers and individuals wearing monitoring devices are generally not
considered to be prisoners; however, situations of this kind frequently require an
analysis of the particular circumstances of the planned subject population.
Institutions may consult with OHRP when questions arise about research
involving these populations.

An IRB Chair may elect to review protocols that include populations with an increased
risk of incarceration as prisoner protocols, even if the protocol is not designed to recruit
prisoners. Such proactive reviews address the possibility of subjects becoming prisoners,
and may avert the need to either terminate the involvement of subjects who become
prisoners or re-review the protocol as a prisoner protocol. Although all required
determinations per Subpart C cannot be made in these situations, because the details of
the penal facility are not known, the IRB may make the determination that the proposed
research is permissible for prisoners. Some of the subpagt requirements relate to
recruitment within the prison which would not be applicablg for these situations; others
such as effect of participation on parole decisions e to be made after a subject
becomes a prisoner. In cases where the IRB 1y protocol in this manner, the
approval letter should include a statement tha should be advised via the

modification module that such a situatio ed. T B can then consider the
other items. \a

If a subject becomes incarceratedgvh rolled igPastudy that was not reviewed in light
of the Subpart C requiremen“[@ bject sho % oved from the study unless the
. Unl 18

study is re-reviewed under S 0 avert immediate risk of harm to

s§ re
the individual, his/her p should gt ¢
reviewed. :
Each Board tHat reyi esearch iavglvingfprisoners will have at least one prisoner
ember or'alterndte who is or was a prisoner, or who has the
e

e until the study has been re-

representative,i.c.
appropriate bac und and nce to represent the rights and welfare of the
prisoners. All protocols that ecruit prisoners as subjects will be reviewed by a
prisoner representative. Wheh a convened Board reviews research involving prisoners,
the prisoner representative present at the meeting will count toward quorum for these
protocols. A majority of IRB members will have no association with the prison involved,
apart from their membership on the IRB. The reviewer form for prisoner research
(Reference Document #94), or equivalent, will be completed for each review by the
prisoner representative.

In addition to its other responsibilities prescribed in these Written Procedures, the IRB
may approve research involving prisoners only if it finds that all requirements described
in 45 CFR 46.300 (Subpart C) are met. See Reference Document #356, and search for
“prisoners”, for additional information, if the protocol is federally funded.

Human subjects research may involve prisoners as subjects only if the IRB has approved
the research, considering the above requirements, and the proposed research involves
solely research permitted per the federal regulations.
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For research involving prisoners, the definition of minimal risk is different than for
research not involving prisoners, in that the risk is relative to that encountered in the daily
lives of healthy individuals. The following definition of minimal risk will be applied to
research involving prisoners:

the probability and magnitude of physical or psychological harm that is normally
encountered in the daily lives, or in the routine medical, dental, or psychological
examination of healthy persons.

The IRB will determine that the research under review represents one of the categories of
the research permissible under 45 CFR 46.306(a)(2). In accordance with Subpart C of the
DHHS regulations, when research involves prisoners as subjects, the consent process
approved by the IRB will include a determination that:

e cach prisoner will be informed in advahge'that participation in the research will

e the information will be presented in languaig t nderstandable to prisoners;
have no effect on his or her parole.

Details of the IRB review for any res c@ect involig %ers that is federally-
supported or conducted will be giv%@ EDor D \V&pﬂy after review, with a

i0 . D, IM, or designee, will
prepare a report for submissig I OMRP to s he certification requirements
described in 45 CFR 46.308(c¥ Research with prisoners may not begin in these situations

until OHRP approves thé @ ication. \
e forN %determination.
hi

Prisoner rese 's@gib

6. Review of rch In\Slvi Children (45 CFR 46, Subpart D)

Children are a vulnerable population and, as such, require additional protections when
they are research subjects. At the same time, children should not be denied the
opportunity to enroll or be denied the prospective benefits of participating in research.

Federal regulations require that:

a. children be included in certain research activities unless there is a justification for
excluding them; and

b. additional precautions be taken when children are research subjects, depending on
the degree of risk involved in the research.

NIH policy, which guides the conduct of much human research due to funding
relationships, has similar requirements.
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The regulations also set forth requirements for obtaining parental permission and, where
appropriate, assent by the children themselves. The CU IRBs review research that
involves children following Subpart D of the applicable DHHS and FDA regulations,
New York state law, and institutional policy. When appropriate, requirements for
involvement of minors in research postulated by the NYC Administration for Children’s
Services (ACS), and/or the DOE, are also considered. Reference Document #107,
Research involving Children, provides additional information. See Reference Document
#356, and search for “children”, for additional information, if the protocol is federally
funded.

Information provided by the investigator regarding level of risk, prospect of direct benefit
(when applicable), assent and parental permission, and inclusion of wards/foster children
is evaluated by the IRB, which may concur with the investigator’s determinations, make
alternative determinations, or impose additional requirements.

Use of the Subpart D Reviewer Form (Reference Doc
necessary elements are considered by the IRB,rev,

#100) helps to ensure that all

a. Determination of Risk/Benefit Cate @

When a convened Board (or qualj jewer for e%at is eligible for
expedited review) reviews res @olving childrenjt will be determined which
of the risk/benefit categories d@scriB€d in 45 ( l%\ (Subpart D) and 21 CFR 56
(Subpart D) the research »whethe be required, the manner in
which assent will be qbia f requirédPtheirequirements for parental permission

or approval of waive @ of, and the,approptiétteness of the inclusion of
wards/foster childrénif¥licir invol§ement 1 proposed for research that involves
ros
t

greater th in sk With fig p of direct benefit. The IRB will consider
informati ed by th e% am on the Child Involvement page of the
Rascal submigsidn. ThedBoard’s (or'reviewer’s, for research that is eligible for
expedited review) dete jos will be entered into the minutes for the meeting at
which the research was r d, if full Board review is indicated, or in the IRB
record, in the case of expedited reviews. Concurrence or disagreement with the

information provided by the researchers, and basis for the latter, should be included
in the documentation of Subpart D findings.

The four possible categories of research involving children are:

1) 45 CFR 46.404; 21 CFR 50.51: Research not involving greater than minimal
risk.

“Minimal Risk” means that the probability and magnitude of harm or discomfort
anticipated in the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of routine physical
or psychological examinations or tests.
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The IRB, or designated expedited reviewer, will provide the basis for the
determination of minimal risk; if there is concurrence with the PI’s assessments as
entered on the Child Involvement page, a notation to this effect in Rascal for
protocols edible for review under an expedited pathway, or documentation in the
minutes for protocols reviewed at a convened meeting, will be sufficient.

The IRB, or designated expedited reviewer, may determine that the permission of
one or both parents is required for research in this category, and will determine
whether assent for some or all minors is required.

2) 45 CFR 46.405; 21 CFR 50.52: Research involving greater than minimal risk
but presenting the prospect of direct benefit to the individual subjects.

For research to be approved under this categoryy the Board must find that:

a) the risk is justified by the anticipated beénefit®to the subjects; and

b) the relation of the anticipated he risk must be at least as
favorable to the subjects as th nted bygayailable alternative
approaches.

The IRB, at a convened m %ﬂl provide thie Dasis for the determinations of
greater than minimal rlsk& ect of benefit; if there is concurrence
with the PI’s assessm tered hild/ Involvement page, a notation to
this effect in the mi 11 be su %

The IRB ma e that t X ion of one or both parents is required for
resear gory, wi ine whether assent for some or all
mino%lred N

3) 45 CFR 46.406; 50.53: Research involving greater than minimal risk
and no prospect o t benefit to individual subjects, but likely to yield
generalizable knowledge about the subject’s disorder or condition.

For research to be approved under this category, the Board must find that it meets
the requirements of 45 CFR 46.406 and 21 CFR 50.53, as follows:

a) the risk represents a minor increase over minimal risk;

b) the intervention or procedure presents experiences to subjects that are
reasonably commensurate with those inherent in their actual or expected
medical, dental, psychological, social, or educational situations;

c) the intervention or procedure is likely to yield generalizable knowledge
about the subject’s disorder or condition which is of vital importance for
the understanding or amelioration of the subject’s disorder or condition;
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d) adequate provisions are made for soliciting and documenting assent of the
children; and

e) adequate provisions are made for soliciting the permission of both parents
of each child unless one parent is deceased, unknown, incompetent, or not
reasonably available, or when only one parent has legal responsibility for
the care and custody of the child. (45 CFR 46.407 and 408).

The IRB, at a convened meeting, will provide the basis for the determinations of
greater than minimal risk and no prospect of direct benefit; if there is concurrence
with the PI’s assessments as entered on the Child Involvement page, a notation to
this effect in the minutes will be sufficient.

The permission of both parents is required for research in this category, unless
one parent cannot reasonably provide permissiofy, as allowed per Subpart D. The
assent of the minors involved is required unles oard determines that some

or all are not capable of providing assent. @

4) 45 CFR 46.407; 21 CFR 50.54: ot fitting into the aforementioned

categories which presents a reaso rtunity derstand, prevent, or

alleviate a serious problem affec health or f children.

The IRB, at a convened t@'ill provde &s for its determinations

regarding risk level a@ tial for direc % t; if there is concurrence with
] J

the PI’s assessments red in the vement section, a notation to this
e sufficient.

effect in the min
If the re ar@p rted by % isdiction, and falls in this category, it

the Secretary of the HHS as outlined in 45

ed Wit&
Research under FDA dittion that falls in this category cannot be performed
without review by the'Commissioner of Food and Drugs as outlined in 21 CFR
50.54.

The respective IRB staff will prepare a request for panel review promptly after the
IRB review, and will provide such to the ED or DIM. The ED, DIM, or designee
will prepare a report for submission to OHRP and/or request a panel review as
described in 45 CFR 46.407 or 21 CFR 50.54, as applicable.

Research in this category that is not federally funded and does not involve FDA-
regulated products will be reviewed by a special panel convened by the HRPO to
make the determinations that would be considered by DHHS or FDA when
evaluating research in this category.

The permission of both parents is required for research in this category, unless
one parent cannot reasonably provide permission, as allowed per Subpart D. The
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assent of the minors involved is required unless the Board determines that some
or all are not capable of providing assent.

IRB reviewers may employ the use of component analysis to assess the potential
benefits and risks of individual research interventions or procedures. If component
analysis is used, different procedures in a single protocol may be approved under
different Subpart D standards as noted above.

If the IRB, or designated expedited reviewer, does not agree with the PI’s
assessments regarding risk level and potential for direct benefit, as entered in the
Child Involvement section, the IRB determinations, which are documented in review
Notes or in meeting minutes, as applicable to the level of review, will prevail.

b. Assent Determination

After the IRB, or designated expedited reviewer % he risk/benefit
determination, they must consider the issug o assent, as described in 45 CFR
must decide whether assent is

46.408(a) and 21 CFR 50.55 (Subpart D).

locume if it is necessary.
Among the formats the IRB, or desi@expedite re may consider are the
following: 6

necessary, and also whether and how it

1) waiver of assents K

2) determinatj @e child %ﬁ: ability to provide assent;

3) verbal &:: 3ith0ut Xa n;

4) bé&, ith documeptagton by the investigator and/or the legally

% represen e(s

5) itten assenfiformyy, with subject signature; or

6) subject signat ock on consent form (for older children only).
The federal regulations do not require that assent be sought from children starting at a
specific age, but that their assent should be sought when, in the judgment of the IRB,
the children are capable of providing their assent. IRBs are to take into account the

ages, maturity, and psychological state of the children involved (see 45 CFR
46.408(a) and 21 CFR 50.55(b)).

When the research offers the child the possibility of a direct benefit that is important
to the health or well-being of the child and is available only in the context of the
research, the IRB may determine that the assent of the child is not necessary (45 CFR
46.408(a) and 21 CFR 50.55(¢)).

c. Inclusion of Wards in Research

Section VI: IRB Review Page VI - 28

IRB SOP V5.0 - Dec. 21, 2017
145


https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=22f328515a21ca145fae57221e8a0b72&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1305
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=25c5ebe7e2f190185597f523347eb1cf&mc=true&n=sp21.1.50.d&r=SUBPART&ty=HTML#se21.1.50_155
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=25c5ebe7e2f190185597f523347eb1cf&mc=true&n=sp21.1.50.d&r=SUBPART&ty=HTML#se21.1.50_155
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=0b3b97ff631c0bd05a31dd49746ce57d&h=L&mc=true&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1408
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=25c5ebe7e2f190185597f523347eb1cf&mc=true&n=sp21.1.50.d&r=SUBPART&ty=HTML#se21.1.50_155

Special protections must be considered whenever children who are wards of the state
or any other institution, agency, or entity are considered for inclusion in research that
is greater than minimal risk with no prospect of direct benefit. Of primary concern
are consent issues, i.e., who has authority to enroll a child who is a ward in research.
Responsibility for ensuring that appropriate individuals provide permission rests with
the PI, and must be in compliance with applicable statutes and the process described
in the protocol that was approved by the IRB.

