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New Policy on Research Involving Decisionally-lmpaired Adults

The Committee on Clinical In-
vestigation (CCI) has recently
developed a new policy ad-
dressing the involvement of
adults with decisional impair-
ment in research.

This policy was prompted after
the CCl conducted an internal
review and noted that adults
with decisional impairment
were recruited into research
protocols. In addition, children
with decisional impairment
were becoming adults during
the course of research. Both
situations present ethical and
regulatory challenges for obtain-
ing informed consent.

Adults with decisional impair-
ment include individuals whose
decision-making capability has
been restricted, in whole or in
part, by disease, mental iliness,
or other circumstances, and
who may not be legally compe-
tent to give informed consent.

This makes these subjects vul-
nerable to coercion, undue in-
fluence, and exploitation. The
Federal Regulations require
that IRBs take extra procedural
safeguards for these individu-
als. The regulations also re-
quire that consent be obtained
from a legally authorized repre-
sentative. In some cases, a
legally authorized representa-
tive is appointed through the
legal system. However, in many
other situations, there is a need
to determine a subject’s capaci-
ty to provide consent and
whether there is a need for
surrogate consent. In addition,
once a child turns 18, they are
required to consent on their
own behalf in order to remain in
the research study. This raises
some complex issues if the
individual is decisionally im-
paired.

New questions have been add-

ed to the protocol application
that ask investigators to think
about and address these issues
as pertinent to their research.

Here are the highlights of the
policy:

Adults with decisional impair-
ment may only be enrolled in:
(1) research that does not in-
volve more than minimal risk; or
(2) research that involves great-
er than minimal risk but pre-
sents the prospect of direct
benefit to the individual.

It is the general position of Chil-
dren’s Hospital that individuals
with decisional impairment will
not be enrolled in research that:

1) Involves greater than mini-
mal risk and no prospect of
direct benefit to individual sub-
jects. It is always possible seek
an exception with appropriate
justification.

(continued on page 3)

New Consent Form Template

The IRB has recently adopted
new template language for the
confidentiality, HIPAA, and sig-
nature sections of the research
informed consent document.
This was a collaborative effort
with the HIPAA Office, General
Counsel, and Education and
Quality Improvement Program
(EQuIP). We have revised and
combined the confidentiality
and HIPAA sections to be more

concise and less repetitive.

We noted that when these sec-
tions were separate, they often
contradicted each other and
repeated the same information.
There is no longer a separate
confidentiality section. If you
are working with a corporate
sponsor and they have provided
you with suggested confidential-
ity language, please make sure

it does not repeat what we al-
ready have included in our tem-
plate language, as this will only
lengthen the document unnec-
essarily.

We ask that protocol-specific
confidentiality information be
included in this new section.
Please also include the tem-
plate language provided. The
revised confidentiality section
reflects our rapidly-changing
environment; it has become
(continued on page 7)




Page 2 Human Subjects Protection Update

Memo-to-File: from the EQuIP Office

Take a few seconds to review the consent/assent form after obtaining each signature. Checking in real time
can help prevent seemingly small errors which can have large consequences at the end of a study.

Verify ‘Relationship to Child’: ensuring legal guardianship.

Ensure the parent/guardian specifies their relationship next to their signature. Never assume the rela-
tionship or write in the relationship for them. If the person is not a parent, there should be docu-
mentation demonstrating guardianship.

Documenting Assent: signature or reason

If required, ensure child/adolescent signs the subject line on the consent form or on a separate assent
form if IRB-approved. If assent is not obtained for a valid reason (e.g. too young), document rea-
son on the consent form.

Signatures & Dates: in the right place at the right time

Ensure all signees sign the correct line and date their own signatures using the correct date. If some-
one signed the wrong line or misdated their signature, have them correct the error before they
leave. Never date another person’s signature.

Correcting Errors the right way!

As with all documentation errors, there should be a clear audit trail; cross out with single line, date, and
initial and explain if correction is not obvious. Never black out an error or use white-out. Advice:
throw your white-out away!

Remember, a quick check of the consent when first obtained may save you a lot of questions and time
at the end of the study.

If you have any questions, please call Susie or Eunice at the EQuIP office — 5-5308.

Pre-Review Helpful Hints

The IRB staff has noted that, on occasion, the pre-review  Read questions carefully and provide complete re-
process has been prolonged due to a need for continuous ~ SPonses. The protocol will be sent back if the re-
feedback from our office. In an effort to help facilitate the sponses do not address the questions.

process and improve turnaround times, we would like to

When in doubt, or if there is any question as to what is
offer a few helpful hints:

being requested by the reviewer, please contact the
When a comment pertains to a specific question on the administrator for clarification before responding.
SmartForm page, the response to that question must be

revised to reflect the new information in addition to the

sticky note response.

