PROCEDURES FOR REVIEW OF HUMAN SUBJECTSPROTOCOLS
BY
THE HOMEWOOD IRB

INTRODUCTION

Review of human subjects research activities has been conducted at Johns Hopkins for
decades. In 1967, ajoint committee caled the Joint Committee on Clinica Investigation
(JCCI) was established that was designed to serve the review needs of both The Johns
Hopkins School of Medicine and the Johns Hopkins Hospita. In the 1960s and 1970s,
review of human subjects research protocols was governed by ingditutiona standards for
the design and conduct of the studies, and no national standard for review was available.
Subsequently the University established IRBs a the Bloomberg School of Public Hedlth
and for the Homewood schools that reviews human subjects protocols for the schools not
covered by the JCCI.

In 1978, the President's Nationd Commission for the Protection of Human Subjects of
Biomedicd and Behaviord Research published a document entitled The Belmont Report:
Ethical Principles and Guiddines for the Protection of Human Subjects Research
(Appendix A). The Bddmont Report was a benchmark in the movement to set forth
federa regulations requiring inditutiona prior review and gpprova of human subjects
research activities. In 1981 federa regulations were findized, detailing the required
review process to be followed by ingtitutiona review boards (IRBs) at dl facilities
conducting federally funded research or research under the jurisdiction of the Food and
Drug Adminigration. The Johns Hopkins Ingtitutions decided at that time that the
regulations should be gpplicable to al projects, regardless of funding source or lack of
funding source.

In 1991, anew "Federd Policy for the Protection of Human Subjects’ became effective.
This new palicy, referred to as the "Common Rule is gpplicable to 16 federa departments
and agencies. The provisons bascally copy the DHHS regulations, thus smplifying
adherence to federal Human Subjects regulations regardless of the agency to which one
submits a funding gpplication. The only agency which did not adopt the "Common Rul€"
initsentirety isthe FDA.

For over twenty years, the Homewood Review Board on the Use of Human Subjects
(Homewood IRB) has been publishing guidelines to explain the Committeg's indtitutiona
charge, outline the process by which it operates in compliance with federa regulations,
and define the obligations of principa investigators and their staff who conduct human
subjects research. At thistime the Homewood IRB serves The Krieger School of Arts
and Sciences, the Whiting School of Engineering, School of Professond Studiesin
Business and Education, the School of Advanced Internationd Studies (SAIS), the



Peabody Ingtitute and The Applied Physics Laboratory (APL) for its behaviord and
socid sciences research (The Schools). 1n addition, Homewood IRB works with the
JCCI and Committee on Human Research in The School of Hygiene and Public Hedth.
In particular, human subjects protocols involving dinica investigations are referred to
the JCCI where expertise to gppropriately evduate clinical studies is resident.

II. AUTHORITY

The Johns Hopkins University Krieger School of Arts and Sciences, the Johns Hopkins
University Whiting School of Engineering, School of Professond Studiesin Business
and Education, SAIS and the APL require dl socid science and behavorid research
projectsinvolving human subjects to be reviewed and approved, or declared exempt by
the Homewood IRB before a project may be initiated.

The Homewood IRB is charged with the responsibility for review and approva of human
subjects research conducted by faculty members (full or part time) and staff of The
Schools.

The Homewood IRB reviews of dl research involving employees or students of the
School of Artsand Sciences, the School of Engineering, School of Professona Studies
in Business and Education, Peabody, SAIS and APL. The requirement for review applies
regardless of the source (or lack of source) of funding for a project and regardless of the
gte a which the research is performed.

The Homewood IRB operatesin compliance with the U.S. Code of Federad Regulations,
Department of Hedth and Human Services (DHHS) Title 45 Part 46, entitled "Protection
of Human Subjects," aswell as the Food and Drug Adminigtration (FDA) regulaionson
human subjects research. A copy of the DHHS and FDA regulations may obtained on
line at the respective agency web sites and the JHUResearch web site. The Multiple
Project Assurance (MPA) number issued to Homewood IRB by the DHHS is M1091.
A five year renewa of the assurance was submitted on November 1, 1998.