Federal regulations do not require special provisions for wards enrolled in research
that is either minimal risk or greater than minimal risk with the prospect of direct
benefit. However, the IRB may impose additional requirements if the research and/or
status of the child(ren) warrant additional safeguards. New York state laws and NYC
ACS policies will be considered during review of research that involves wards.

than minimal risk and does not
CFR 46.407) when such
nducted in a facility at which

Wards may only be included in research that is gre
offer the prospect of direct benefit (45 CFR 46.40
research is either related to their status as war

most of the children are not wards.

research igygreater than minimal

t benefifhan al te or advocates who
re Being upheld must be

any other individual acting on
is. One individual may serve as

If it is proposed that wards will be e
risk and does not offer the prospe
will serve to ensure the best in f each child
appointed, in addition to obta% rmission
behalf of the child, e.g., a norin

an advocate for more tha

i hild. ther the investigator, the IRB, or ACS
provides suggestions @ ypropriat atesf'the selection requires approval by the
IRB after consu@ ith or apptoval from ACS.

The CU pelie¥, SResearch Ifavolv ildren” (Reference Document #107), provides
detailed info on regarding the protections required when children are subjects in
research.

7. Review of Research Involving Other Vulnerable Adults

When all or some of the subjects in proposed research are vulnerable adults, the Boards
will ensure that additional protections are included where necessary to uphold the

principles of respect for persons, justice, and beneficence. Specific requirements for the
inclusion of pregnant women and prisoners are described elsewhere in these procedures.

Adults may be considered to be vulnerable for a variety of reasons, including but not
limited to:

a. incarceration;

b. impaired cognitive capacity, either temporary or permanent;

c. economic or educational disadvantage;
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d. inability to speak or understand English;
e. medical condition; or
f. relationship to researcher.
When the IRB, or designated expedited reviewer, finds that the subjects in a research

protocol are vulnerable, additional safeguards will be considered on a protocol-by-
protocol basis (21 CFR 56.111(b); 45 CFR 46.111(b)).

For studies involving the possibility of consent by legally authorized representatives for
adult subjects, the IRB must consider how it should be determined that a subject is
capable of providing his/her own consent, who may legally provide consent if the subject
is not capable, and the issue of subject assent. The IRB must determine whether assent is
necessary, and how it will be documented if it is necesgary.

@ e with the particular group
dppropriate justification needs to

The IRB must first consider whether the research mus
of vulnerable subjects identified in the protocol.
be made for the inclusion of these subjects in ag ch that will not directly benefit
these subjects; this is especially important fo @ studies that present greater than
minimal risk of harm. Even with such j on, additidhalise eguards should be

included to minimize the vulnerabilit clyindividugls. @ may include
assignment of a research partner @0 Vemeni of sent form monitor.
. )

8. Review of Research Inv on-En

ng Subjects

The Belmont Report ideg ‘res for persons” as two fundamental
ethical principles that
principle of jusgi ui Yat th@a s #hd benefits of research are equitably

distributed. 1ple of reg‘t persons requires that “adequate standards for

c§ “Justice”

informed conse satisfied” s that stibjects are provided with sufficient meaningful
information to decide wheth want to enroll in a research study.

In the review of a protocol the IRB will evaluate the information on the Subjects page
entered in Rascal by the research team and determine the number or percentage, if any, of
non-English speaking subjects that are expected to be enrolled. In addition, the research
team can self-declare their intent to target non-English speaking subjects within the
Recruitment & Consent page in Rascal. If the enrollment of non-English speaking
subjects is anticipated, determinations will be made regarding the need for translation of
study instruments and consent documents, in accordance with federal regulations and the
CU IRB policy, “Enrollment of Non-English Speaking Subjects” (Reference Document
#101). This policy also defines acceptable translators and describes the short form
consent process, which utilizes verbal consent when a non-English speaking subject is
unexpectedly encountered.

It is important that means of effective communication with non-English speaking subjects
throughout the course of their participation be considered by both the researchers and the
IRB.

Section VI: IRB Review Page VI - 30

IRB SOP V5.0 - Dec. 21, 2017
147


https://www.ecfr.gov/cgi-bin/text-idx?SID=ed9f1ea21f6391263893190952d86011&mc=true&node=pt21.1.56&rgn=div5#se21.1.56_1111
https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=1&SID=d80f201c02b4fc8fe2b2142e37e647eb&ty=HTML&h=L&mc=true&n=pt45.1.46&r=PART#se45.1.46_1111
https://research.columbia.edu/sites/default/files/content/HRPO/Nonenglishspeakingsubjects.Revised.FINAL%20111909.pdf

9. Review of Research Involving International Sites

As noted previously in these documents, IRB review of international research raises
additional considerations related to obtaining local knowledge of applicable laws,
institutional commitments and regulations, standards of professional conduct and
practice, cultural norms, and local community attitudes (relative to the study site).
Physical, social and psychological risks may vary from those in the NYC communities
within which the Columbia campuses reside, i.e., the area “local to” the CUMC and CU-
MS IRBs. Assessing the risks and benefits of research conducted internationally may
raise challenges if there is not adequate knowledge of the local setting or population to be
included. Care must be taken to ensure that the cultural norms of the host country are
respected and that the participants will not suffer adverse consequences from
participation, such as being subjected to retaliation from local authorities or the local
community.

Research projects that take place outside the Unit es require compliance with
ntry. International research must
ssthe 1993 Council of

Conduct for Research Involving [

/

It is important for researc g provide in ation to address these considerations and
for the IRB to gain suffi owled e reés€arch locale to accurately assess the
risks and benefits os pa}'c 1on and fo ptovide appropriate protections to subjects. Use

of consultantsg&bothacceptable a&o ed.
The IRB must copusider the fgllowing in"addition to the review requirements described in

Section VI, and in other rele tions of this document:

a. The research protocol should generally be designed to address an issue
characteristic of the local setting, or conditions that affect the local setting,
particularly in developing countries. If the research is greater than minimal risk,
then the research should be designed to provide potential benefit to the subjects
and/or to the local community. If a research study is not designed accordingly,
the investigator should provide satisfactory justification as to why the study is
proposed to be conducted in the given setting(s).

b. In an effort to gain knowledge of the local setting, the IRB should consider the
most appropriate means of obtaining this information. The type of research, level
of risk, study population, location of the research and whether collaborative
efforts are involved are all factors that will affect the means of obtaining the
knowledge of the local setting.
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For all international research studies, researchers should provide details of the
local context within the protocol to provide a basis for the IRB review.

The IRB may obtain local knowledge from literature, documentation, or available
written information, or by inclusion of a consultant knowledgeable of the local
setting. For review of minimal risk studies, this level of knowledge may be
adequate for the IRB to make the necessary risk-related determinations.

For greater than minimal risk studies, efforts should be made to obtain review and
approval from an ethical review committee that is local to the study site or has
particular knowledge of the proposed setting. One source for identification of
potential international ethical review committees or IRBs is the list of IRBs
registered with OHRP.

IRBs should recognize that international ethica

Syiew committees which are
affiliated with an institution may not be willin 5&

gview research conducted by

investigators outside their institution. Ac ocal ethical review committees
may be facilitated when CU researche ate with researchers at the local
institution.

The local ethical review comuai t@RB sho co%with the IRB/ethics
committee composition re %ﬂs of applicabl ulations. If a foreign site
for which Columbia has r% ility wil ptaining local IRB/ethics
committee approval, search 28 a U.S. federal agency and/or is

FDA-regulated, t
CFR 46.107 and
review and app

obtain t@w y th&
If review, local mx;resea ch ethics committee cannot be obtained for

greater than minimal earch, the IRB review must include consultation by
an expert who is inde nt of the research team and is familiar with the local
site’s culture and norms. The research team may refer such an individual to
participate in the review by the convened CU IRB.

FR 56. pp

o

ition of'@ feviewing IRB may need to comply with 45
a

c. Obtaining informed consent in accordance with 45 CFR 46 and 21 CFR 50 in
certain international settings may raise challenges due to a difference in the norms
of the host country. The process for obtaining and documenting informed consent
must comply with U.S. regulations and with Columbia policy. Where local
practices are inconsistent with U.S. requirements an equivalent process may be
considered, e.g., in countries with spoken but no written language, appropriate
alterations to the consent process may be necessary.

If the legal age of consent differs in another country from New York State (NYS)
Law (i.e., 18 years of age), the IRB should accept the local age of majority when
considering who may provide their own consent.
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d. When consent and recruitment documents have already been translated into a
language other than English, the researcher should provide a copy of the
document in English, a copy in the language to be used in the foreign location,
and certification from an appropriate individual that the translated version of the
document is complete and does not contain information that is not presented
within the context of the approved English version of the document.

When the CU IRB-approved informed consent document in the local language is
reviewed by an international IRB or ethics committee, the local approved consent
document should be back-translated into English by an appropriate individual
who will certify that the resulting English version and the local consent document
are consistent in content, style, and level of readability. Back translation is
required for greater than minimal risk studies; the approval of the local review
committee is adequate verification for minima studies.

e. When the research will be conducted ig ar@u 10n or organization such as a
school, business, or hospital that is notaith e involved in the research, a
letter(s) of agreement should be submiittedfrom the appropriate official(s) (e.g.,
government officials, school ofﬁ munity %, chief executive
officers, etc.) indicating that the ré§earch protocl, an and all instruments to
be used, have been review %at the study 1s aeceptable to be conducted in
the institution or organiza§ e letter ¢

gement must be on letterhead
stationery and carry a @” oinal signa ise meet acceptable

professional stand oL A signed doeu

f. The research s uld providela p or oversight of the research that will be
condu: in‘ap igternation@l setti articularly when the CU research staff will
notb at the fordy

g. The research study s ovide a plan for IRB consideration that describes
data collection, prote or the confidentiality of the data, and transport of the
data back to CU, or elsewhere in the U.S. or another region.

1) If identifiable subject data will be collected by an individual(s) other than
those on the Columbia research team, or that (those) individual(s) will have
access to identifiable subject data, they must be identified and letters of
agreement to protect confidentiality should be presented to the IRB. An ITIA
may be required if the individual is engaged and is not affiliated with an
institution that has an IRB. If the non-Columbia researcher(s) will have
access to the data for research purposes, the extent of the access should be
specified.

2) Methods for assuring anonymity and/or confidentiality of all data must be
specified, particularly if the analysis will occur away from CU.
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3) Processes for transporting data from the international location to CU, with
particular reference to protecting the confidentiality of the data while in
transit, must be addressed.

h. If the research study will collect tissues or any other biological samples, the study
should provide a plan for the storage and use of the samples, and a plan to protect
confidentiality of the samples. If the samples will be transported back to CU or
the U.S., the protocol must provide a plan for shipment of the samples that is in
accordance with both the local country and U.S. regulations and policies.

Unsterilized specimens of human and animal tissues (such as blood, body
discharges, fluids, excretions or similar material) containing an infectious or
etiologic agent require a permit in order to be imported (USPHS 42 CFR 71) to
the U.S. Details on the regulatory requirements, process for obtaining a permit,
and shipping and handling of such tissues can und on the Centers for Disease
Control and Prevention (CDC) website.

If the material being imported has been
chemical treatment) and is known no
permit is not required for 1mport

gridesed sterile (e.g., radiation or

mtain infq'ous agents for humans, a

The HRPO recognizes that the % stances fQ arts of the guidance cited
above for international studie e 1nap e, such as with ethnographic
research, both domestic a atlonal archers observe, interact and
may live with subjectsgii atlve e onfent, often for long periods of time.
Research that prese @ erns tha 0 a population and its culture would,
by necessity, re ui afgtul consideration y the IRB and the researcher as to how
best to pr th sa d w re 0 subjects.

10. Review of P. ed Emergency Re earch
Planned emergency research b & to the study of acute, life-threatening clinical

situations. Often, informed consent from the subjects is not feasible because the subject
lacks the capacity to provide their own consent (e.g., unconscious) and/or there is
insufficient time because treatment must be promptly administered. The conduct of
planned research in life-threatening emergent situations requires special consideration by
the IRB, including considerations for exception from informed consent requirements.
FDA regulations at 21 CFR 50.24 and the conforming amendments in 21 CFR Parts 56,
312,314, 601, 812, and 814 provide a narrow exception for such research to the
requirement that the investigator obtain informed consent from each subject, or the
subject's legally authorized representative, prior to enrollment. The FDA-DHHS
Harmonized Rule on Waiver of Consent for Emergency Research permits application of
21 CFR 50.24 to planned emergency research situations that do not involve an FDA-
regulated drug, medical device, or biologic.
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If exception from informed consent is proposed for those subjects who are not capable of
providing consent, and will not have a legally authorized representative present, the
research plan must include not only public disclosure of the study to the community in
which the research will be conducted, but also community consultation. The purpose of
the community consultation is to assess whether members of the local population at large
would approve of the conduct of the emergency research, i.e., whether they are in favor
of such procedures being performed on them if they were in a particular emergency
situation. The community consultation should include individuals who represent the
targeted subject population that will be enrolled in the study, and must be completed
before IRB approval to enroll subjects is provided. It is recommended that the research
team meet with the IRB staff to discuss the plan for community consultation prior to its
initiation.