Always be sure to revise documentation e.g. recruitment
materials, protocol outline, consent forms, etc. as required,
in addition to responding to the sticky note comment(s).

Review each sticky note thoroughly. If multiple comments
are included in the note, please ensure that each issue is
addressed fully.
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New Policy on Research Involving Decisionally-Impaired Adults, continued.

(continued from page 1)

2) Investigators will be asked to provide information as to how capaci-
ty to consent will be assessed. General competency measures, such
as the Clinical Dementia Rating, the Mini Mental Status Exam, or the
Activities of Daily Living Scale may be helpful to establish baseline
understanding of an individual’'s competency.

In protocols that contain significant risk, a formal psychiatric or medi-
cal assessment may be warranted by an individual who is not in-
volved with the research. In other situations, it may be possible for
investigators to consider a two-part consent process: (1) an assess-
ment of comprehension and recall (understanding in a strictly factual
sense of the parameters of the study); and (2) a test of personalized
understanding (how the specific benefits, harms, alternatives, and
consequences of this study apply to the individual subject’s situa-
tion). Protocols will be evaluated on a protocol-by-protocol basis de-
pending on the research, associated risk, and the population being
studied.

If an adult research subject cannot give consent and has not ex-
pressed dissent, then a surrogate decision maker must be found to
consent in the subject’s place. Federal law allows a legally author-
ized representative to consent for research on behalf of decisionally-
impaired persons. Currently, “legally authorized representative” is not
defined in federal or Massachusetts state law.

Based on guidance, Children’s Hospital Boston has decided to allow
consent from the following persons, in order of preference: a court-
appointed guardian who has clear authority to make health care deci-
sions; a person designated as a health care agent under a valid
health care proxy, with express authority to consent to research or
make health care decisions inclusive of the proposed; a durable pow-
er of attorney with express authority to consent to research or make
health care decisions inclusive of the proposed research; family
members: competent spouse, competent parent, or adult child.

Any other family members involved in the care of a patient wishing to
consent to research will be evaluated on a case-by-case basis. Ques-
tions regarding the use of family members may be directed to the
Office of General Counsel or the Director of Clinical Research Compli-
ance. Guardians, health care proxies, and durable power of attor-
neys should attach the appropriate documentation when signing con-
sent forms for research.

When a decisionally-impaired adult is unable to consent, it may still
be possible to obtain the individual’'s assent, and particularly dissent
should be considered.

If a child turns 18 during the course of a study and the study involves
continuing diagnostic/therapeutic procedures or any form of research
intervention, informed consent must be obtained from the now adult
in order to remain in the research. Parents do not automatically
maintain the ability to consent for the now-adult study subject if they
are decisionally-impaired unless parents have been appointed by the
court as the subject’s legal guardian. If there is no court appointed
guardian, the same policies as listed above will apply for legally au-
thorized representatives. A new consent document needs to be

signed with the appropriate legal guardian or the individual
providing surrogate consent.

If an investigator wants to enroll a decisionally-impaired adult
subject in a protocol when it was not anticipated that deci-
sionally-impaired subjects would be enrolled, the investigator
should contact the Office of Clinical Investigation or the Office
of General counsel to discuss the situation and consider any
special necessary arrangements in order to include the sub-
ject in the trial.

For the full policy please review the following link:
http://childrenshospital.org/cfapps/research/data_admin
Site2206/Documents

cipp_081 027 final_decisional_impairment.doc

Update on CCl Jurisdiction

This past July, the Medical Staff Executive Committee ap-
proved an updated policy for the jurisdiction of the Boston
Children’s Hospital (BCH) IRB, commonly known as the Com-
mittee on Clinical Investigation. This policy defines the
scope of research that must be reviewed by the BCH IRB.

While it is clear that research involving patients of the hospi-
tal requires review by the BCH IRB, it may be less obvious
that, if hospital staff perform research at other institutions—
internationally, in the community, or in their private practic-
es—but use the credentials of Children’s Hospital for publi-
cation, they must also receive IRB approval by the CHB IRB.
In some cases, arrangements can be made to rely on anoth-
er IRB; however, the research must be disclosed to the IRB
administrative office, who will help determine whether the
extent of the Children’s staff members involvement consti-
tutes engagement in human subject research and whether
reliance agreements can be utilized. If a reliance agree-
ment is used, it must be in writing.