The primary concerns of the IRB in dl ddiberationsis to determine that:

the rights and welfare of the subjects are protected adequately,

the risks to subjects are outweighed by the potentia benefits of the research,
the sdlection of subjectsis equitable, and

informed consent will be obtained and, when appropriate, documented.

AODNPE

All applications submitted to the IRB must designate a faculty member, or senior staff
member in the case of APL asthe principd investigator. The Ingtitutions require that
respongbility for compliance with Ingtitutiona guidelines and policies restswith a

faculty member of the department in which the project will be conducted. Therefore,
postdoctord felows, staff or students may actively participate in human subjects research
activities, but the principa investigator of record on aresearch project submitted to the



IRB must be a Johns Hopkins University faculty member, or a senior staff member a the
APL.

The IRB has the authority to suspend or terminate gpprova of research a The Schools
when it is determined that the research has been associated with unexpected serious harm
to participants, or is not being conducted in compliance with the determinations of the

IRB or the federa regulations on human subjects research. If the Homewood IRB
determines that a research project should be suspended or terminated for cause, the action
will be reported to appropriate inditutiona officids, the head of any supporting Federa
Department or Agency (if gpplicable), and the Office of Human Research Protections at
DHHS. If the project that is suspended or terminated involves a drug, device, or
diagnogtic regulated by the FDA, the FDA shdl aso be notified of the

suspens on/termination.

The responghility for gppointing and maintaining the Homewood IRB rests with the
Presdent of the University and the Deans of the Schools, in consultation

with appropriate Department Chairs. Members are appointed to include faculty who
represent the breadth of scientific and scholarly specidties, at least one member whose
primary concerns are in anon-scientific area, and at least one member who is otherwise
unaffiliated with The Schools.  Appointments are for three years, are renewable, and
continuity is fostered by staggered regppointment for subsequent years when possible.
Faculty preparing an application for submisson may wish to contact a Homewood IRB
member prior to the submission.

1. REPORTING AND COMMUNICATION

The IRB shdl report promptly to the Provost and the NIH Office of Human Research
Protections any serious or continuing noncompliance by investigators with the
requirements and determinations of the Homewood IRB: any suspension or termination
of IRB agpprova for reasons of noncompliance or unexpected serious harm to subjects:
and, any unanticipated problems involving risks to subjects or others encountered in the
research.

Homewood IRB findings and actions taken on protocols are communicated with the
Universty administration and the respective schoolsin avariety of ways. Periodic
reports identify projects that are under consideration, have been approved, have been
re-gpproved, or have been terminated. The JHUResearch web Site is being updated to
include aligting of protocolsthat are active and alisting of terminated protocols. The
Assgant Dean for Research Administration and an Associate General Counsdl St on the
IRB, and provide timely information to the to the Research Deans of the relevant schools,
the Provost and the Vice Provost for Research on human subjects issues.. The chair of the
IRB reports to the Provost through the Vice Provost for Research on al human subjects
activity thet is gpproved by the Homewood IRB in order thet they arefully and timely
informed.



V. REVIEW CATEGORIES

A Human Subject Research form (Attachment A) is the gpplication form to be used

to submit a new human subjects research protocol for Homewood IRB review. Theform
contains preprinted ingtructions on submission requirements. Only one signed origina

new gpplication must be submitted to the Homewood IRB Office to initiate the review
process.

Thefollowing review categories are defined by regulation:

A. FULL BOARD REVIEW.
B. EXPEDITED REVIEW.
C. HUMAN SUBJECTS RESEARCH PROJECTS EXEMPT FROM IRB REVIEW.

V. A FULL BOARD/COMMITTEE REVIEW

Review a a convened Homewood IRB mesting is required for those new gpplications
and renewd applications not determined to be exempt or eigible for expedited review.

The Homewood | RB reviews all research involving human subjects not subject to
exemptions with the exception of human subjects investigations involving clinical
studies. ALL CLINICAL STUDIES should be submitted for review through the
Homewood I RB to the JCCI at the School of Medicine. The Homewood | RB will
maintain a file on the protocol throughout its existence.