The plan for the emergency research study, including the plan for community
consultation and public disclosure, must also be approye@yin advance by FDA if the
research involves an investigational or FDA-approvedfprodiict. The plan must be
submitted to the FDA under an emergency /I@ he sponsor or PI responsible for
the IND/IDE. The community consultation a lic disclosures, however,

generally do not have to be completed prior t ission DA approval.
In order to approve an exception to i onsent foppla mergency research,
the IRB must find and document tha esearch inyolveS\gubjects who may be unable

to provide consent for themselves$y nica investigation involving an
FDA-regulated article, it will D D or IDE regulation, as
applicable; and the requir informed consent for emergency
discussed in more detail below. The

IRB may approve the s 1 proval of the IND/IDE. When this occurs, the
IRB approval spegi ent of subjects as appropriate until the IRB

receives noti /IDE, and all outstanding concerns have been
adequately addr .

If the emergency research st federally-supported or conducted and does not involve

an investigational or FDA-approved product, approval must be obtained from OHRP (on
behalf of the DHHS Secretary).

a. Exception from Informed Consent

The IRB responsible for the review, approval and continuing review of the clinical
investigation may approve the investigation without requiring that informed consent
be obtained from research subjects if the IRB finds and documents that the
requirements of 21 CFR 50.24, which include review and approval of the proposed
exception by FDA, are met. FDA review addresses the requirement in NY'S law that
consent may only be waived, for activities that meet the NYS definition of medical
research, if the activity is subject to federal oversight.
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In order to approve an emergency research consent exception, the Boards shall find
and document, with the concurrence of a licensed physician who is a member of, or
consultant to, the IRB and is not otherwise participating in the clinical investigation,
that:

1) the human subjects who will meet eligibility criteria will be in a life-
threatening situation, available treatments are unproven or unsatisfactory, and
the collection of valid scientific evidence, which may include evidence
obtained through randomized placebo-controlled investigations, is necessary
to determine the safety and effectiveness of particular interventions.

2) Obtaining informed consent is not feasible because:

a) subjects will not be able to give informed consent because of their medical
condition;

b) the intervention under investigatio administered before consent
from the subject’s LAR is feasible wless the LAR is with the subject or
arrives within a defined period§

c) there is no reasonable wa i fy prosp the individuals likely
to become eligible for ion in th@clin @ vestigation.
al

ds out - ospect of direct benefit to the

3) Participation in the re

subjects because
i 3 C ife- r%n 1tuation that necessitates
i th

ammal re-clinical studies have been conducted, and
i om those studies and related evidence supports
th 1ntervent10n to provide a direct benefit to the

the

c) risks associated with the investigation are reasonable in relation to what is
known about the medical condition of the potential class of subjects, the
risks and benefits of standard therapy, if any, and what is known about the
risks and benefits of the proposed intervention or activity.

4) The clinical investigation could not practicably be carried out without the
waiver.

5) The proposed investigational plan defines the length of the potential
therapeutic window based on scientific evidence, and the investigator has
committed to attempting to contact a LAR for each subject within that
window of time and, if feasible, to asking the LAR for consent within that
window rather than proceeding without consent. The investigator will
summarize the efforts made to contact LARs and make this information
available to the Board at the time of continuing review.
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6) The Board has reviewed and approved informed consent procedures and a
consent document consistent with 45 CFR 46.116 and 21 CFR 50.25. These
procedures and the consent document are to be used with subjects or their
legally authorized representatives in situations where use of such procedures
and documents is feasible.

7) Protection of the rights and welfare of the subjects will be provided, including,
at least:

a) Consultation (including, where appropriate, consultation carried out by the
Board) with representatives of the communities in which the clinical
investigation will be conducted and from which the subjects will be
drawn.

b) Public disclosure to the communities i the clinical investigation
will be conducted and from which ts will be drawn, prior to
initiation of the clinical investi ti@plans for the investigation and its
risks and expected benefits.

c) Public disclosure of suffici€tipi ation 0110w g completion of the
clinical investigation t% 1s¢' the comfaunit researchers of the

study, including the aphic characteristics of the research

population, and it&l
d) Establishment independ itoring committee to exercise

t dat
oversight ical investiga
mmitted, if feasible, to attempting to

e) If obtaifii rmed cOns
ifable, the Tnvestigator
C t Withi eutic window, a surrogate for the subject who is a

nthet
egally authorizedyrepresentative (in accordance with the IRB Informed
Consent Poli obtaining permission for the subject’s participation

t 1§ not feasible and a LAR 1is not reasonably

in the clinical tigation. The investigator will summarize efforts made
to contact surrogates and make this information available to the Boards at
the time of continuing review.

8) The application to the IRB clearly identified the procedures and environment
in which subjects would not be able to provide informed consent.

The Board will ensure that there are procedures in place to inform, at the
earliest feasible opportunity, each subject, or if the subject remains
incapacitated, a LAR of the subject, or if such a representative is not
reasonably available, a family member:

1) of the subject’s inclusion in the clinical investigation, the details of the
investigation and other information contained in the informed consent
document;
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2) that he or she may discontinue the subject’s participation at any time
without penalty or loss of benefits to which the subject is otherwise
entitled.

If an LAR or family member is informed about the clinical investigation, and
the subject’s condition improves such that he/she is capable of providing
informed consent, the subject is also to be informed as soon as possible.

If a subject is entered into a clinical investigation for which consent is waived
and the subject dies before an LAR or family member can be contacted,
information about the clinical investigation is to be provided to the subject’s
legally authorized representative or family member, if feasible. The IRB
should also be notified of such situations and provided with a summary of the
subject’s enrollment, the procedures condueted for research purposes, and
information relating to notification of the | authorized representative.
All study related documents are to,

@ y the IRB for at least three (3)
years after termination of the clinicdly gation, and the records shall be

accessible for inspection and cop by the FD

sponsor or the investig n for magketéd ducts

The Board will require tl%@te IND be obtained by the

The Board will prg
it determines tha
exception to

e investigator and sponsor when
inical investigation for which an

sed because the investigation does
not meet th f1a articulatediin FR 50.24 for exception to informed

co , oRb t ethical concerns. The notice shall

of

n reasons for isapproval.
The Board may réquise additional protections for subjects in an emergency
research consent study as appropriate.

11. Review of Research that involves Human Embryonic Stem Cells

Research that involves human embryonic stem cells must be reviewed by the University
Human Embryo and Human Embryonic Stem Cell Committee prior to review by the IRB.
In cases where this Committee determines that the research does not meet the criteria in
45 CFR 46 to be considered “human subjects research”, additional review by the IRB is
not required. Review by the IRB of research that involves human embryonic stem cells
will be conducted in accordance with the IRB Review Criteria described in 45 CFR 46,
the CU Policy on the Conduct of Research with Human Embryos and Human Embryonic
Stem Cells, and additional criteria identified in Section IV.B., “IRB Criteria for Review,”
items 8 through 10, of these procedures.

12. Review of Research Conducted by Students
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Many submissions for studies that will be conducted by students are received by the
Columbia IRBs each year. This is anticipated due to the nature of the institution and
encouraged in order to foster experience with research methodology and application of
ethical principles in research. Nonetheless, special consideration is required for these
projects due to the relative inexperience of student researchers.

All student projects are required to have an individual who meets the criteria to serve as
PI and assume overall responsibility for conduct of the study in accordance with the IRB-
approved protocol. In addition, some projects that may not technically meet the criteria
to be considered “research” per the federal regulations, but involve a significant level of
risk may be required to be submitted for IRB approval. These and other criteria for
student research projects are explained in detail in the IRB Student Research Policy and
in the accompanying guidance document (Reference Dgcument #304). Both may be
accessed on the IRB website. These documents shoul eviewed early in the
development of student research activities, to avoid d at may compromise the

ability of the student to complete the project ig t1 et course or degree deadlines.
‘ed or

-%ucted or is Otherwise

Many submissions for research th ect to federal'p y or regulation are received
by the IRB each year. Every atte de by ; %% to 1dentify applicable policies
and/or regulations, and to en he res Scquirements are met.

13. Review of Research that is Federally-s
Subject to Federal Policy

To facilitate a compreh
requirements, investig fc encou

at addresses all applicable regulatory
ovide relevant regulatory material (e.g.,
instructions frgfth am offieial) eir application to the IRB, particularly
when: a) the ource 1s e&lg ncy that may not frequently provide support
or become invo n the cendudt of human subjects research at Columbia (i.e., a
department other than DHH en a federal policy is applicable to a non-routine
situation; and c) when an ap le federal regulation has recently been revised.

To enhance the inclusion in IRB submissions of information that is required for
compliance with federal regulations that are unique to various agencies, the IRB has
prepared a guidance document (Reference Document 356, Additional Requirements for
Protocols Funded by Specific Federal Agencies or Subject to Specific Federal Policies)
which is posted on the IRB websites.

C. Review of Specific Types of Documents

1. Review of Recruitment Material

Any item that is intended to be used to encourage a potential subject to consider
volunteering for a research study must be reviewed and approved by the IRB before
being used. The FDA Guidelines indicate that advertising is considered to be an
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extension of the informed consent process, and thus subject to IRB review. Refer to the
FDA Information Sheet, “Recruiting Study Subjects”, for additional information.

The HRPO defines advertising as any research-related information that will be seen or
heard by a potential subject before he or she has read and signed a consent form for the
study. This means that advertising may include:

e printed items in newspapers, magazines, flyers, posters, etc.;

e radio announcements;

e TV productions or commercials;

e video presentations;

e internet postings;

e web pages;

e informational brochures; @

e letters to potential subjects;

e imprinted items (notebooks, bags@.. %
The IRB will review: @ \

the information conta@ adverti e SQ

the mode of thei

the fina 0

the fi - or videotrecorded

vertisements (or script thereof).

Advertising materials for nem ols that are submitted with the study materials will
generally be included in the ifitial convened or expedited review.

Advertising material submitted after initial approval of research will generally be
reviewed by expedited review. The Board member who is conducting the expedited
review may approve the material, require modifications before approval, or refer the
proposed materials to the convened IRB for consideration.

The IRB will ensure that advertisements and recruitment materials:
¢ Do not state or imply a certainty of favorable outcome or other benefits beyond
what was outlined in the consent document and the protocol.

e Do not include exculpatory language.

e Do not emphasize the payment or the amount to be paid, by such means as larger
or bold type.
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e Do not promise “free treatment” when the intent is only to say subjects will not be
charged for taking part in the investigation.

e Are limited to the information prospective subjects need to determine their
eligibility and interest, such as:

— The name and address of the investigator or research facility.
—  The purpose of the research or the condition under study.

— In summary form, the criteria that would be used to determine eligibility
for the study.

— A brief list of participation benefits, if any.
—  The time or other commitment required of the subjects.

— The location of the research and the per§gn or office to contact for further
information.

For FDA-regulated research, the IRB willEs@&t advertisements and recruitment
a

materials:

e Do not make claims, either ex li@ implicitly, e drug, biologic or
device under investigation thét nconsiste ith FDA labeling.

¢ Do not use terms, such w treatment, % medication” or “new drug”
without explaining th st articleffs Tavestigational.

¢ Do not include cgimpdnsation for participatign in a trial offered by a sponsor to
d for a di@ the purchase price of the product once it

involve a coupég g

had becasgpProv pmarketing.
Approved rec%t matenial be stamped with the IRB approval stamp. In some
instances, when recruitment 18ls will be commercially produced or for other

reasons, it may be difficult toggtamip. In those situations, the IRB may stamp one copy for
documentation, and accept a process whereby the stamped copy is retained by the
researcher for documentation of IRB approval, but the actual documents may be
produced and distributed without the stamp on each copy. This exception to stamping of
each copy is subject to the requirements of the facility in which copies will be posted,
e.g., NYP requires that each copy be stamped. Exceptions to NYP requirements for
posted advertisements may be considered on a case-by-case basis by the IO of NYP or
designee, which is facilitated by the ED or designee.

The approval stamp for non-exempt research will indicate the IRB number, and the dates
of approval and expiration. Approval stamps on documents related to exempt research
will include the date of the exempt determination date rather than approval and expiration
dates.
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IRB review of advertising that will be presented as audio or video advertising may
involve both scripts and copies of the recording prepared according to the script, when
appropriate. Actual recordings must be submitted for approval following approvable
review of the scripts. No deviation from the approved script is permitted without prior
IRB review and approval.

Miscellaneous points to keep in mind relative to recruitment:

e obtain permission and/or abide by local policy, as applicable, when posting
recruitment flyers in both public and private spaces, e.g., NYC has restrictions
and guidelines for posting documents in public places, and NYP restricts posting
in some areas;

e review by Columbia’s Communications & Public Affairs office, CUMC’s
Communications and Public Affairs office, and{or NYP’s Office of External
Relations is recommended, and may be require r recruitment outside of
Columbia, including but not limited to public announcements or press
releases; (Reference Document #312 provi % of these contacts and general
scope of authority).