The following criteria are the categories of research that
must be reviewed by the BCH IRB. The research:

1) is performed as part of an individual's academic re-
sponsibilities or an individual’'s employment responsibilities
or is conducted during hospital time or with any hospital
resources/money/space or

2) is being performed as part of a hospital training pro-
gram or

3) uses the name of Boston Children’s Hospital (BCH) as
part of an individual’s credentials for any type of publica-
tion, presentation, or abstract.

Work Force is defined as medical staff that have appoint-
ments as “active staff,” research staff, or employees of Bos-
ton Children’s Hospital or one of (continued on page 5)
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Human Subjects Protection Update

What Human Subject Training Satisfies the IRB’s Education Requirement?

Federal and hospital policies require that all persons conducting human subject research receive education in human
subject protections. At Boston Children’s we comply with these requirements by having every investigator and member of
the research team complete a basic training in human subject protections, and require refresher training every three
years. Initial training requires completion of the human subject training course offered through the Collaborative Institu-

tional Training Initiative, or CITI: https:

www.citiprogram.org. Continuing education requirements can be satisfied by tak-

ing CITI courses that have been designated for this purpose. There are also other options for satisfying the continuing
education requirement. Below is a list of the trainings that we offer and/or accept for satisfying educational requirements

as well as descriptions of them.

Basic Training:

Every person who is Pl of a an IRB
protocol, or anyone who is listed on
the research team and will either
interact with subjects, obtain their
consent, or handle their identifiable
data or specimens must complete
one of the following basic training
requirements.

CITI Biomedical - This a basic
course catered to investigators
working in biomedical sciences.

CITI Behavioral - This is a basic
course catered to investigators

working in social and behavioral
sciences.

CITI Non-Interventional - This is a
shortened course which only satis-
fies the training requirement for
individuals whose only involvement
is limited to handling of data or
specimens. Anyone who interacts
with subjects or obtains consent, or
who is Pl of a study requiring con-
sent or interaction, needs to have
completed one of the other Basic
Training courses in this list.

Training from Another Institution -
We accept basic human subject
training completed through other
Harvard affiliated institutions as
well as CITI (human subjects) cours-
es completed through other hospi-
tals or universities that use CITIl to
satisfy their own training require-
ments. On a case by case basis and
in limited situations, the IRB may
accept other training courses com-
pleted through other institutions.
Completion certificates from these
courses should be submitted to the
IRB Administrator to determine if

they can be accepted.
CITI “Original” - This was our first

CITI offering, discontinued in 2004
but still credited toward the basic

training requirement.

University of Rochester Course - This
was a book-based written course which
preceded our first CITI course offering.
It is no longer being used but we still
credit it for the basic training require-
ment.

Continuing Education (CE):

Our policy requires that everyone un-
dergo some form of continuing educa-
tion every three years. Below is a list
of the trainings that we offer and/or
accept for satisfying the continuing
education requirement. These courses
only satisfy the education requirement
for persons who already have complet-
ed one of the basic Training items
listed above.

CITI Refresher Course - This is a short
course will only count as continuing
education if the person has previously
completed a basic CITI course and
their basic training is on file with our
office. The content of this curriculum
is changed every three years so that
investigators do not take the same
course more than once.

CITI Good Clinical Practices (GCP) -
This is a short course on GCP offered
through the CITI site. Although we do
accept the GCP course for continuing
education, please note that the Re-
sponsible Conduct of Research (RCR)
or Conflict of Interest (COIl) courses
offered through CITI do not satisfy the
IRB’s basic training or the continuing
education requirements. These cours-
es may be necessary to complete for
other training requirements at the
hospital but do not count toward any
IRB requirement.

Introduction to Clinical Research
Course - This is a two-day intensive
course periodically offered by the Clini-
cal Research Center/CRC which ex-

poses new investigators to the con-
cepts and practices of clinical re-
search, including study design, clini-
cal trials, biostatistics, research
ethics, data management, and grant
writing. The target audience in-
cludes junior faculty, fellows, nurse
investigators, and any others who
may develop and write their own
research protocols. The Director of
Clinical Research Compliance
serves as faculty for this course.

Introduction to IRB Lecture - This is
a lecture given periodically to new
residents which covers the basics of
human subjects research and CHB
CCl requirements. Attendance is
taken at this lecture and CE credit is

given to attendees.