The review process requires submission of an gpplication in the Hopkins format
(Attachment A). The gpplication form is Sructured to assst investigators in providing
information required to allow the Homewood IRB to evauate whether the research
addresses the specific issues referenced in federal human subject regulations. Required
attachments to the application include the following: a copy of the full protocol

devel oped in accordance with Attachment B, the proposed consent document
(Attachment C), acopy of the investigator-initiated Investigationa New Drug
Application submitted to the FDA (if applicable), a copy of proposed advertisement
materid for recruitment of subjects; and if funded by any federa agency, a copy of the
complete grant gpplication.

Copies of the full protocol, consent form(s), and proposed advertisement materia are
distributed to all Homewood IRB members for review and comment.

Members are asked to make severd determinations. Oneisfor an assessment of whether
find approva of the project should be for the period of one year, or if the project should
be reviewed more often than annudly. In making this determination, members will
consider the risks of the procedures, the novel nature of the protocol intervention(s), and
the subject population to be sudied. Members may recommend a variety of reporting
periods. This could include reporting after enrollment of alimited number of subjects, or



reporting at a designated time period (quarterly or semi-annudly). Applicationslisted on
the agenda for consderation a convened meetings will list recommended interim
reporting requirements if members suggest a period of review other than one year. When
action istaken at the convened meeting, the investigator isinformed of the required

reporting period.

The Homewood IRB will make ajudgment on the vdidity of the study as part of its
assessment of the risk-benefit ratio, because no risk to subjects can be justified if the
Study design isflawed to the degree that no useful information islikely to be
forthcoming. The composition of the population to be recruted will be reviewed to
ensure that equitable selection of subjects based on gender, age, or ethnicity has been
taken into account in the design of the studly.

By regulation, fina action on protocols that require full review may betaken ONLY at a
legitimatdy convened meeting. A smple numerica mgority of members must be present
a amesdting, including amember whose primary concern isin anonscientific area. In
order for the protocol application to be approved, it must receive gpprova of a mgority
of members present at the mesting.

The range of actions that may be taken at a convened meeting are:

1. The gpplication may be approved.

2. The gpplication may be tabled for response to questions or required modifications.

Discussion of the response must be conducted at a convened mesting.

3. Theapplication may be approved with stipulations that are considered minor and

require only smple concurrence by the investigator. The response to minor stipulations

may be reviewed by the Chair, or the Chair’ s designee; and such cases do not require

return to a convened meeting for find action.

4. The protocol application may be disgpproved. In caseswhere astudy is

disapproved, the rationale for the action taken will be provided in written form. The

investigator may request an appearance at a convened mesting to present arguments for

reversd of adecison to disapprove, or the investigator may propose a change in the

protocol based the advice and counsel of the Homewood IRB. Inditutiond officias
cannot

approve a protocol that has been disapproved by the Homewood IRB. Effectively,

therefore, thereis no possibility of appea of a Homewood IRB approva to a higher

Universty, Hospitd, or Federd officid.

An gpplication approved by the Homewood IRB may be subject to further review and
gpprova, or disgpprova, by officids of the University, School of Artsand Sciences,
School of Engineering, Peabody Indtitute, SAIS, SPSBE or APL.

When a project receivesinitia gpproval, no protocol changes, consent form changes,
amendments, or addenda may be made without re-review and gpprova. Written
notification of actions taken a convened meetings is mailed to the principa investigator
after each meeting.



The gpprova notice reiterates the investigator’ s obligation to report any unanticipated
problems or adverse events. Attached to the standard approva noticeisthe final
gpproved version of the consent form(s) with the approval stamp affixed on the signature
page. The consent formisvalid only for the period noted in the gpproval box. If a
consent form is revised in associaion with an amendment review, it isvadid only until the
annua review date for the project.

V1. CATEGORIES OF RESEARCH THAT MAY BE REVIEWED BY THE
IRB THROUGH AN EXPEDITED REVIEW PROCEDURE

In 1998, the Department of Hedlth and Human Services (DHHS) and Food and Drug
Adminigtration (FDA) regulations were revised with regard to categories of research that
may be reviewed by an expedited review procedure. The list of research categories was
expanded and clarified.