2. Review of Funding Documentation@

procedures will be reviewed and requi illy funded projects. This material
will be reviewed by the IRB ini
included in the research p,

aluate

t1
determine necessary app , and to i k ersonnel. Verification of IRB
approval will be obtaineéd b¥Epre-award departipents of the University prior to creation of

an account fo is. \

3. Review of Investigatimwx Brochure

The IDB supplied by corporate sponsors will be reviewed by the primary reviewer, to
facilitate evaluation of risks and benefits through an understanding of the mechanism by
which the investigational product acts, preclinical and animal data, and the intricacies of

the study design. Review of the IDB occurs during both initial and continuing reviews,
and when a modification includes revision of the document (Reference Document #8).

4. Review of Payments to Participants

The reasons for which individuals decide to volunteer for research participation vary
widely. In no case, however, should an individual be induced to accept significant risk
for research purposes because of the monetary payment they may receive. The IRB, in

its review of payment schedules, must ensure that any monetary payment or other form of
compensation is fair, and that elements of coercion or undue influence are not present.
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When developed with consideration for the burden or expense that participation may
involve, compensation may be justifiable. It may be appropriate, for example, to
compensate individuals who participate in research studies for their time and effort, or for
transportation expenses. Token acknowledgment of the participants’ contribution to
science may also occur in the form of payment, provided it is reasonable. For studies that
do not offer the prospect of direct benefit, it may also be appropriate to provide
reasonable compensation to induce enrollment. In general, such inducement would only
be appropriate for minimal risk protocols.

It is important to distinguish “reimbursement” for costs of participation (e.g.,
transportation or child care expense) from compensation for time, effort, or
inconvenience of participation. The former is not considered income whereas the latter is
considered income. Compensation of $600 or more in a calendar year must be reported
to the IRS by the University therefore there are potential tax implications for the
participant. This must be described in the consent fo

e.,@u ed evenly among visits, when
ilarasits are significantly longer than
justi is provided. Individuals
€ compensation

Compensation should generally be pro-rated, j
more than one study visit is involved. If parti
others, an uneven distribution may be accepta
who withdraw prior to completing all s isifS should r
allotted for all visits that were compl

Completion “bonuses” may be acﬁ if reaso i.e., not so large that average
participants are compelled to study d simply to obtain the bonus.
Monetary compensation ildren reguireS\speesél consideration. In general, small age-
appropriate books or to referred forfyoung children; cash or a gift certificate of a
reasonable a approptiate fo er adolescents. The IRB will consider the
age of the ch d types o octdures when compensation to minors is
proposed. Pa to paremts fog their child’s participation will require special
consideration by the IRB.

c
&
O

-

The IRB will determine that:
e The amount of payment and the proposed method and timing of disbursement is
neither coercive nor presents undue influence.

e Credit for payment accrues as the study progresses and is not contingent upon the
subject completing the entire study.

e Any amount paid as a bonus for completion is reasonable and not so large as to
unduly induce subjects to stay in the study when they would otherwise have
withdrawn.

The following are prohibited:
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e Payments to professionals in exchange for referrals of potential subjects (“finder’s
fees”).

e Payments designed to accelerate recruitment that are tied to the rate or timing of
enrollment (“bonus payments”) unless they are judged not to interfere with providing
prospective subjects with sufficient opportunity to consider whether to participate and
do not increase the possibility of coercion or undue influence on investigators or
subjects.

Terms of all payments to participants, whether for reimbursement or compensation,
should be explained during the consent process, and clearly stated in consent documents.
Per NIH guidelines for writing consent documents, monetary compensation should not be
described as a benefit in the consent form. If Social Security numbers will be collected to
process payments, subjects should be so informed.
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VII. IRB Convened Meetings: Organization and Management
A. Schedule of Meetings

Each Board other than IRB Exp has regularly scheduled meetings, with additional meetings
scheduled as necessary. The schedule of meetings is available on Columbia’s HRPO website.

B. Agenda Preparation

Members of the Board to which a protocol is assigned have electronic access to all submitted
materials for any given Event via Rascal. HRPO staff strive to complete all administrative
reviews in order to finalize the meeting agenda and distribute it to members at least five
calendar days in advance of the meeting. Although members have access to the agenda
within Rascal, they are provided by email or through othergmeans with a copy of the Rascal
short agenda, which lists new protocols, modifications, reneWals, UPs, and Other Topics
along with reviewer assignments, as a reference. Board are also advised to review
the approved minutes from the prior meeting.

Within Rascal, members have access to pre-revi s from staff as well as all documents
and information submitted by the investigat 1 ay incl are not limited to, the
tigational drug Bgoch or drugs, device

sponsor’s protocol, package inserts or in

manuals, study instruments, consent %&s (including TeCtitment material), approvals
from other IRBs, authorizations from% ites, and(g pplications. In the case of
renewals, modifications, and UP rs also ; 3 to all prior submissions for the
protocol, with documentatio actiorjthat was taken.

C. Primary Reviewer % ents
Events that requi y the ¢ MR or are eligible for expedited review will be
hair

assigned to a prima iewer. gl'he ay elect to serve as the primary reviewer or
designate this responsibility to a ualified Board member.

More than one reviewer may be assigned to a protocol. Details of the primary reviewer
process may be found in the Process section (Section IV.C.) of these procedures.

D. Voting Requirements

No official action may be taken at a convened meeting unless a quorum is present either in
person or via teleconference or videoconference. Quorum is defined as more than one half of
all voting members listed on the IRB roster and a non-scientist is present. If members leave
the room and quorum is lost, votes cannot be taken until the quorum is restored. The IRB
will ensure and document that a quorum is present for review of each event that requires full
Board review.

It is preferable to have at least one member who represents the general perspective of
subjects present at convened meetings. This requirement is usually met through the
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attendance of a non-scientific member, who may also be an individual not affiliated with the
institution. The participation of alternate members who are substituting for regular non-
scientific or non-affiliated members will also satisfy this requirement.

The IRBs will defer to another meeting or obtain consultation if there is not at least one
person on the IRB roster with appropriate scientific or scholarly expertise, or other expertise
or knowledge, to conduct an in-depth review of the protocol or, at a minimum, be involved in
the review.

A motion that is seconded, then carried or denied by a majority of the voting members
present is required for acting on approvals, confirming determinations to defer subsequent
review to the Chair or primary reviewer (“pending”) or to the convened IRB (“return”),
confirming decisions by the convened IRB to suspend or terminate IRB approval, and
acknowledgement (where applicable). The Chair is a member of the IRB, and therefore,
he/she counts towards the quorum and his/her vote is cou

scal (i.e., table review until a
t reviewed due to time
horum orether administrative causes.

The Board does not have to vote to “defer”, as a
meeting in the future), an item that is on an agenda
constraints, absence of the primary reviewer, loss

(e.g., member of the research team, or, ancial conflict'®f interest related to
sponsorship of the study) may not vote,on‘@fly action &d to that research project. The
member will also not count toward orum : dy. When necessary to ensure
adequate expertise and/or undeista g of thegesearch guestion, a member with a conflict of
interest, such as a member @ Plorh ensfatus on a research project, may
present the study to the Bodgd affid answer{the Boagd’s questions prior to recusing him/herself

and leaving the g fgomfor the r&t scussion and vote for that study.

E. Minutes ‘ \

1. Recording of Minutes at th vened Meeting

A member who has a conflict of interest %‘ ct to thelese nder consideration

The minutes for a convened Board meeting must contain sufficient information to comply
with regulatory requirements and to serve as the documentation of attendance,
determinations, summaries of controverted issues and actions taken at the meeting.

Assigned IRB staff will be responsible for preparation of the minutes, and will follow the
standard Board guidelines, described in Reference Document #102. The minutes will, at a
minimum, clearly show the following:

a. Date and time of the meeting;

b. Identification of the individual who served as Chair, attendance, i.e., listing of
members who attended any part of the meeting, and voting status of
members/alternate members (and for whom each alternate served), attendance of staff
and guests, and for guests, the purpose of their attendance;
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c. Agenda categories brought before the Board, and clear identification of each item
and/or investigator the Board considers;

d. For each item reviewed:
1) Title and PI;
2) Name of primary reviewer(s);
3) A summary of discussion of controverted issues, with resolution;
4) The basis for requiring changes in or disapproving research;

5) Statement that IRB review criteria articulated in 45 CFR 46.111 and, if
applicable, 21 CFR 56.111 or other regulations, have been met (if action is
“approved”) or will be met after the clarifications/revisions requested by the
Board are addressed (if action is “pending”);

6) Determination of risk level for new protocols, grgging studies at the time of
continuing review, and events for which the ris 8l has changed since the last

review (if action is “approved”, or “p di@

7) For initial and continuing review, the period,

8) Waivers (e.g., some or all eleme rmed cofisedtmdocumentation of
informed consent, parental pegmiSgion) that arew and the basis for the

waiver;
9) A clear indication of t &d action takch item with a statement of the
vote, the number voti against ping, and total number voting;
10) Any additional pns required by th ard that may be satisfied after

approval of th adequately addressed before approval of the

withheldmtemyis provided (e.g., receipt of approved Certificate of Confidentiality
beforda orm may leased, or completion of educational requirements
before an indtvidual may participate in the research); and

11) Any changes in atten om the aforementioned list and voting status; this
should include the nandes 0f IRB members who leave the meeting because of a
conflict of interest along with a statement that a conflicting interest is the reason
for the absence.

f. For items that are returning to the Board after having been deferred back to the Board,
a statement of the area(s) that required significant revision and/or the area(s) of
primary concern;

g. For research involving minors, the applicable category of research per HHS and, as
applicable, FDA or other regulations, the basis for the determination, requirements for
parental permission and assent, requirements for documentation of assent,
determination of number of parents who must provide permission, and when
applicable, conditions for enrolling wards in research that is greater than minimal risk
with no prospect of direct benefit;
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h. For research involving pregnant women and fetuses, a statement that the research
meets the criteria for allowable research involving pregnant women, the basis for the
findings, and consent requirements;

1. For research involving prisoners, a statement that the research meets the criteria for
allowable research for prisoners, the basis for the findings, and documentation of
review by a prisoner representative;

j. For research involving other vulnerable adults, additional protections as determined
by the Board;

k. For research involving devices that are not approved by the FDA, a statement that the
IRB has determined whether the test product is a significant risk device or a
nonsignificant risk device; if the determination is significant risk, an IDE will usually
be required;

. For planned emergency research when informed con$ent will not be obtained,
reference to 21 CFR 50.24 (exception to informed @ nt requirement), the basis for
determination that the requirements of 21 CFRESOW ) (1-7) are satisfied, and a
summary of the IRB review of plans for commhity consultation per 21 CFR

50.24(b); and ‘

m. A summary of the discussion of non@amce incide%other new or old
business items, if any. 6 \
2. Approval of Minutes K Q

The minutes of agenda items #€w by a cony¢tne ard are administratively processed

after the convened meeti O stafi 1ewe Senior HRPO staff and, once
complete, sent for reviey b hair and} asfappropriate, other Board member(s). Once the
minutes for each gvent iewed bytthe Chadf, the minutes are entered into the minutes
module in Rasca finalized, aft iclythey are electronically approved by the Chair or
designee. Once the mifiutes arefapproyed by the Chair or designee, the protocol status for
each Event changes according t rd’s determination (approved or pending, returned
or deferred for items not approved). Rascal will automatically return protocol events that are

marked as pending or returned and automatically generates any follow up correspondence
entered in the minutes module by HRPO staff. LOAs or correspondence to request
clarification or revisions, as necessary, are then released by HRPO staftf with designated
authority.

Board members are notified by email that the minutes have been approved, with instructions
for reviewing the minutes in Rascal and/or an attached copy of the minutes. Board members
are reminded to pay particular attention to the minutes for items for which they served as the
primary reviewer. The presiding Chair will accept the minutes at a subsequent meeting of
the Board if no objections or requests for revisions are made.

3. Notification of IRB Action
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Investigators are notified in writing of IRB actions to approve, disapprove, suspend,
terminate or require changes to (in order to approve) research.

Upon approval or return of a submission, the study team receives an automated “action
taken” email that advises them that details of the action will be forthcoming via Rascal
correspondence or, in the case of approvals, by an electronic approval letter. Automated
approval emails state that although the submission has been approved, procedures should not
commence until the approval letter has been released; this helps to ensure that the study team
is aware of the conditions of IRB approval. Investigators are notified electronically via
Rascal correspondence of reasons for returns.

Letters of Approval (LOAs) (Reference Document #93) and Letters of Disapproval (LODs)
(Reference Document #96) are electronically generated and provided in Rascal. LOAs for
items approved at a convened meeting may be released bygenior HRPO officers. Release of
LOAs may be delegated to IRB Specialists (Board Coordipaters) as appropriate. LODs must
include the basis for the disapproval and may only be releé a senior HRPO officer.

IOs are provided with copies of minutes that reflectalRactions taken at convened meetings as
well as all approvals and exempt determinations @ sed outside of meetings. A summary
of the number of items reviewed, and identi eﬁ. 6f compli tters, reports of

leder

unanticipated problems requiring reporting,to al agendigs, a entification of
controverted issues is included in the %mo (Referenice Wocument #104) that
d

accompanies the minutes when forwatded 46 the 10s.