Education and Quality Improvement
(EQUIP) Review - An EQuIP study
review provides a research team
with a confidential evaluation of
their understanding and application
of applicable regulations and poli-
cies, and offers recommendations
to help them meet these require-
ments. EQUIP reviews are periodi-
cally conducted on randomly select-
ed protocols and can also be con-
ducted at the request of an investi-
gator. Individuals listed on the pro-
tocol who are present at both the
initial and closeout meetings re-
ceive continuing education credit.

EQuIP: New/Transfer Pl Orientation
- Investigators who are new to BCH
or have never before been Pl of a
BCH study involving intervention
with subjects are required to meet
briefly with the EQuIP team to re-
view responsibilities of the Pl role as
well as BCH resources available to
them. CE credit is given to investiga-
tors who complete the requirement.

EQuIP: PI-Sponsor Meeting - Investi-
gators (continued on page 5)
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Update on CCl Jurisdiction, continued

(continued from page 3) the Chil-
dren’s Foundations. Although staff
members may have appointments
at multiple institutions, staff are
usually considered “an employee”
or a “Work Force member” of one
institution. Staff who are paid by
Boston Children’s Hospital founda-
tions are considered part of the
Boston Children’s Hospital Work
Force. Human subject research
conducted by an “employee” or
“Boston Children’s Hospital Work
Force member” usually falls under
the jurisdiction of the Boston Chil-
dren’s Hospital. The BCH IRB will
review all covered research, regard-
less of the location of the research
or its source of financial support.

For research that is conducted off
Boston Children’s Hospital premis-
es, the IRB may wish to enter into a
reliance agreement with another
institution’s IRB. When there is a
question as to whether review by
BCH IRB may be necessary, or
whether a reliance agreement may
be possible, consultation with the
other organizations may also be
required to help make this determi-
nation.

The following are some less obvious
examples of when Boston Children’s
Hospital IRB approval is required:

1) A Work Force member con-
ducts research at a school, day
care center, company, community
center or another healthcare facili-
ty.

2) A Work Force member receives
a grant/subcontract through BCH,
but proposes to conduct the re-
search at another location.

3) A Work Force member with a
joint appointment receives a grant
through another institution to con-
duct research at an international
site.

4) Use of BCH data or samples
will be used at an offsite location.

5) A Work Force member obtains
an appointment at another site in
order to conduct research at that
location and is listed as a co-
investigator on the protocol submit-
ted at the other institution.

6) A Work Force member propos-
es to conduct research in their
private practice that is not affiliat-
ed with Children’s Hospital, but will
include their Boston Children’s
Hospital credentials in a publica-
tion.

7) A Work Force member consults
on the design of a research proto-
col to be conducted elsewhere and
also participates in data analysis.

In accordance with the Harvard
Cancer Center grant, Boston Chil-
dren’s Hospital has relinquished
review of cancer-related human
subject research to the Dana Farber
Cancer Institute through a reliance
agreement. A chart which summa-
rizes this arrangement may be
found in a policy titled “Determining
Whether a Protocol Requires Boston
Children’s Hospital or Dana Farber
Review”

(http://www.childrenshospital.org/
cfapps/research/data_admin
Site2206/Documents

cipp_051 0415 DFCI_CH.doc).

The institutional review boards
(IRBs) of several Harvard schools
and affiliated health care centers
have entered into a Common Recip-
rocal Reliance Agreement under the
CTSA awarded to Harvard University
Medical School. This agreement
creates a framework whereby inves-
tigators who wish to conduct a multi
-center clinical study can request
that the IRBs of the participating
centers rely on the review of one
center's IRB. In order to request
ceded review, investigators must
complete and submit a Cede Review
Form prior to submitting their IRB
application. Each participating IRB
makes the decision on a protocol-by

Human Subjects Protection Update

-protocol basis whether to rely on the
review of another IRB (to cede the re-
view) on a study or to conduct its own
full review.

There are many other situations that
may arise where it may be unclear
whether the IRB review of Boston Chil-
dren’s Hospital is required or whether a
reliance agreement is acceptable.
Please contact the Committee on Clini-
cal Investigation administrative office
when these questions arise. To view
the actual jurisdiction policy, you may
go to:
http://childrenshospital.org/cfapps/re
search/data_admin/Site2206/Docum
ents/cipp 031 001 cci_jurisdictiond.
pdf

What Human Subject
Training Satisfies the
IRB’s Education
Requirement?,
continued

(continued from page 4) who will be
responsible for an investigational
drug or device (sponsor of an IND,
IDE, NSR) are required to meet
briefly with the EQuIP team to re-
view responsibilities of the sponsor
role as well as BCH resources avail-
able to them. CE credit is given to
investigators who complete the
requirement.