Please note that the term "expedited review" does not refer to the Webgter's Dictionary
definition of expedited. Only research projects which meet the regulatory definition of
minima risk qudify for the expedited review process.

The following two criteriamust be met before a protocol may be considered for an
expedited review process:

(1) The activity must present no more than minimd risk to subjects AND

(2) The protocol procedures must be listed as one of the categoriesin the regulations
list of procedures that qualify for an expedited review process.

In addition, DHHS and FDA regulations state that an expedited review procedure may
not be used where identification of the subjects and/or their responses would reasonably
place them at risk of crimind or civil liability or be damaging to the subjects financid
ganding, employability, insurability, reputation, or be stigmatizing.

The Research Categories listed below qudify for an expedited review process. Thefind
decison on whether an expedited review process may be used rests with the IRB Chair or
his’her designee.

(1) Clinicd gstudies of drugs and medica devices only when condition (8) or (b) is met:
(8 Research on drugs for which an investigational new drug application (21 CFR
Part 312) is not required. (Note: Research on marketed drugs that sgnificantly
increases the risks or decreases the acceptability of the risks associated with the
use of the product is not digible for expedited review.)

(b) Research on medica devices for which (i) an investigationa device exemption



application (21 CFR Part 812) is not required; or (ii) the medica deviceis
cleared/gpproved for marketing and the medicd deviceisbeing used in
accordance with its cleared/approved labding).

(2) Callection of blood samples by finger stick, hed gtick, ear stick, or venipuncture as
follows

(& from hedthy, non-pregnant adults who weigh at least 110 pounds. For these
subjects, the amounts drawn may not exceed 550 ml in an 8 week period and
collection may not occur more frequently than 2 times per week; or

(b) from other adults and children, considering the age, weight, and hedlth of the
subject, the collection procedure, the amount of blood to be collected, and the
frequency with which it will be collected. For these subjects, the amount drawn
may not exceed the lesser of 50 ml or 3 ml per kg in an 8 week period and
collection may not occur more frequently than 2 times per week.

(3) Prospective collection of biologica specimens for research purposes by
noninvasive means.

Examples

(& hair and nall dippingsin anon-disfiguring manner; (b) deciduous teeth e time
of exfoliation or if routine patient care indicates a need for extraction; (c)
permanent teeth if routine patient care indicates a need for extraction; (d) excreta
and externd secretions (including sweet); (€) cannulated sdliva collected ether in
an ungimulated fashion or stimulated by chewing gumbase or wax or by goplying a
dilute citric acid solution to the tongue; (f) placentaremoved at deivery; (g)
amniotic fluid obtained at the time of rupture of the membrane prior to or during
labor; (h) supra-and subgingiva denta plague and calculus, provided the
collection procedure is not more invasive than routine prophylactic scaling of the
teeth and the process is accomplished in accordance with accepted prophylactic
techniques; (i) mucosa and skin cells collected by buccd scraping or swab, skin
swab, or mouth washings, (j) sputum collected after saline mist nebulization.

(4) Collection of data through noninvasive procedures (not involving generd
anesthesia or sedation) routinely employed in clinicd practice, excluding procedures
involving x-rays or microwaves. Where medical devices are employed, they must
be cleared/approved for marketing. (Studies intended to evauate the safety and
effectiveness of the medical device are not generdly digible for expedited review,
including studies of cleared medica devices for new indications,)

Examples

(8 physica sensorsthat are applied either to the surface of the body or a a
distance and do not involve input of significant amounts of energy into the subject
or an invasion of the subject’s privacy; (b) weighing or testing sensory acuity; (C)
magnetic resonance imaging; (d) eectrocardiography, e ectroencepha ography,
thermography, detection of naturaly occurring radioactivity, eectroretinography,



ultrasound, diagnogtic infrared imaging, doppler blood flow, and
echocardiography; (€) moderate exercise, muscular strength testing, body
composition assessment, and flexibility testing where gppropriate given the age,
weight, and hedlth of the individud.