4. Appeal of IRB DecisioQQ \(‘L

LODs will include notifica at s/he may appeal the disapproval

the inveStigator
decision, in persosf of in gto the&vi in 30 days from release of the LOD.
lat

There is no regu thorityvr appeal of Board decisions in suspending or terminating

approval of research.
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VIII. Record Retention and Documentation

A. Records Maintained

All required records and reports specified by applicable federal regulations and these written
procedures (45 CFR 46.115; 21 CFR 56.115) are retained in Rascal and/or in IRB files (a
paper and/or electronic file may serve as retention of records as a back-up or for some
records that were not uploaded in the Rascal system).

Documentation of IRB activities and adherence to regulatory requirements is maintained:

1. Documents considered during IRB review, including but not limited to:

a.

I N

h.

1.

j-

all versions of research protocols submitted;

Investigator Drug Brochures, device manuals, package inserts for drugs, and other

similar supporting documentation;
, i@w ich accompany the protocols;

\)

gators;

recruitment materials; scientific evaluatiosn

all modifications or amendments to proto,

progress reports submitted by resear:

statements of significant new fi vided to & required by 45 CFR

116(b)(5), 21 CFR 50.25(b)(5K

approved consent documﬁ‘1

reports of unanticipat S; \(‘L
S\

ewal) s s; and

continuing review (e
data and safc iforing rep

2. Documentation of O administrativéreviews and IRB determinations and decisions,

including but not Timited to:

a.

notes, correspondence, IRB'r&viewer form and other documents reflecting actions
taken by a staff or IRB reviewer or Board,

approval and expiration dates;

determinations (e.g., waiver of informed consent, waiver of documentation of
informed consent, Subpart-specific determinations), restrictions (e.g., suspensions,
contingencies), and names of reviewers;

minutes of IRB meetings (see Section IV.D and VILE: Meeting Preparation and
Follow Up);findings of noncompliance and associated follow-up procedures;

correspondence between the IRB and the research investigators;

exemption determinations, including category of exemption, whether made by an IRB
Chair or ARC member;

reviews conducted under an expedited review process, including category, actions
taken by the reviewer such as returns or approval, and required determinations; and
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h. NHSR determinations, if submitted to the IRB via Rascal or to an IRB staff member
via email.

3. Membership, including but not limited to:
a. list of Board members and their alternates identified by:
1) name;
2) earned degrees;
3) representative capacity;
4) indications of experiences such as board certifications, licenses, etc.;

5) signed Confidentiality/Conflict of Interest Statement (Reference Document #76);

2

6) information sufficient to describe each member,
to the IRB deliberations;
7) any employment or other relationship between @ )

s chief anticipated contributions

ember and the institution; and

b. Board member curriculum vitae, appoint nt@, and other relevant
correspondence involving member servic

4. Emergency use reports. ]@ %
5. Activities of the Compliance Oversi ) includin& mited to:
s

a. reports submitted to the IRBe@r regar y subject complaints or injuries
to subjects;

b. reports of investigati

d to allegations of noncompliance; and
c. reports of not-for: dits.
6. Interactions wi eégu ator&c garding compliance and other reportable
matters.

7. Documentation liance r t&hips and activities, whether Columbia is a relying
institution or the reviewing |
B. IRB Files

Each protocol is assigned a unique number and is maintained in an individual file within
Rascal. The Rascal electronic record is considered to be the official IRB file. Copies of some
submissions or documents relating to submissions may also exist in paper form in file
cabinets located in the IRB office area; in secured, long-term, off-site storage; or in electronic
form on office servers. Original hard copy IRB records may not be removed from the IRB
Office without the written approval of the ED, DIM or DO.

IRB records, including records relating to research protocols, are confidential to the extent
possible and allowed by law, and access is limited. Individual protocol files are accessible to
members of the study team and approvers listed on the submissions, HRPO administrative
staff, IRB members, Columbia personnel and business associates who need to access the files
to fulfill their institutional or contractual responsibilities (e.g., CTO/SPA/RCT/OFBC staff,
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OGC, outside counsel), representatives of regulatory and accrediting agencies (e.g., OHRP,
FDA, AAHRPP), authorized representatives of sponsors with appropriate controls, and
others for whom the ED and/or DO have authorized access. Access to IRB minutes and other
files is likewise restricted to individuals with a legitimate need to review the material.
Copying of material is acceptable only in certain circumstances.

C. Record Retention Term

1. Research Records

In general, records relating to a specific research activity, including research records
collected by investigators, must be maintained for at least three years after completion of
the research (45 CFR 46.115(b); 21 CFR 56.115(b); 21 CFR 312.62). This minimum
retention period applies whether or not any subjects were enrolled in the study.

ained for at least two years after
ot approved, records should be
dted and FDA is notified (note the
studies);

a. If'the research is FDA regulated, records should bg
approval of the investigational agent by FDA; ife
retained at least two years after the study §tefia
additional requirement below for clinical

b. If the research involves clinical inte(@u or clinical -.' @ stic procedures at
CUMC and/or NYP, the clinical - ncluding% forms that document
these research-related proced& iffed in ical records by the

t be retaified
institution for at least seve per CU CP policies that are based on
state law. @ \

2. IRB Records

ords, ndw? ds that are not protocol specific (e.g.,
minutes, roste mmunicatigns nogrelated to a specific study), in Rascal will be
maintained withif®he systeriivand @n backup media so long as Rascal is used as

Columbia’s protocol submission@nd tracking system. If Rascal is superseded by another

electronic system, and all dat&"are not transferred to that system, the Rascal data will be
retained electronically for a period thereafter of at least three years.

Protocol-specific hard copy IRB records that are not in Rascal will be maintained on-site
for a minimum of 6 months after termination or withdrawal of the protocol. They may
then be transferred to long-term storage off-site.

Hard-copy IRB records that are not protocol specific (e.g., minutes, rosters, or
correspondence not related to a specific study) will be maintained on-site for at least 6
months after the period in which they are current. They may then be transferred to long-
term storage off-site.

Documents transferred to off-site storage will be retained for at least 3 years.

D. Procedures if PI Leaves Columbia
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https://www.ecfr.gov/cgi-bin/text-idx?SID=91d9aefd4bcd098369021b4066a7c5d5&mc=true&node=se21.5.312_162&rgn=div8

If a PI will be moving to another institution, the procedures related to retention of research
records will vary depending upon such factors as type of trial, status of the study, and
funding. Consultation with the IRB, and if the project is funded, with SPA and/or CTO,
should commence as soon as a move is confirmed. Related information related to transfer of
funded projects can be found in the Sponsored Projects Handbook.

Subject to approval of the department or school of the faculty member and the terms of
funding awards, contracts, or other agreements, the PI may take research records because
he/she is responsible for the data. The department or school of the faculty member must
retain complete copies of not only the research records that a faculty member may take with
him/her upon leaving Columbia, but also complete copies of the research records that were
obtained during the study for the above-mentioned retention periods.

pe, retained at CU or NYP, as
elated to clinical records,

Clinical records are the property of the institution and mu
applicable. If permitted by the relevant institutional polic

If PHI or other sensitive, identifiable data will bey
acceptable use and storage of the data may b@\

covered in the terms of a contract or gra%
E. Inspection of Records K

hen appsepriate j
R 46.1 @ ;2 vC R 56.115(¢)). Requests for
2 ust be received in writing and approved by

ement that describes
5d if such i ents are not otherwise

photocopying an ase
the ED, DIM or

G. Off-site Storage of IRB Fil
Hard copy study files may be stored off-site if they meet the following qualifications:

e the study has been terminated and no submissions for the file are pending a review;
e the study was disapproved; or
e the study was never approved due to failure to respond satisfactorily to IRB requests.

Off-site storage location: Morgan Manhattan
1405 Jerome Ave.
Bronx, NY 10452
Telephone: 718-538-3976
Fax: 718-538-3978

The storage space is alarm-protected and fireproof. Retrieval of a file is generally completed
within 1-2 business days after a request.
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Shipment or retrieval of any item to or from off-site storage may occur only after approval is
provided by the ED, DO, or DIM. A log is kept in the IRB office of all files transferred to
off-site storage.
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IX. Oversight Monitoring

The Columbia HRPP assures oversight monitoring of human subjects research by various means,
such as:

1) continuing review of non-exempt research by the IRB at least annually and inquiries with
investigators and/or into research records following concerns raised by IRB review;

2) IRB review of UPs;

3) requiring data and safety monitoring by either an internal or external committee, when
applicable;

4) compliance oversight initiatives by the COT, including for-cause and routine (i.e., “not-
for-cause”) investigations, and oversight monitoring of studies that had prior compliance
concerns;

5) additional reviews, investigations or monitoring by th SC, RDRC, or IBC, as
necessary;

6) oversight monitoring activities conducted by th

Center Clinical Protocol and Data Managemon ce (CPIOM)

7) COT’s review of any audit conducted b ral agengy (€. A, NCI) or external
organization (e.g., audits performed rative onc& ups); these reports are
forwarded to the COT; and

6) additional reviews conducte the C

Furthermore, quality improvem®&nt et rts proy, RPO, as described in Section XI,
i o an subjects research.

A. Renewal (Contisfuing Review

As described in Sections IH.D.SMX and VI.A.7, continuing review serves a key role in

monitoring of all non-exempt hutg@nSubjects research. By requiring submission of a report
of the progress of the study during the past approval period, the IRB receives information
about and insights into the risks associated with the study and the quality of study
management. Through these insights, the IRB may make determinations that additional
oversight monitoring may be necessary and, in such cases, consider what additional measures
may be needed. The IRB may require, for example, the study team to provide additional
reports, or may refer a given study to the COT for further investigation or audit.

HRPO staff and IRB members are mindful of the expiration dates of IRB approval during the
review process, particularly when subjects are actively participating and an interruption in
the conduct of study procedures may pose an increase in risk to those subjects. While the
IRB may not extend the IRB approval period without additional review, consideration by the
IRB Chair may be given to allowing the continued participation of enrolled subjects to
prevent harm or an increase in risk of harm, if the continuing review cannot be completed by

Section IX: Oversight Monitoring Page IX -1

IRB SOP V5.0 — Dec. 20, 2017
172



the expiration date of the current IRB approval. Investigators are advised to submit renewal
requests sufficiently in advance of the expiration date to ensure sufficient time for review.

B. Review of Unanticipated Problems Involving Risks to Subjects or Others (Including
Adverse Events)

The review of UPs (i.e., adverse events, risks, or problems that were not expected at the onset
of the research or at the time of the most recent IRB review, at least possibly related to the
research and suggest an increase in risk of harm) serves an important role in the oversight of
human subjects in research. The process for IRB review of UPs is described in Sections
V.A.4 and VLA 3.

Timing of and action subsequent to IRB review of UPs depends on the severity of the event,
relationship of the event to the test article and/or research agctivity, and whether the event
occurred under the auspices of Columbia or at another siteghag relies on a non-Columbia IRB
for review of the event(s). The CU IRBs review reports o $promptly, with priority
depending on how these criteria apply to the situatio mary of UPs is required at the
time of continuing review.

C. Data and Safety Monitoring

r Certain research studies as
anducted by Columbia (either at
formation from the applicable

The IRB will review a data and safety ing pla
described in Section V.B.6. Durin e of stu j
Columbia or elsewhere), the IRB iew an

data and safety monitoring boaigd mltte d ess any relevant IRB concerns. The

IRB will also rely on the da @ safety m. rd and/or the sponsor to provide

assessments of the adve seQycHitS and oth t may occur during the study.

D. Reviews or ing by th %h harmacy, Radiation Safety Committees, or
Institutional Bi ty Co

For monitoring of human subj e‘m&arch providing specific risks from radiation, hazardous
materials (including research with human organs, tissues, or fluids), or investigational drugs
and devices, the IRB may also rely on oversight provided by the RP, JRSC, RDRC, RSO
(which provides administrative support to both radiation committees) or the IBC. The
Columbia HRPP provides for effective partnering and communication between each of these
committees or offices and the IRB as appropriate. The IRB may rely upon either the COT or
oversight monitoring by these other groups in lieu of, or as an adjunct to, the oversight
monitoring provided by the IRB.

To enhance the oversight of human subjects research/clinical investigations involving
ionizing radiation, communication between the IRB and radiation safety committees (i.e.,
JRSC and RDRC) includes:

1) Documentation in the IRB module of the JRSC or RDRC, as applicable, review and
approval of Appendix H (JRSC/RDRC application) that is appended to the IRB
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protocol. The RSO, which administers the JRSC and RDRC, has access to the IRB
protocol, including documentation of review and status, and the Appendix.

2) For any UP related to an investigational radiopharmaceutical, radiation therapy or a
radiographic procedure, the IRB will forward the UP report along with documentation
of the IRB review of the event to the RDRC or JRSC, as appropriate.