Department Meeting - Periodically
members of our office are asked to
address department meetings on
topics related to human subjects
issues. Generally, the presentations
focus on issues of particular interest
or importance to the specific group.
Attendance is taken at these meet-
ings and CE credit is given to at-
tendees.

Research Protocol Case Discussions
- These are human subjects cases
presented (continued on page 6)
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What Human Subject Training
Satisfies the IRB’s Education
Requirement?, continued

(continued from page 5) by CCI to faculty/
staff groups offered to departments for an
opportunity to have research protocol case-
based discussions with their faculty at a
group meeting. CCI staff attend the depart-
mental meeting and lead discussion on re-
search protocol cases that are specifically
selected and developed for the particular
discipline giving investigators and their staffs
the opportunity to consider human subject
protection issues as they apply to an example
protocol. Attendance is taken at this lecture
and CE credit is given to attendees.

Roundtable Discussions with Research Nurs-
es and Coordinators - These are Research
Coordinators Rounds at which human subject
protection issues are presented by CCl staff.
Attendance is taken at these meetings and
CE credit is given to attendees.

Related:

How Do | View Training Information for Myself
or Research Team Members?

How Do | Print Training Certificates?

Robleinscky Anna
Dominguez Mitchell
ext. 5-5935 ext. 5-3296

Welcome, Siena Napoleon!

In April, a new IRB Administrator,
Siena Napoleon, joined our team.
Siena brings with her several years
of experience working in clinical
research in the Neurology and Psy-
chiatry departments at MGH, as
well as in the Genetics Lab at
McLean. She majored in psycholo-
gy and cognitive and linguistic sci-
ences at Wellesley and is currently
pursuing a master’s degree in pub-
lic health at Boston University with
a dual concentration in health poli-
cy and management and pharma-
ceuticals. Her experience and her
interests will prove valuable assets
to our team. Please join us in wel-
coming Siena to Boston Children’s
Hospital.

Human Subjects Protection Update

With the addition of Siena to the team, our office has reorganized the department
assignments. Please also note that we have changes the administration for Psychi-
atry (Siena Napoleon) and Radiology (Ashley Pysczynski) so that Matt Stafford, CCI
Office Manager, can devote more time to other necessary office assignments.

Please see below for the IRB administrator assigned to assist your department with

IRB protocols and human subjects issues.

Ashley Matt
Stafford

Pysczynski
ext. 5-3297

ext. 5-4965

Siena
Napoleon
ext. 8-4022

cine
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Surgery

Respiratory Diseases
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The Office of Clinical Investigation has been established to

oversee the protection of human research subjects at Boston

Children's Hospital. Children's is committed to safegnard the rights and

welfare of all children, adolescents, adults and family members who volunteer

300 Longwood Avenue

Physical location:

2 Avenue Louis Pasteur
Simmons College Campus
Lefaveur Hall, L415
Boston, MA 02115

Phone: 617-355-7052
Fax: 617-730-0226
E-mail: cci@childrens.harvard.edu

to participate in research. To this end, the Office of Clinical Investigation

upholds the principles of the Belmont Report: Ethical Principles and

Guidelines for the Protection of Human Subjects in Research, as the corner-

stone of our mission, organigation and daily activities.

e Have questions or comments about any of the articles in

this newsletter?

e Need advice about your research?

e  Want to know more about human subjects protection at

BCH?

Web: http://childrenshospital.org/cfapps/

research/data_admin/Site3020/
mainpageS3020P1.html

Please don’t hesitate to contact the CCl and one of our staff

will be happy to assist you.

New Consent Form Template, continued.

(continued from page 1) increasingly
more difficult to guarantee that only
the research team members will know
that a subject is participating in re-
search. With the increased use and
integration of electronic records, it is
possible that others within Children’s
will know that a child has participated
in research. However, we all need to
respect the same confidentiality provi-
sions that exist for any other hospital
record. The revised template explains
to families the limits of confidentiality.

Other changes include revisions in the
contact information chart and the sig-
nature templates. Our office will revise
the signature section for approved
studies at the time of continuing re-
view. Please use the new template for
all new submissions. The new tem-
plate can be found on our website at:
http://childrenshospital.org/cfapps,
research/data _admin/Site2206
Documents/Consent_Template.doc
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Pages 1 and 2 of the new consent template, available for
download from the CCI website under the “forms” tab