(5) Research involving materids (data, documents, records, or specimens) that have
been collected or will be collected solely for nonresearch purposes (such as medical
treatment or diagnosis).

(6) Callection of datafrom voice, video, digita, or image recordings made for research
puUrposes.

(7) Research on individud or group characteristics or behavior (including, but not
limited to, research on perception, cognition, mativation, identity, language,
communication, culturd belief or practices, and socid behavior) or research
employing survey, interview, ord history, focus group, program evauation, human
factors evauation, or quaity assurance methodologies.

(8) Continuing review of research previoudy approved by the convened Homewood
IRB as follows
(&) where (i) the research is permanently closed to the enrollment of new subjects;
(ii) al subjects have completed dl research-reated interventions; and (iii) the
research remains active only for long-term follow-up of subjects; or
(b) where no subjects have been enrolled and no additiond risks have been
identified; or
(c) where the remaining research activities are limited to data analysis.

(9) Continuing review of research, not conducted under an investigational new drug
application or investigationa device exemption where categories two (2) through
eight (8) do not apply but the Homewood IRB has determined and documented a
a convened mesting. that the research involves no grester than minima risk and no
additiona risks have been identified.

The expedited review process requires submission of an gpplication in the Homewood
IRB format. Required attachments to the gpplication include the following: acopy of the
full protocol, the proposed consent document (written in the Homewood IRB format ), a
copy of proposed advertisement materia for recruitment of subjects; and if funded by any
federd agency, a copy of the complete grant gpplication. If adrug or deviceis part of the
Sudy, information is required for the IRB to make the determination in (1)(a) or (1)(b)
above. The grant application will be reviewed by amember to determine that the protocol
submitted and the activities described in the grant are consstent. Any discrepancies
between the protocol application and the grant application must be resolved before fina
action can be taken to approve the project.



The expedited review process is conducted by the chair or his’her designee. If the
protocol meets the regulatory criteriafor an expedited review, it will be forwarded to a
Homewood IRB reviewer.

The following actions may be taken on gpplications that quaify for an expedited review
process.

(1) The application may be approved as submitted.

(2) The gpplication may be approved with retrictions, conditions, stipulations, or
required modifications including changes to the consent document. The investigator's
response to gpprova with stipulations will be reviewed by the chair or hisher
designee to determine if find approva may be granted.

(3) The application may be referred for discussion a a convened meeting.

The agenda for convened meetings is the mechanism by which the Homewood IRB
members are notified of actions taken using an expedited review process. Members at
the convened meeting may chalenge an action taken through the expedited review
process. The reviewer conducting the expedited review does not have the authority to
disapprove an agpplication. Disgpprova is an action that may be taken only at a convened
mesting.

When a project receives gpprova through an expedited review process, written
notification is provided to the principa investigator. The notice will sate the period of
approval. Attached to the stlandard approva notice isthe find approved version of the
consent form(s) with the approva stamp affixed on the signature page. No protocol
changes, consent form changes, amendments, or addenda may be made to the gpplication
without re-review and approval.

VIl. HUMAN SUBJECTSRESEARCH PROJECTSEXEMPT FROM IRB
REVIEW

Broad categories of research which do not use living human subjects or which normaly
present little on no risk of harm to subjects may be exempt from formd review by the
IRB. In genera, most socid, economic and educationd research is exempt if the only
involvement of human subjectsisin one or more of the following categories: (a) the use
of survey and interview procedures, (b) observation of public behavior or (c) the study of
existing data, documents, records and specimens.

A request for an exemption should be submitted in the form of aletter addressed to the
chair of the IRB explaining in detall why the project does indeed qudify for exemption.
The letter should contain the title of the project and note the exemption category that the
investigator believesis applicable. Requests should be submitted to the IRB office. For
projects that are funded by afederd agency, acopy of the grant or contract must be
appended to the exemption request letter. An investigator must receive awritten



exemption from the IRB before he/she represents that a research activity is exempt from
review and begins the research project.