When ionizing radiation exposure beyond that required for clinical care is proposed for
research purposes, IRB approval to commence the research, at least for the component of
research involving radiation, is not granted until RDRC or JRSC approval, as appropriate,
has been issued.

E. Reviews by Research Administration Offices

additional oversight of human

¢ $and COI disclosures. Each

of these ofﬁces will communicate with the HRPQ, to fesglye 1ssues regarding IRB review of
s de assurance of IRB review of

grants, review of subcontracts by the approprlate i nated resolutlon of conflict of
interest issues, terms of payment for researc d 1n_]urles iscellaneous issues that
could be identified during the routine revi ntracts o

F. Compliance Oversight

Compliance oversight proced
Noncompliance and IRB N@

ddress two s 8f Noncompliance: Research

pliance.
“Research Noncogfhian eans No o% by anyone other than the ED or any
member of th staff or t n 1s/her/their capacity as such).

“IRB Noncompliané&"means ‘\W liance by the ED of the HRPO or any member of the
h

HRPO staff or the IRB (in hi their capacity as such).

For purposes of IRB policy, “Noncompliance” means a failure to comply with (a) federal,
state or local laws or regulations or institutional policies governing the protection of human
subjects in research or (b) the requirements or determinations of the IRB.

The COT is responsible for the management of investigations of potential non-compliance.
The COT determines, with the input of the ED, which allegations of potential noncompliance
require investigation. If a HRPO staff member finds and determines that noncompliance is
nonsignificant based on the definition in the IRB “Noncompliance in Human Subjects
Research” policy (Reference Document #89), the findings are entered by the HRPO staff
member into the notes for review by the Chair or his/her designee and documented in the
minutes, as appropriate, for events that require convened review.

If the IRB has all necessary information and can appropriately make a noncompliance
determination, referral to the COT is not required. The IRB noncompliance determination
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will be reported to the COT, with a statement about whether any additional action by the
COT is necessary. All other incidents of potential noncompliance are reported to the COT,
which will determine whether an investigation is required and, if an audit is necessary,
whether a full or targeted audit is appropriate.

The response to an allegation of noncompliance consists of one to three phases, each of
which is explained in more detail in the IRB “Noncompliance in Human Subjects Research”
policy (Reference Document #89).

Phase 1 - Inquiry: the gathering of preliminary information and fact-finding to assess
whether an allegation has substance and, if so, whether an Investigation is warranted (an
“Inquiry”). This phase is brief and does not involve a substantive analysis of any
information, but determines whether the PI is actually gonducting, or has conducted, the
study, whether the information presented in the allegati pears to be potentially
relevant, the affiliation of the source of the allegation e University, and whether

any documents should be sequestered. i @
n

Phase 2 - Investigation: following an Inqui further payestigation of facts with
respect to whether Noncompliance has o “Inve fon”’). This phase may
involve an audit/review conducted b . Upon pl of all COT

investigations of potential nonco a report s released to the PI, and copied to the
ED, DIM, applicable IRB, applic% artment d epartments, appropriate

10(s), EVPR and, when appr: ,the rele bry agency and sponsor.

Phase 3 - Outcome: fo an Inv ation, determination as to whether
Noncompliance has oc and whaticoftective actions, if any, are required (an

“QOutcome”). \
If, at any point in th. e phas %us or continuing noncompliance is identified, the

noncompliance is reported prom thin 3 months) to the appropriate regulatory
agencies. When an investigation plete, a follow-up or final letter is sent to the
applicable regulatory agencies. For protocols that are funded by specific federal agencies,
there may be different or additional reporting requirements. Reference Document #356
provides information on the requirements of specific federal agencies.

The COT conducts routine audits of IRB-approved research for compliance with applicable
regulations as well as institutional policies. Research protocols are selected for routine audits
based on criteria that are periodically reviewed and revised according to the needs identified
by HRPO.

Additional oversight may consist of ongoing monitoring visits conducted by the COT in
cases where a follow-up audit/review may be necessary to confirm that certain required
corrective actions have been initiated/completed or appropriate follow-up to COT reports has
occurred. Regular ongoing monitoring visits by the COT may be conducted in cases where
serious and/or continuing noncompliance was identified.
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Related concepts of appeal, reconsideration, and notification to regulatory agencies are also
addressed in the IRB “Noncompliance in Human Subjects Research” policy (Reference
Document #89), as are guidelines for safeguards for the complainant and respondent, and
measures to ensure confidentiality, preserve evidence, and sequester documents.
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X. Education and Training

The CU HRPO considers ongoing education of IRB staff, Board members, and research
personnel to be of utmost importance in maintaining effective protection of human subjects in
research conducted under the auspices of the institution.

To the extent possible, documentation of educational activities supported by the HRPO and/or
attended by staff and IRB members is maintained.

A. Research Community
The following media and initiatives are used to keep the research community at Columbia up
to date on matters related to human subjects research:

1. website;

2. CUMC and CU-MS email listservs;

3. group meetings with research personnel and o ihdividuals involved in the Human
Research Protection Program., e.g., Mont nvestigator Meetings, quarterly

IRB 101 sessions, focus groups with r rsonne scal submission and
consent form training, and departme@etings/p es S;

4. Research Compliance F oundatio@urse;

5. Research Administration F Q

6. Clinical Research Newsl S

7. Clinical Research HA @ k; and \

8. IRB Educati Conferénces. (L
When the HRPO d ps poligy o %ce on a particular topic, the research community
is made aware of the material t he following process: a) dissemination of a broadcast
email message; b) posting on th HRPO website; and ¢) discussion at an educational

session scheduled by the HRPO, e.g., Monthly IRB-Investigator Meeting. Additional
measures may also be taken to disseminate the new information, e.g., direct email to
department Chairs, or meeting with faculty in one or more department(s) that are uniquely
affected by the information.

The CUMC and CU-MS HRPO offices host weekly Consultation Hours during which
research personnel may obtain consultation from a HRPO staff member within 15 minutes of
arrival, without having to make an appointment. This initiative supplements the service that
IRB staff regularly provide through email and phone responses to inquiries, and to
consultative meetings scheduled by research personnel with individual officers.

To facilitate communication between the HRPO and the research community, the HRPO
maintains one or more email accounts for receipt of inquiries related to the protection of
human subjects. The account(s) are monitored, and responses are generated, by HRPO staff.
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Analysis of the inquiries that are received may identify areas in which additional education is
needed.

The IRB Liaison Service, which is jointly supported by the HRPO and the Irving Institute, is
a free service available to CUMC researchers seeking assistance with understanding and
addressing IRB requirements and requests. The IRB Liaison serves as a link between the
IRB and CUMC investigators who have submitted or will submit a protocol for review by
one of the CUMC IRBs. The primary objective for this service is to improve the quality and
efficiency of human subject research protocol submissions and responses to IRB requests.

The IRB Liaison provides consultation in preparing protocols to be compliant with IRB
requirements. In addition, the IRB Liaison provides support to investigators for responding to
IRB reviews of research protocols, explanation of IRB requests and assistance in providing
appropriate responses and/or implementing requested changes. Consultations from the IRB
Liaison are in addition to existing consultation services pr: d by HRPO staff.

B. Board Members and Chairs

All incoming Board Members must attend an IR

IRB. This session includes exposure to the
IRB policies, and the RASCAL reviewer,

‘ tatlon being appointed to the
eport r federal regulations,

The following material is dlstrlbuted avallab newly appointed Board
Members:
1. Columbia IRB SOPs
2. CU IRB Member Qk (Ref en ument #368).
All Board Memb, red to ha wing training:
. appropna%ourse S e y Columbia policy for research personnel;
2. Columbia University HI rse.

Perusal of the OHRP Assurance Training modules is also recommended for IRB Chairs and
Members.

All Members are exposed to ongoing educational opportunities such as regional or local IRB
conferences and CU HRPO sponsored events. An educational event (e.g., conference or
educational retreat) is held periodically for all Board Members and staff. Continuing
education information is distributed to the Board Members on an ongoing basis, and is posted
on the HRPO web site for future reference. When the HRPO develops policy or guidance on
a particular topic, notification to IRB Chairs and members is through a group email to all
Chairs and members and/or presentation of the information at IRB meetings. The policy or
guidance is also discussed at an IRB Executive Committee meeting. The information is
posted on the HRPO website for easy reference.
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All Board Members and Chairs will have access to publications related to the protection of
human subjects in research, such as:

1. newsletters;
2. relevant articles; and

3. literature.
C. Administrative Staff
The HRPO holds regular education sessions such as presentation of unique case studies and

regulatory refresher training (“brown bag refresher training”) for HRPO staff as part of the
HPRO’s commitment to continuing education and professional development of staff. These

sessions address all facets of human subjects protections.
The following material is distributed or made available to@ Staff:
Columbia IRB SOPs;
relevant CU and all CU IRB pollcles
. reviewer forms and checklists; an
4. CU IRB guidance documents. ‘\

All HRPO Staff are required to h ollowin
required by Columbia policy for

woho=

1. appropriate Human rotectlon ur,
research personne
2. Columbla IPAA c
All staff have acces ther edxatl al opportunities, as resources allow. These include:

1. attending local and natio B conferences;

2. access to the Collaborative Institutional Training Initiative (CITI) online training
program; and

3. access to publications related to the protection of human subjects in research, such as:
a. newsletters;
b. relevant articles; and
c. literature.
When the HRPO releases policy or guidance on a particular topic, HRPO staff are notified
via group email. In addition, the information is posted on the CU HRPO website and within

the office’s shared electronic space for easy reference. Development of most policies and
guidance is a collaborative effort within the HRPO which facilitates an advanced
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understanding of the issues involved and the ability to apply the tenets immediately upon
release.

All eligible staff are encouraged to pursue the Certified IRB Professional (CIP) status, which
is obtained through successful completion of a comprehensive exam administered by Public
Responsibility in Medicine & Research (PRIM&R). PRIM&R is a membership organization
for IRB professionals and others involved in human subjects research. It disseminates
educational information via its Research Ethics Digest Self-Study Program, which allows
PRIM&R members to earn continuing education credits that can be applied toward renewal
of their CIP credential. Details regarding eligibility for the exam, the content of the exam,
and registration may be obtained from PRIM&R’s CIP website. The HRPO sponsors
PRIM&R membership for staff.

HRPO staff at the officer level are evaluated formally at lea
recommendations of the Human Resource department at
EVPR. The job descriptions for all HRPO Officers includh
both changes to existing relevant regulations and gtat

implemented.

D. Researchers @ \%
Before a protocol will be approved b @(B, the

offered by Columbia and receive

from the Rascal Training Cente part of I ogram administered through the
Biomedical Research Alliarfee a

ew Yor e
contact with subjects, cont confidéntial stidy data, or are otherwise engaged in the
research (i.e., key, omael)ihust alsdigomp raining in the protection of human subjects

prior to participa e researc

Online modules are accessible v \ascal Training Center and documentation of training
is maintained electronically with Rascal system. Some courses are managed through
the CITI system although for proper accounting all users must access the CITI courses
through Rascal. Since 2012, continuing HSP education every three years after completion of
TCO0087 has been required. The Rascal system sends automated reminders of the need for

continuing education at specified intervals prior to the 3-year anniversary of completion of
CU Human Subjects Training (TC0087).

t once per year as per the

mbia and required by the
quirement to stay abreast of
d those that are newly

Key personnel, i.e., personnel who are engaged in human subjects research, on the CUMC
campus must also complete the CUMC online HIPAA training course prior to participation
in research. If a protocol submitted from the CU-MS campus involves the use or disclosure
of protected health information as per the CU IRB Policy on the Privacy Rule and the Use of
Health Information in Research, completion of the HIPAA training course is also required for
research personnel named in the submission.
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Key personnel involved in human subjects research are required to have the following
training:

1. Columbia University HSP training;

2. Columbia University HIPAA training for all key personnel at CUMC, and any other
personnel who will use, disclose or access PHI;

3. the CITI Biomedical Research with Children online module, within the CITI HSP
course, if children will be involved as subjects;

4. the CITI FDA-regulated Research online module, within the CITI HSP course, with
“FDA-regulated” research considered to be a) that which is subject to FDA
regulation; or b) that which involves clinical procedures (e.g., biomedical testing,
collection or handling of biomedical specimens), if FDA-regulated drug(s) or medical
device(s) will be the focus of a study, or clinical reSearch will be conducted;

Hird-party provider, for all NIH-

previously completed GCP training by an acc £d]
' e conduct, oversight or

funded investigators and staff who are involxed(
management of a clinical trial;

6. the Informed Consent in Genetic Re course in R%r all CRCs who are
involved in obtaining informed cgfise m researghysu who will undergo
Genetic Testing as defined by il Rights icle 7 Section 79-1, when the
results of such Genetic Tes ill'be returne e subjects;

7. at CUMC, the Clinical Res¢ar¢h Coordinatorfmod#le in Rascal,, if an individual’s
role in greater than 1sk researchyis alent to a clinical research

coordinator (exam tudy inator, Regulatory Coordinator, Research
Nurse, Datag\Mafage arch, Assistantgpor other coordinator role); and
8. the S-Im imRascal, if'the alSo the sponsor of the project, meeting the
criteria of or” per@DA\egulations.
The HRPO holds regular educatigfial®essions for all researchers. Educational opportunities

are also available through departmental and divisional meetings, and by request.