More specificdly, the DHHS regulations contain categories of socia, education, and
economic research activities that may be considered exempt. The categories are described
below. By regulation, exemptions DO NOT apply to research involving prisoners,

fetuses, pregnant women, or human in vitro fertilization. A written response will be sent

to the P to indicate ether: @ the proposed research activity is exempt and may be
conducted without IRB review; or b) the project is not exempt, explain why, and note that
submission of a human subjects gpplication is required. Written confirmation of an
exemption must be available for a grant application submitted with an exemption number
in the human subjects section.

DHHS Exemption Categoriesinclude:

1. Research conducted in established or commonly accepted educationa setting,

involving norma education practices, such as:

a research on regular and specid education ingtructiond drategies, or

b. research on the effectiveness of or the comparison among instructional
techniques, curricula, or classroom management methods.

2. Research involving the use of educationd tests (cognitive, diagnostic, aptitude,
achievement), survey procedures, interview procedures or observation of public
behavior, unless
a. information obtained is recorded in such amanner that human subjects can be
identified, directly or through identifiers linked to the subjects, and
b. any disclosure of the human subjects responses outside the research could
reasonably place the subjects at risk of crimind or civil ligbility or be damaging to
the subjects financid standing, employability, or reputation.

EXCEPTION: DHHS Regulations at 46.401 State that parts of Exemption #2 DO NOT
apply to research with children. Therefore, projects involving educationd tests and/or
survey procedures involving children must be submitted for IRB review.

3. Research involving the use of educationd tests (cognitive, diagnostic, aptitude,
achievement), survey procedures, interview procedures or observation of public
behavior that is not exempt under paragraph (2) of this section, if:

a The human subjects are eected or gppointed public officids or candidates for
public office;

or
b. federd statute(s) requires(s) without exception that the confidentidity of the
persondly identifigble information will be maintained throughout the reseerch and
theresfter. .

4. Research, involving the collection or study of existing data, documents, records,
pathological specimens, or diagnostic specimens, if these sources are publicly
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available or if the information is recorded by the investigator in such amanner that
subjects cannot be identified, directly or through identifies linked to the subjects.

5. Research and demonstration projects which are conducted by or subject to the
gpproval of department or agency heads, and which are designed to sudy, evauate, or
otherwise examine:

a. public benefit or service programs,

b. procedures for obtaining benefits or services under those programs;

C. possible changesin or aternatives to those programs or procedures; or

d. possible changes in methods or levels of payment for benefits or services under

those programs.

6. Taste and food quality evauation and consumer acceptance studies,

a if wholesome foods without additives are consumed or

b. if afood is consumed that contains afood ingredient at or below the level and

for ause found to be safe, or agricultural chemical or environmenta contaminant at

or below the level found to be safe, by the Food and Drug Adminisiration or
approved by the Environmenta Protection Agency or the Food Safety and

Ingpection Service of the U.S. Department of Agriculture.

VIII. RENEWAL APPLICATIONSAND CONTINUING REVIEW
REQUIREMENTS

All protocols approved by the IRB are subject to continuing review. Federd
regulations (both DHHS and FDA) require conduct of continuing review of
research "not less than once per year." Federd agencies have made it very clear
that they expect IRB to review an application for continuing review before the
gpprova date expires. Submission of arenewal gpplication after approva has
lapsed is not acceptable. Adminidrative extensons will not be granted. Projects
for which the required reports or renewa gpplication were not submitted in time
to alow review within the designated approva period (one year or less) are
considered terminated. New subjects may not be enrolled and subjects on study
must be removed from a protocol for which approva haslapsed. The IRB will
consider on a case-by- case basis whether remova of subjects from algpsed
protocol would adversdly affect subjects aready enrolled.

When initid gpprova is granted, the approva notice will indicate the period of approvd.
Approva may require continuing review based on numbers of subjects enrolled, quarterly
reports, semi-annud reports, or annud reports. The investigator must acknowledgein
writing that he/she understands the reporting requirements. Regardless of the required
reporting period, investigators have a continuing responsibility to inform the IRB of any
circumstances or new information that might change the perception of afavorable risk:
benefit assessment. Adverse event reports or unanticipated problems should be submitted
in accord with the Homewood IRB guiddines (See Adverse event reporting guiddines).

IRB renewal notices are mailed to principa investigators as a courtesy to prompt
submission of renewal applications. There may, however, be problems with the database,
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and arenewa notice may not to beissued. Therefore, an investigator should not depend
solely on renewa notifications as a prompt for submitting arequest for renewd. Initid
gpprova notices state clearly the dates for gpproval. Renewa notices sent to
investigators indicate the precise date on which approva will expire and a precise date by
which the renewa gpplication must be submitted to the office to dlow review within the
time period required by regulations.

To initiate the continuing review process, arenewa application must be submitted to the

Homewood IRB office. The principa investigator must provide responsesto dl items
and questions noted on the renewd form. This includes the number of subjects accrued,
information on whether any subjects were withdrawn from the project and the reasons for
withdrawal, proposed amendments to the research plan or consent form, etc. The
progress report must include a status report on the progress of the research sudy and any
findings to date. An unstamped copy of the consent form must accompany the renewa
form. Any new proposed changesin the consent form should be highlighted on a copy
attached to the renewal application.

The Homewood IRB will determineif arenewd application qudifies for an expedited
review procedure or requiresreview at aregularly convened meeting. The IRB will
determine if a pecific project needs verification from sources other than the investigator.
In such ingtances, the Homewood IRB may request an independent assessment of
information or data provided in the renewa application. The scope and extent of such an
independent assessment will be determined on a case-by-case basis.

Applications that qudify for an expedited review procedure will be listed on the agenda
with that designation, and copies of the gpplications will not be provided to each member.
Applications that do not qualify for an expedited review process must be discussed at a
convened mesting. A copy of each continuing review gpplication that requires discusson
at a convened mesting will be provided to each member as part of the agenda packet. At
the convened meeting, the Homewood IRB will determineif re-agpproved is appropriate.
The range of

actionsthat may betakenis:

1. Therenewa application may be approved.
2. The renewa application may be tabled for response to questions or required
modifications.

3. Therenewa gpplication may be approved with minor stipulations thet require
only smple concurrence by the investigator. The response to minor dipulaions
may be reviewed by the Chair, or the Chair's designee; and such cases do not
require return to a convened meeting for fina action.

4. The renewa application may be disapproved. In cases where arenewa

goplication is disgpproved, the rationde for the action taken will be provided in
written form. Theinvestigator may request an gppearance a a convened mesting
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to present arguments for reversad of adecision to disapprove, or the investigator
may propose a change in the protocol based on advice and counsdl of the Homewood
IRB.

Ingtitutiond officids cannot approve a protocol that has been disgpproved by the
Homewood IRB. Effectively, therefore, there is no possibility of apped of a
Homewood IRB disapprovad to ahigher University, or Federd officid.

IX. IMPACT OF THE CONTINUING REVIEW PROCESS ON FEDERAL
GRANT CONTINUATION APPLICATIONS:

On 8/2/91, the NIH indtituted a policy for submission of continuation funding

gpplications which affects investigators with approved protocols. As of that date, nor+
competing continuation grant applications may not be submitted with a pending human
subjects approva date, nor may they be submitted with an gpprova date beyond one year
from theinitid review. This meansthat Homewood IRB review and approva of an
gpplication for continuing review must be completed before the NIH continuation

funding gpplication is submitted.

X. UNANTICIPATED PROBLEMSTHAT AFFECT RISKSTO SUBJECTS.

In the case of clinical investigations submitted to the JCCI through the Homewood IRB,
the JCCI procedures for reporting adverse or unanticipated events must be followed.

The standard IRB approva notice contains the following statement:

"If adverse consequences or unanticipated side effects are encountered in the course of
the sudy, or new information becomes available which could change the perception of
afavorable risk :benefit retio, you are responsible for informing the Committee
PROMPTLY ."

There are two reporting forms, depending upon the location of the event:
A) Events at a Johns Hopkins site;
The principa investigator must complete JCCI Form A and submit it to the IRB.