Investigators are apprised of new or revised policies, procedures, and regulations by email
notification via the IRB listservs and posting on the CU HRPO website.

Explanation for required changes via return correspondence (i.e., in correspondence
transmitted when submitted materials are returned to the investigators) provides another
avenue for education on a protocol-specific basis.
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XI. Quality Assurance and Improvement

The goals of the Columbia IRB Quality Improvement (QI) Program are to improve the quality,
performance, and efficiency of IRB review, the IRB compliance oversight process, and other
internal processes. An additional goal is to enhance compliance activities within the Columbia
HRPO. The HRPO conducts various processes to monitor performance of the staff and Boards,
as well as to assess the effect of their efforts on both quality of submissions and the conduct of
approved research. The focus of these activities is on enhancing the ethical conduct of research
while also providing optimal customer service. Customers are defined as Investigators,
research staff, human subjects, and any other individuals or entities involved with the Columbia
HRPO.

Quality assurance and improvement activities are administered primarily under the direction of
the DO, who oversees the collection and processing of data that enables the HRPO to quantify
and assess the performance and efficiency of the IRB and the ersity researchers (relative to
quality and timeliness of submissions and responsiveness to Il
collected manually for assessment, Rascal reports are rated as necessary by, or under the
direction of, the DO, DIM, or ED. Additional details ai - pvdded in Reference Document

#355: Columbia Quality Improvement Program.

A. Assessment and Improvement Initiati @ernal Pr %
le such as t % ue of regular reports described
repare béadetermined based on institutional

the ED, r DIM for review, as applicable to
staff a o their work.

Reports may be prepared on a regular
below, or on an ad hoc basis. Repo
and office needs. Reports are fo
areas of responsibility and share

The DO or designee j e for the alysis of data and other information that is
collected on the qual d erforman\d Verall IRB operation. Recommendations made

by the ED, DO and/or ased ofiithesg analyses are forwarded to the relevant individuals
within the operation. Recommendat :

comprehensive reports are forwarded, as
appropriate, to the IRB Executive Comimittee.

Knowledge gained from the measures described provides input for educational efforts and
provides an opportunity to improve a process or policy.

Regular reports include but are not limited to the following:

1. Log In Queue report: Measures the number and timeliness of reviews of submissions and
responses from researchers to previous IRB correspondence or actions.

2. Delayed IRB Reviews by Team report: Identifies individual reviews by IRB members
that are pending for longer than two weeks but less than one month, and longer than one
month.

Reports on the processing of pre-reviews of new protocols, IRB turnaround time and IRB
processes are also generated on a regular basis and disseminated as appropriate.
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In addition to regular reports, HRPO staff conduct continuous quality improvement
initiatives to assess routine functions, e.g., minutes of IRB meetings to ensure regulatory
determinations, as applicable, are appropriately documented. Individuals with designated
authority to release LOA also conduct quality assurance review of protocols when LOA are
released.

B. Assessment and Improvement of External Processes

Various procedures will be conducted to assess the impact of IRB performance on researchers,
to identify areas for which education or training efforts should be implemented, to ensure that
study procedures are conducted in accordance with the protocol that was approved by the IRB,
and to gain an understanding of the services the IRB may provide that may facilitate the ethical
conduct of research.

These procedures may include, but are not limited to:

1. Researchers will be surveyed periodically to dete evels of satisfaction and to
identify areas in need of improvement.
2. Informed consent processes will be rand itored.
3. Unanticipated Problem reporting wi tored for w‘ of the reporting and
Unanticipated Problems Policy.

compliance with the Columbia R o the IRBwe
Processes, whether newly instituted, @[ improv pngoing, will be monitored

continuously for their effectivene \
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XII. Subject Outreach
A. Information for Potential Subjects

Information regarding the rights of research participants, and issues that an individual should
consider prior to enrolling in a research study, are distributed throughout clinical areas at
CUMC and in known subject recruitment areas throughout CU, and are posted on the HRPO
website.

The HRPO maintains a relationship with Community Board #12 (CB12), which represents
the Washington Heights area surrounding CUMC. The primary objectives for interactions
with CB12 and other community organizations is to inform the community about the role of
the IRBs and the HRPO, and their efforts to ensure the ethical conduct of research, and to
address any concerns that the community may have regarding research. The HRPO also
offers opportunities to inform the community about the diffeétgnces between standard practice
and research, the consent process for research, and inform! one should obtain to make an
informed decision whether or not to participate i

On the CU-MS campus, outreach efforts are foc n studen ho are the most frequent

subjects in research that is conducted on ca » Ofher resea iginating from CU-MS
faculty is conducted at non-Columbia si% it the U.S Jand .

The HRPO endeavors to be present a% dother community events where
information about the rights of p ants in resg paybe disseminated. At CUMC, the

HRPO is advised of such eve
investigators who conduct
Resource (CECR) that is s

or through the C

Posted on the HPR site is a linkyto information “For Research Participants”, the
objective of which is to inform 1al subjects of what they should consider before
enrolling in a research study and ide links to studies in which they may consider

participating. The “information to consider” is also provided in pamphlets that are
distributed at local health fairs and community events. With respect to providing information
about open studies, links are provided to the ClinicalTrials.gov website that provides basic
information about open clinical trials under the purview of the FDA, and to the RecruitMe
and ResearchMatch websites. RecruitMe is a CU initiative that both allows users to search
open studies at CU and to register to receive information about current or current studies.
ResearchMatch is an online recruitment tool through which individuals may enter their
interest in research participation, and researchers may obtain this information along with the
individuals’ contact information.

B. Information from Research Subjects and the Community

The HRPO receives information from investigators relating to community attitudes and
preference about research participation, particularly in regards to recruitment, privacy, and
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confidentiality. This information is obtained by the investigators through surveys,
interviews, and focus groups that are administered under IRB-approved protocols, and is
informative to the IRB review process.

Representatives from the HRPO, including senior leadership, meet periodically with
investigators who lead efforts to identify and address issues from the community that are
related to research. The purpose of these meetings is to create more interaction between
Columbia and the community, through enhanced communication among all parties and
increased awareness of barriers to participation in research, particularly in projects that offer
the prospect of direct benefit to participants.

CECR, which is facilitated by the Irving Institute for Clinical and Translational Research,
promotes health research that contributes to the health and well-being of the Upper
Manhattan communities. CECR fosters community partnegghips and participation in health
research through educational training, funding, and outrea portunities.

CECR collaborates with several other Irving Insti ute@r es including the Biomedical
Informatics Resource, the Clinical Research Resoutige; the Regulatory Knowledge and
Ethics Resource, as well as other CUMC centers @ Iti-sectegstakeholders in Northern
Manbhattan, and fosters community- engaged etween researchers, multi-

sector stakeholders, and the community
(1) Providing educational, trainin %dmg opportunitigs;
(2) Developing health-literate res& d servi acﬂltate recruitment and
retention of research parti 3

(3) Providing informatics jeg promote outreach social networking, and
research disseminati® ommunityestakehaldeCrs;
(4) Providing off-camptg space for he@lth gescarch, education, and promotion activities;

and
(5) Linking ¢ ity residen tNh esearch, information, and services
One of the main components of is the Columbia Community Partnership for Health
(CCPH). CCPH provides free s r health related activities to Columbia University

investigators and community groups and is designed to facilitate the health information and
research needs of our community residents, social service and community-based
organizations, and CUMC researchers. CECR supports community-engaged research
between CUMC researchers, multi-sector stakeholders, and the community at-large through
the Community Based Participatory Research Scholars and Awards program, the Health
Literacy Review Service, health lectures, and the Get Healthy Heights and Get Healthy
Harlem websites.

C. Compliance Hotline

The University maintains a confidential hotline through which concerns about Columbia
research may be reported by individuals who believe that they have observed or been subject
to (for example) unethical, illegal or suspicious behavior. Reports are confidential and
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allegations may be submitted anonymously. The phone number for the Hotline and a link to
the website are posted on the HRPO website.

D. IRB Education and Review

HRPO staff and IRB members receive information about, and guidance for how to address,
matters that influence the participation of community members in research that is conducted
or supported by Columbia. These include but are not limited to privacy and confidentiality
concerns, principles and methodologies involved in Community Based Participatory
Research (CBPR), local recruitment challenges, return of research results, and informed
consent.

Investigators who are experienced in the design and conduct of community participatory
research are available to provide consultation during IRB rgview of such research protocols,
and one or more will serve as alternate or regular IRB me

E. Evaluation of Outreach Efforts @

At least annually, the HRPO will evaluate the st utreachsefforts that are directed
towards identifying and addressing research sues of 1 ce to individuals who
are local to Columbia campuses and/or 1i exposedito re ent materials for
Columbia research projects. For the mpus, these'wouwld be residents in the
Washington Heights and Inwood co s, and ft U-MS campus, these would be

Columbia students.

The Subject Outreach Subc ee of th?ﬁ%ﬁon and Training Committee, under

the guidance of the ED or ill lead @nd doctiment these efforts.

Evaluation proce y includefon ore of the following:

e meetings With investigaters who conduct research in the Washington Heights and
Inwood communities a the CU-MS campus;

e review of progress reports for grants that are related to community outreach
activities;

e analysis of HRPO and IRB participation in research-related community events;

e consideration of the extent to which English and Spanish language brochures that
were produced through HRPO efforts and provide information for individuals to
consider prior to participating in research, have been distributed;

e discussions with representatives of the CTSA Community Engagement core to
consider current efforts and how HRPO-CTSA interaction related to community
engagement may be enhanced;

e discussions with representatives of the CTSA recruitment core to consider current
efforts and how HRPO-CTSA interaction related to recruitment matters may be
enhanced;
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e review of and revision to consent templates to ensure that information is presented at
the appropriate health literacy level;

e attendance at local Community Board meetings;

e meetings with representatives of Columbia schools through which research
participation is either required or is offered as a means to obtain credit towards
degree- or coursework;

e interaction with student representatives or organizations to discuss issues related to
research participation; and

e analysis of subject-related calls to the University Compliance Hotline and/or subject
complaints received by the HRPO.

Results of the evaluation efforts will be utilized to enhance outreach efforts. This may be done
through an increase in HRPO efforts to interact with prospectivig,subjects, revision to IRB
guidance related to recruitment and consent documents, updating ®f the subject information
brochures that are produced by the HRPO, enhanced inte@ investigators or entities at

Columbia who regularly conduct or facilitate commufi iipation in research, or other to-
be-developed activities.

Formalization of an advisory committee to identify’adld addres co%y research-related
matters, particularly those that are discover Columbegd projects, is under
discussion. The manner in which represefita of the woulld participate in such a
committee is also being considered. @ (—6

Section XII: Subject Outreach Page XII - 4

IRB SOP V5.0 — Dec. 20, 2017
187



Appendix I:

Abbreviations and Terms Used in Columbia University HRPO

Standard Operating Procedures 2017

A: Alphabetical Order

Abbreviation or Term* Explanation First Use
AAHRPP AssociaFion for the Accreditation of Human Research Intro
Protection Programs
ACS Administration for Children’s Services \
ADIM Assistant Director for IRB Management, HPRO I
AE Adverse Event \"
ARC Administrative Review Committee Intro
BB-IND Biologic IND 1
CB12 NYC Community Board Xl
CBPR Community Based Parti Xl
CC-DSMP gram \Y,
CCPH Xl
CDC Vi
CECR trce of the IITCR Xl
CFR Intro
CIOMS ation of Medical Sciences Vi
CIP |
CIRB Il
CITI 1
coc Certificate c\ConfidentiaIity 1
col Confli terest I
Columbia Columbia University Intro
coT Compliance Oversight Team I
CPDM The Herbert Irving Comprehensive Cancer Center Clinical IX
Protocol and Data Management Office
CPO Chief Privacy Officer I
CRCT Clinical Research Coordinator Training I
CRR Clinical Research Resource I
CTMAP Clinical Trials Monitori‘ng Assistance Program for FDA |
Regulated Human Subjects Research
CTO Clinical Trials Office Intro
CTSA Clinical and Translational Service Award I
cu Columbia University Intro
cumc Columbia University Medical Center Intro
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CU-MS Columbia University — Morningside campus Intro
D/Ads Directors/Assistant Directors, HRPO [
DCO Director for Compliance Oversight, HPRO I
Dean of the Faculties of Health Sciences and Medicine
Dean of CUMC Chief Executive, Columbia University Medical Center / Intro
DHHS or HHS U.S. Department of Health and Human Services Intro
DIM Director for IRB Management, HPRO |
DNA Deoxyribonucleic acid 1
DO Director of Operations, HPRO I
DoD U.S. Department of Defense Intro
DOE U S. Department of Education Intro
DOEn U.S. Department of Energy Intro
DSMB Data and Safety Monitoring Board 1
DSMC Data and Safety Monitoring Commniitte 1
ED Executive Director, HRPO Intro
EPA Environmental Protectio Intro
EU Emergency Use 1]
Event* RASCAL term for s ions to the IR iew (e.g., "
new protocol, ng
EVPR Executive Vj gsegrch Intro
FCOI Financi \
FDA U.S. Fo Intro
FERPA F vacy Act Intro
Full Board, conve F d, c v ediBoard, convened rgview, and
Board. /review/ vened m&g;’:ﬂ efer 'Fo an IRB review where a Il
quorum o\oar embers is present
FWA Feder Assurance Intro
GCP Good ical Practice \
HCP Health Care Proxy [
HDE Humanitarian Device Exemption Vi
HHS or DHHS U.S. Department of Health and Human Services Intro
HICCC Herbert Irving Comprehensive Cancer Center I
HIPAA Health Insurance Portability and Accountability Act I
HRPP Human Research Protection Program Intro
HSP Human Subjects Protection \Y
HSR Human Subjects Research Intro
HUD Humanitarian Use Device \
IAA IRB Authorization Agreement Il
IAP IND/IDE Assistance Program |
IBC Institutional Biosafety Committee I
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ICH International Conference on Harmonization Intro
ICOI Institutional Conflict of Interest Vv
IDB Investigator's Drug Brochure 1
IDE Investigational Device Exemption Intro
IEC IRB Executive Committee I
A Individual Investigator Agreement Il
IICTR Irving Institute for Clinical and Translational Research I
IND Investigational New Drug Intro
10 Institutional Official Intro
IRB Institutional Review Board (also referred to as "Board') Intro
IRB Exp CUMC.IRB forIaII research that initially qualifies for I
expedited review
ISFI Institutional Significant Financial Interests \'%
IT Information Technology Intro
JRSC Joint Radiation Safety Commi I
LAR Legally Authorized Repre i
LOA Letter of Approval v
LOD Letter of Disapprov, v
MP Master Protocg \
MSCHONY Intro
NCI Il
NGS 1
NHSR v
NHSR per 45 CFR 46 v
NIH National Ifystitutes of Health I
N1J Natio In&tutes of Justice Intro
NSR Non-signfiéant Risk designation for Medical Device W
NYC New York City I
NYP New York Presbyterian Hospital Intro
NYS New York State Vi
NYSPI New York State Psychiatric Institute I
OFBC Office for Billing Compliance I
0GC Office for General Counsel Intro
OHC Office of HIPAA Compliance I
OHRP U.S. Office for Human Research Protection Il
PHI Protected Health Information \
Pl Principal Investigator [
PMA Premarket Approval \
PPRA Protection of Pupil Rights Amendment Intro
PRMC Protocol Review and Monitoring Committee I
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PSA NYP Patient Services Administration I
Ql Columbia IRB Quality Improvement Program Xl
RAC NIH Recombinant DNA Advisory Council 1
RCT Office for Research Compliance and Training Intro
RDRC Radioactive Drug Research Committee I
RHI Research Health Information \Y
RP Research Pharmacy I
RSO Radiation Safety Office I
S-l Sponsor-Investigator |
sIRB single IRB of record for a multi-site review 1
SOP Standard Operating Procedures Intro
SPA Sponsored Projects Administration Intro
SR Significant Risk designation for me&evice W
SSNs Social Security Numbers L \Y
STC Spanish Translation Center I
The University Columbia University Intro
u.s. United States Intro

Unanticipated Pro cts or
up Others i .
VPRO Vice Presid{ Intro

Abbreviation Qerms Used 1 Xumbia University HRPO
ndard Ow cedures 2017
n Qrder of Appearance

Abbreviation or Term* | Explanation First Use
AAHRPP Associajcion for the Accreditation of Human Research Intro

Protection Programs
ARC Administrative Review Committee Intro
CFR Code of Federal Regulations Intro
Columbia Columbia University Intro
CTO Clinical Trials Office Intro
CU Columbia University Intro
cumc Columbia University Medical Center Intro
CU-MS Columbia University — Morningside campus Intro

Dean of the Faculties of Health Sciences and Medicine
Dean of CUMC Chief Executive, Columbia University Medical Center ! Intro
DHHS or HHS U.S. Department of Health and Human Services Intro
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DoD U.S. Department of Defense Intro
DOE U S. Department of Education Intro
DOEn U.S. Department of Energy Intro
ED Executive Director, HRPO Intro
EPA Environmental Protection Agency Intro
EVPR Executive Vice President for Research Intro
FDA U.S. Food and Drug Administration Intro
FERPA Family Education Rights and Privacy Act Intro
FWA Federalwide Assurance Intro
HHS or DHHS U.S. Department of Health and Human Services Intro
HRPP Human Research Protection Program Intro
HSR Human Subjects Research Intro
ICH International Conference on Harmohization Intro
IDE Investigational Device Exemption Intro
IND Investigational New Drug Intro
10 Institutional Official Intro
IRB Institutional Review Boa p referre as "Board') Intro
IT % Intro
MSCHONY ilg i % K Intro
NI i Intro
NYP i it Intro
0GC Intro
PPRA ment Intro
RCT r Resea m mpliance and Training Intro
SOP , Intro
SPA | Sponsored\Proj Intro
The University Columbia University Intro
u.S. Unite AY Intro
VPRO Vice President for Research Operations Intro
ADIM Assistant Director for IRB Management, HPRO |
CIP Certified IRB Professional I
col Conflict of Interest I
coT Compliance Oversight Team I
CPO Chief Privacy Officer I
CRCT Clinical Research Coordinator Training I
CRR Clinical Research Resource I
CTMAP Clinical Trials Monitori‘ng Assistance Program for FDA |
Regulated Human Subjects Research
CTSA Clinical and Translational Service Award I
D/Ads Directors/Assistant Directors, HRPO I
DCO Director for Compliance Oversight, HPRO |
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DIM Director for IRB Management, HPRO |
DO Director of Operations, HPRO I
HICCC Herbert Irving Comprehensive Cancer Center I
HIPAA Health Insurance Portability and Accountability Act I
IAP IND/IDE Assistance Program |
IBC Institutional Biosafety Committee I
IEC IRB Executive Committee I
IICTR Irving Institute for Clinical and Translational Research I
JRSC Joint Radiation Safety Committee I
NIH National Institutes of Health I
NYC New York City I
NYSPI New York State Psychiatric Institute I
OFBC Office for Billing Compliance I
OHC Office of HIPAA Compliance I
PRMC Protocol Review and Monitorifig £0 ittee I
PSA NYP Patient Services Admihisttatio |
RDRC Radioactive Drug Resea @ amittee I
RP Research Pharmacyf 4 - % I
RSO Radiation Safety®ffltes? R |
Sl Sponsor-In I
STC Spanish I
CIRB Centra I

Full Board, convened
Board./review/m

IAA IRB A orktion greement I
1A Indivi \hstigator Agreement Il
IRB Exp CUMC. forIaII research that initially qualifies for I
expedited review
NCI National Cancer Institute Il
OHRP U.S. Office for Human Research Protection Il
BB-IND Biologic IND 1]
CITI Collaborative IRB Training Initiative I
cocC Certificate of Confidentiality I
DNA Deoxyribonucleic acid Il
DSMB Data and Safety Monitoring Board 1
DSMC Data and Safety Monitoring Committee Il
EU Emergency Use 1l
Event* RASCAL term for submissions to the IRB for review (e.g., "

new protocol, modification, renewal)
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HCP Health Care Proxy 1
IDB Investigator's Drug Brochure 1l
LAR Legally Authorized Representative I
NGS National Government Services 1
Pl Principal Investigator 11
RAC NIH Recombinant DNA Advisory Council 1l
sIRB single IRB of record for a multi-site review Il
UP Unanticipated Problem involving Risks to Subjects or "
Others
LOA Letter of Approval v
LOD Letter of Disapproval v
NHSR Not Human Subjects Research v
NHSR per 45 CFR 46 Not Human Subjects Research per FR 46 v
AE Adverse Event 73 \Y
CC-DSMP Cancer Center Data and Safe Y oRitoring Program \Y
FCOI Financial Conflict of Inte \
GCP \
HSP \
ICOI \Y
ISFI \
PHI \
RHI \Y
SSNs Vv
ACS i ion for C h's Services Vi
CbC nters f(( I& trol and Prevention \
CIOMS Coungi ofNernat onal Organization of Medical Sciences W
HDE Huma [ Ni)evice Exemption Vi
HUD Huma rian Use Device \
MP Master Protocol \
NSR Non-significant Risk designation for Medical Device \
NYS New York State \
PMA Premarket Approval \
SR Significant Risk designation for medical device W
CPDM The Herbert Irving Comprehensive (.?ancer Center Clinical IX
Protocol and Data Management Office
Ql Columbia IRB Quality Improvement Program Xl
CB12 NYC Community Board 12 Xl
CBPR Community Based Participatory Research Xl
CCPH Columbia Community Partnership for Health Xl
CECR Community Engagement Core Resource of the IITCR Xl
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Appendix 1T
Referenced Regulations, Laws, Standards

The Belmont Report; Ethical Principles and Guidelines for the Protection of Human Subjects of
Research

Department of Health and Human Services (HHS) Regulations for the Protection of Human
Subjects, 45 CFR Part 46, Subparts A (Common Rule), B, C, D and E

United States Food and Drug Administration (FDA) regulations for the Protection of Human
Subjects, 21 CFR Parts 50, 56, 312, 600, and 812

HHS/FDA List of Expedited Review categories

Department of Education (DOE) regulations 34 CFR 97 inclu the Family Education Rights
and Privacy Act (FERPA), 34 CFR 99, the Protection of Pupi s Amendment, 34 CFR 98,
and the National Institute for Disability and Rehabili tio@a ch, 34 CFR 350

Department of Defense (DoD) regulations and DoD gtive (Do 3216.02

Environmental Protection Agency (EPA) re%®40 CFR 26.12 art A

National Institute of Justice regulatio

Department of Justice, Bureau regulatioy 512

Department of Energ%@m 10 CF 4@

Health Insurance Portabalit and Aceountability Act (HIPAA) Privacy Standard, 2006

New York State ARTICLE 24-A, P CTION OF HUMAN SUBJECTS

New York State Law Article 7, Section 79-1 Confidentiality of Genetic Tests

New York State Family Health Care Decisions Act

International Conference on Harmonization (ICH) “Guidance for Industry- E6 Good Clinical
Practice: Consolidated Guideline”

AAHRPP Accreditation Standards
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https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=50
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=56
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRsearch.cfm?CFRPart=312
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https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=812
https://www2.ed.gov/policy/fund/reg/humansub/part97.html
https://www2.ed.gov/policy/gen/guid/fpco/pdf/ferparegs.pdf
https://www.gpo.gov/fdsys/pkg/CFR-2009-title34-vol1/xml/CFR-2009-title34-vol1-part98.xml
https://www.ecfr.gov/cgi-bin/text-idx?SID=9117e0b7886817d491bfcb863916aef0&node=34:2.1.1.1.4&rgn=div5
http://www.dtic.mil/whs/directives/corres/pdf/321602p.pdf
https://www.gpo.gov/fdsys/search/pagedetails.action?collectionCode=CFR&browsePath=Title+40%2FChapter+I%2FSubchapter+A%2FPart+26%2FSection+26.121&granuleId=CFR-2001-title40-vol1-sec26-121&packageId=CFR-2001-title40-vol1&collapse=true&fromBrowse=tru
http://law.justia.com/cfr/title28/28-2.0.1.1.4.html
http://law.justia.com/cfr/title28/28-2.0.3.1.7.html
https://www.hhs.gov/sites/default/files/ocr/privacy/hipaa/administrative/combined/hipaa-simplification-201303.pdf
https://www.hhs.gov/sites/default/files/ocr/privacy/hipaa/administrative/combined/hipaa-simplification-201303.pdf
https://www.nysenate.gov/legislation/laws/PBH/A24-A
https://www.nysenate.gov/legislation/laws/CVR/79-L
http://www.nysba.org/WorkArea/DownloadAsset.aspx?id=26473
http://www.nysba.org/WorkArea/DownloadAsset.aspx?id=26473
https://www.fda.gov/downloads/drugs/guidances/ucm073122.pdf
https://www.fda.gov/downloads/drugs/guidances/ucm073122.pdf
https://admin.share.aahrpp.org/Website%20Documents/AAHRPP_Accreditation_Standards.PDF
https://admin.share.aahrpp.org/Website%20Documents/AAHRPP_Accreditation_Standards.PDF
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Standard Operating Procedures Version §

- Chronology
Version | Effective Date Scope Signoff J—
4.0 June 12, 2012 All (Introduction, Sections I (
— XII, Appendices I and 1) / B
4.1 July 9, 2012 Revision of Section IX; T2 , .
Addition of Appendix III
4.2 Nov. 2,2012 Revision of Sections
Introduction, I1, II1, V, VII,
VI, IX, X, X1, X1,
Appendices 11, [11
5.0 December 21, All (Introduction, Sectio
2017 X1, Appendix I)
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