A copy of every adverse event report, letter or form, submitted to an outside agency (e.g.,
sponsor, FDA or NIH) should aso be forwarded to the appropriate Hopkins' IRB. Fatal
or life- threatening events should be reported to the Homewood IRB (and if the Hopkins
investigator holds the IND number, to the FDA aswell), within 7 working days after
discovery. All other unexpected serious adverse experiences should be reported to the
Homewood IRB (and if aHopkins Investigator held IND number isinvolved, to the
FDA) within 15 working days after discovery. When an IND is held by a sponsor (other
than Hopkins investigator), it is the sponsor's responsibility to report eventsto the FDA.
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A serious adverse experience in a protocol enralling subjects at a Johns Hopkins siteis
defined as any event that isfatd or life-threatening, that is permanently disabling,

requires or extends hospitalization of the subject, or that represents a significant overdose
or breach of protocol. In addition, any event that suggests that a drug, device, or
procedure used in aresearch protocol has produced a congenital anomaly or cancer is
also consdered a serious adverse experience and must be reported.

The Schools and the Homewood |RB recognizes that assgnment of cause and effect of
an adverse experience may be difficult. In order to assure that review of dl serious events
is systematicaly undertaken, dl sudiestha involve intervention with a diagnogtic or
therapeutic drug, biologic, device, or procedure should have dl serious unexpected
adverse experiences reported to the appropriate IRB regardless of the probability of
cause. Minimal risk observationa studies need only report adverse experiencesthat are
believed to have an obvious direct causa relaionship to the study.

The Homewood IRB will make the final determination regarding protocol
changes required due to adverse event reports.

B) Adverse Event Report and Review for single or multiple reports from other Sites.

Adverse events, or unanticipated problems involving risks to subjects, that occur at
gtes other than Hopkins must be reported using JCCI Form B. The form must be
completed and signed by the principa investigator, and supporting documentation from
the sponsor must be attached to the form. Unless the adverse event or unanticipated
problem that occurred at a Site other than Hopkins requires a change in the consent form,
Homewood IRB will not routindly acknowledge receipt of the documentation. If a
sponsor requires documentation of Homewood IRB receipt of these events, the IRB gaff
may supply a copy of the sheet that contains the date received by the Homewood IRB.

XII. Protocal file

The principd investigator MUST maintain a protocal file. The file must include the
folowingitems

a A copy of the origind protocol gpplication submitted to Homewood IRB.

b. A copy of the sponsor's protocol (if applicable).

c. If the project involves an investigationa drug or investigationa device supplied by a
sponsor of the study, a copy of the investigator's brochure should be kept. In the case
of investigator-initiated IND or IDE studies, the file must contain a copy of the
IND/IDE application submitted by the principa investigator to the FDA and any
subsequent correspondence with the FDA.

d. Copies of al correspondence with the IRB(and the sponsor, if gpplicable).

e. A copy of the origina approved consent document containing the Homewood IRB
approva stamp

f. The origind of each consent form signed by subjects/patients enrolled in the research
protocol. If the Committee has approved use of the oral consent procedure, the
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principa investigator must keep alist of individuas who were approached to join the
study and documentation on the list of a subject's decison to accept or decline

participation.

It is the responghbility of the principa investigator to assure that a copy of the consent
form is provided to each subject enrolled in aresearch study. For studiesinvolving
in-patients, the investigator should see that a copy of the sgned consent form is
inserted into each subject's medica record.

Additiona requirements for investigators are as follows.

g. If the Homewood IRB approved awaiver from the requirement to use awritten
consent form and approves an ora consent procedure, the protocal file should contain
alig of individuas who agreed to participate in the project.

h. Copies of al data derived from the study (case report forms, computer data,
adverse event reports, drug/device accountability records, etc.).

PLEASE NOTE: TheIRB, the FDA, and the sponsor/company/manufacturer conduct
periodic random audits of investigators protocol records. Investigators are urged to keep
their copies of signed consent forms readily accessible for review. If the FDA schedules
an ingpection of an approved protocol, the Homewood IRB should be informed so that a
representative from Administration may attend the FDA audit sessons.

7/18/02
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